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INTRODUCTION

The 2016-17 school year is different from prior years — and not in a good way.

This year, more than 33,000 California children, many with learning disabilities and
special needs, are permanently barred from all public and private schools and
daycares. These children have a fundamental right to a classroom-based education
and they want to go to school. Yet in a dramatic departure from its history of
unwavering protection of every child’s right to an education, and without satisfying
strict scrutiny, California has enacted Senate Bill (“SB”) 277 to abolish the Personal
Belief Exemption (“PBE”) to its mandatory vaccination law and to permanently bar
children with PBEs from school. But the U.S. and California Constitutions, as well as
an array of federal and state disability and anti-discrimination laws, prohibit SB 277’s
draconian result and necessitate injunctive relief.

Plaintiffs’ Motion for Preliminary Injunction exceeds the showing required for
injunctive relief to maintain the status quo ante pending the outcome of this case.
Plaintiffs provide a detailed analysis of the facts and law to demonstrate likelihood of
success on the merits of their claims for deprivation of the right to education under
the California Constitution, deprivation of free exercise, equal protection and due
process rights under the U.S. Constitution, which protects parental rights, bodily
integrity and informed consent, and violation of both State and Federal disability and
anti-discrimination rights. Plaintiffs provide extensive evidence of irreparable injury,
establish that the balance of hardships tips overwhelmingly toward Plaintiffs, and
demonstrate that an injunction will serve the public interest. Plaintiffs also
demonstrate that the status quo ante properly protects Plaintiffs’ rights and the public
health by allowing temporary exclusion of children with PBEs in the event of an
outbreak or exposure to an illness for which they have not received a vaccine.

In response, State Defendants attempt to confuse the issues and mislead the
Court as to the facts and the law, without addressing Plaintiffs’ arguments and

evidence. While conceding that SB 277 deprives Plaintiffs and their children of
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fundamental rights, State Defendants contend, in a surprisingly cavalier tone, that the
deprivation of those rights is justified. They unapologetically admit, for example, that
SB 277 denies Plaintiffs’ children education based on nothing more than the
unfortunate misperception of those children — who are neither infectious nor
contagious — as carriers of “dangerous diseases” and “threats to public health,” Opp.,
Doc. 30, at 9. State Defendants base their arguments on biased, unsupported, and
inadmissible statements from SB 277’s author and sponsors contained in legislative
committee reports and on conclusory testimony from a declarant who, without laying
a proper foundation for his opinions, contradicts Defendants” own data and reports.*

Defendants also misrepresent SB 277’s purpose and effect in a strained and
irrelevant analysis that attempts to turn this case on its head and shift the focus from
Plaintiffs’ actual claims to issues that Defendants would prefer to litigate. Defendants
base their entire Opposition on the argument that the State has the authority to enact
vaccine mandates. But Defendants ignore the fact that SB 277 did not enact a vaccine
mandate. California’s vaccine mandates, codified in Health and Safety Code sections
120325(a)(1) - (10) and 120335(a)(1) - (10), predate SB 277 and were unchanged by
it. Instead, SB 277 repealed Health and Safety Code section 120365 and abolished
PBEs, subject to an arbitrary “checkpoint” scheme that serves no public health
benefit. Accordingly, the cases on which Defendants rely to support SB 277 are
irrelevant and easily distinguishable on the foregoing and other grounds.

Plaintiffs seek to enjoin SB 277’s enforcement to allow kindergarten and
seventh grade children with PBEs to return to their schools and obtain the education

to which they are constitutionally entitled, pending the outcome of this case.

' As set forth in Plaintiffs’ Evidentiary Objections, legislative committee reports are
inadmissible. They lack foundation, include opinions from various named and unnamed
supporters and opponents of a bill, contain hearsay, and contradict publicly-available
California Department of Public Health (“CDPH”) and Centers for Disease Control and
Prevention (“CDC”) data and reports that Plaintiffs have asked the Court to judicially
notice. Similarly, most of Robert Schechter, M.D.’s declarations is inadmissible for lack of
foundation and hearsay, leaving Defendants’ Opposition with virtually no factual support.
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Plaintiffs’ request is modest and consistent with 55 years of pre-SB 277 law.
Defendants, on the other hand, ask this Court to allow the unprecedented denial of
education to tens of thousands of children who face loss of protected education and
special education rights, possible truancy, and removal from their families and whose
parents face severe hardship including loss of employment or loss of parental
custody. Without injunctive relief, this year alone, approximately 13,000 children will
not experience their first day of kindergarten and more than 8,000 pre-teens/teenagers
will not advance to the seventh grade. These children make up less than half of one
percent of the State’s school population and cannot impact public health. Yet the
harm to each child from being denied an education is immense and irreparable.

Plaintiffs respectfully request that the Court grant their Motion and preserve
the status quo ante while the parties litigate this case. California’s children deserve
better than to be barred from school and subjected to forced permanent quarantine,
isolation, humiliation, prejudice, and emotional distress because of an unnecessary,
draconian and discriminatory law that flies in the face of the State’s compelling
interest in educating children. See Serrano v. Priest, 5 Cal.3d 584, 605 (1971)
(“[E]ducation is a major determinant of an individual’s chances of economic and
social success...a unique influence on a child’s development as a citizen and his
participation in political and community life. ... Thus, education is the lifeline of both
the individual and society.”)

STATEMENT OF FACTS

l. DEFENDANTS IGNORE AND MISREPRESENT THEIR OWN DATA

Motivated by special-interest politics, SB 277 is an unnecessary solution to a

non-existent problem, introduced when California’s children were, according to
CDPH, “well protected” from communicable diseases. Defendants claim “SB 277
was a reasoned response to escalating numbers of unvaccinated children and further
outbreaks of dangerous communicable diseases.” Opp., Doc. 30, at 18. But California

did not have “escalating numbers of unvaccinated children” when SB 277 was
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introduced. As CDPH reports show, prior to SB 277’s introduction and enactment,
kindergarten PBE rates had dropped 19%, from an already low 3.15% in 2013-14 to
2.54% in 2014-15. Rates fell another 7% in 2015-16, to 2.38%. CDPH 2015-16 K
Assess., RIN, Doc. 13-5, Ex. 2. In fact, at SB 277’s introduction, California’s
vaccination rate was “at or near all-time high levels” Motion, Doc. 14-1, at 16.
Defendants’ claim that only 92.9% of kindergarten children in 2015-16 had all
required vaccines improperly lumps conditional entrants with PBE students.
Conditional entrants - typically 5-7% of kindergarteners — are not exempt and must
become fully-vaccinated within the time specified by the school district. Motion,
Doc. 14-1, at 19-20. California’s PBE rate has never exceeded 3.2%, id. at 5, and was
only 2.54% when SB 277 was introduced. Defendants provide no evidence to the

contrary except to attempt to artificially inflate the percentage of children with PBEs.

II. DEFENDANTS TREAT HEALTHY CHILDREN AS “DISEASE
CARRIERS”

Defendants characterize Plaintiffs’ children — all of whom are selectively
vaccinated, none of whom carry any illnesses, and some of whom have laboratory-
confirmed immunity — as “unvaccinated” carriers of “potentially fatal diseases.”
Opp., Doc. 30, at 4, 9. Defendants do not explain how Plaintiffs’ healthy children are
a “danger to public health” or how their exclusion from school “protects the public.”
Defendants also provide no justification for forcing children with lab-confirmed
Immunity take another vaccine to attend school, subjecting them to the risk of an
unnecessary medical procedure. See Whitlow Dec., Doc. 13-2, 11 18-19. Defendants
also ignore that some children become immune with fewer vaccine doses, while
others never acquire immunity no matter how many doses they take. Indeed, the State
simply assumes every fully vaccinated child is “immunized" and every child who has
not received every single one of the 30 to 38 required doses as an “unvaccinated

public health threat” even where the child has lab-confirmed immunity.
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Moreover, most children with PBEs are vaccinated. They have simply not
received every single dose California mandates. See Motion, Doc. 14-1, at 7, n3.
Indeed, only 0.316% of California children are completely vaccine-free and they are
not “public health threats” either. Id. Thus, Defendants’ characterization of every
child with a PBE as “unvaccinated” and diseased is disingenuous, to say the least.

Finally, according to CDPH, Californians are well-protected without SB 277.
For 2014, with the exception of pertussis,? there were few — and in many instances no
— cases reported of the ten diseases for which California mandates vaccines and no
outbreaks were attributable to children with PBEs. See CDPH, 2014 Annual Report,
RJN, Doc. 13-3, Ex. 23, at 8, 13-15, 17-19, 23-37. Therefore, there is no basis to

permanently exclude any child from school.

I11. DEFENDANTS MISREPRESENT THE PRESENCE OF FETAL
TISSUE IN VACCINES AND THE CATHOLIC CHURCH’S POSITION

Defendants distort facts in their attempt to dismiss Plaintiffs’ sincerely held
religious beliefs against the use of cell lines derived from aborted fetal tissue in
vaccine manufacture, even though this belief has served as the basis for religious
exemptions. See NYS Ed. Dept. Dec. 16,805 (Aug. 3, 2015), Reply RIN Ex. 1. The
use of cell lines derived from aborted fetal tissue in vaccines is indisputable. See
CDC Vaccine Excipient Table, Reply RIN Ex. 2; manufacturer product inserts, Reply
RJIN EX. 3. The Catholic Church, as described in Pontifical Academy for Life’s
statement “Moral Reflections on Vaccines Prepared from Cells Derived from Aborted
Human Fetuses” strongly condemns the use of aborted fetal tissue in vaccine
manufacture and recognizes that families “should take recourse, if necessary, to the
use of conscientious objection with regard to the use of vaccines produced by means

of cell lines of aborted human fetal origin.” Reply RIN Ex. 4, at 6-7.

2 Pertussis outbreaks occur mostly in vaccinated children and result from vaccine
failure and waning immunity, not PBEs. See Motion, Doc. 14-1, at 7.
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IV. MEASLES OUTBREAKS DO NOT JUSTIFY SB 277

Predictably, the State continues to rely on the Disneyland measles outbreak to

justify SB 277 by reciting that 18 children were not vaccinated. Opp., Doc. 30, at 7.
The State does not dispute that no evidence shows that children with PBEs caused or
exacerbated the outbreak or that kicking children out of schools will prevent measles
outbreaks at theme parks. The State also refers to a 2008 measles outbreak in San
Diego to justify SB 277. Opp., Doc. 30, at 7. What the State ignores is that both
outbreaks began with foreign-imported measles and ended with relatively few people
affected. Despite originating from a foreign visitor in one of the most populous places
In the state, where more than 60,000 people were potentially exposed, the Disneyland
outbreak affected a total of 136 Californians and was quickly contained. Defendants
present no evidence that Disneyland, or any outbreak, would have been any different
if children with PBEs had been permanently barred from school. Moreover, if
anything, the Disneyland outbreak shows that even when many thousands are
exposed to measles, very few become infected, belying Dr. Schechter’s speculation
that California is on the verge of a pandemic so imminent that draconian actions, like
repealing PBESs or permanently isolating healthy schoolchildren is necessary.

Importantly, Defendants do not even attempt to justify the repeal of PBEs for
the nine other vaccines California mandates. No justification exists with California’s
97% vaccination rate which Defendants concede is sufficient to satisfy the theory of
“herd immunity.” Moreover, tetanus is non-communicable, hepatitis B is blood-
borne, the mumps vaccine is highly ineffective and virtually every person affected in
mumps outbreaks is fully vaccinated, the pertussis vaccine does not prevent infection
or transmission and wanes quickly, chickenpox is a mild childhood illness, and
diphtheria, polio and rubella are essentially eliminated in the United States and do not
circulate in California schools. See, e.g., CDPH, 2014 Annual Report, RIN, Doc. 13-
6, Ex. 23, at 5, 13, 30, 33; Pertussis Report, RIN, Doc. 13-5, Ex. 6; Examples of
outbreaks in highly vaccinated populations, Reply RIN EXx. 5.
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V. SB 277 CANNOT ELIMINATE OUTBREAKS

Defendants claim SB 277 is necessary to make California schools “disease-

free.” But if SB 277’s “end” is to prevent outbreaks, then the “means” of excluding
children from school cannot justify that unattainable “end.” SB 277 will not actually
increase overall vaccination rates — it will only artificially inflate school vaccination
rates by excluding children with PBEs. These children will remain in the community
and will participate in sports, go to stores and theme parks, and have playdates. But
they will be permanently barred from the most important place — school. SB 277 also
cannot prevent outbreaks because, as evidenced in countless published case reports
and news articles, outbreaks of “vaccine-preventable” illnesses like measles,
whooping cough, and mumps regularly occur in highly vaccinated communities. See,
e.g., Reply RIN Ex. 5.

V1. SB277°’S IMPLEMENTATION HAS CREATED TURMOIL AND
CONFUSION FOR SCHOOLS AND FAMILIES

By their own actions and inactions, CDPH and the Department of Education
(“CDE”) have created confusion for parents, schools, local public health agencies,
and medical practitioners. CDE refuses to provide guidance to school districts
regarding admission of children with IEPs, leaving children with disabilities at the
mercy of local school districts even though federal law requires the State to provide
each of these children a Free and Appropriate Public Education (“FAPE”).
Defendants concede that “[t]he IDEA provides that a state must, in order to receive
federal financial assistance, have policies and procedures in effect that assure all
students with disabilities the right to [FAPE]” and that “CDE has general oversight
responsibility for special education in California.” Opp. Doc. 30, at 26, 28. Yet CDE
attempts to absolve itself of any responsibility to supervise local school districts,
telling Plaintiffs and tens of thousands of other parents to take their grievances up
with their local school districts. This is an unlawful abdication of CDE’s duties and

CDE appears unconcerned that at issue are the rights of thousands of federally-

REPLY TO STATE DEFENDANTS’ OPPOSITION TO MOTION FOR PRELIMINARY INJUNCTION
7
Case No. 3:16-cv-01715-DMS-BGS




© 00 ~N o o b~ w NP

S T N N N N T N T T N O e e e N N S N T
©® ~N o O B @O N kP O © 00 N oo o~ W N Bk, O

Case 3:16-cv-01715-DMS-BGS Document 37 Filed 08/05/16 Page 14 of 27

protected children with disabilities who are not receiving services they need, causing
them tremendous hardship and detriment. CDE’s position is an admission that, with
the State’s knowledge and consent, school districts are violating the equal protection
rights of children with IEPs who are being treated differently across the state
depending upon the district in which they reside and attend school. This fact alone is
sufficient to warrant injunctive relief.

CDPH has created even more confusion, as the Health and Safety sections of
the California Code of Regulations (“CCRs”) still recognize PBEs and require
schools to unconditionally admit students with PBEs into school. See 17 Cal. Code
Reg. 8 6051 (“[a] pupil with a permanent medical exemption or a personal beliefs
exemption to immunization shall be admitted unconditionally.”); 17 Cal. Code Reg. 8
6075 (setting reporting requirements on the number of students with PBEs); 17 CCR
8 6055 (concerning students who are not vaccinated and do not have a PBE or
medical exemption). The CDPH website also advises that PBEs are available. See,
e.g., https://www.cdph.ca.gov/HEALTHINFO/DISCOND/Pages/Measles.aspx, Reply
RJIN EX. 6 (“Some children are allowed by California law to skip immunizations if a
parent submits a personal beliefs exemption (PBE) or medical exemption (PME) at
enrollment™). Thus, while taking the position that PBEs are no longer available,
CDPH expressly makes PBEs available under the CCRs, which “have the effect of
law.” See http://www.oal.ca.gov/ccr.htm, Reply RIN Ex. 7. Accordingly, under the
current statutory framework, PBEs are available, even though, at CDPH direction,
schools refuse to admit children with PBEs into school. Notwithstanding the above,
CDPH claims that everything should have been clear to parents when CDPH itself is
violating its own CCRs. CDPH’s inability to consistently interpret SB 277 and failure
to provide consistent guidance to parents and schools continues to today. See, e.g.,
July 2, 2015 letter from CDPH, Reply RIN Ex. 8 (declaring SB 277 effective July
2016); February 4, 2016 Bd. of Directors Mtg., Cal. Conf. of Local Health Officers,
Reply RIN Ex. 9 (CDPH unsure on certain issues of SB 277 implementation);

REPLY TO STATE DEFENDANTS’ OPPOSITION TO MOTION FOR PRELIMINARY INJUNCTION
8
Case No. 3:16-cv-01715-DMS-BGS




© 00 ~N o o b~ w NP

S T N N N N T N T T N O e e e N N S N T
©® ~N o O B @O N kP O © 00 N oo o~ W N Bk, O

Case 3:16-cv-01715-DMS-BGS Document 37 Filed 08/05/16 Page 15 of 27

February 4, 2016 SB 277 — Update, Reply RIN Ex. 10, at 5 (““CDPH continues to
review SB 277 in consultation with CDE and CDSS”). Accordingly, any argument
that the law is clear and Plaintiffs have had months to prepare for it lacks any merit.
ARGUMENT
Defendants concede that SB 277 deprives Plaintiffs of their fundamental rights,

including the fundamental right to education under the California Constitution. To
protect those rights, Plaintiffs ask this Court to enjoin enforcement of SB 277 and
maintain the status quo ante during the pendency of this case. A preliminary
injunction “is not a preliminary adjudication on the merits but rather a device for
preserving the status quo and preventing the irreparable loss of rights before
judgment.” U.S. Philips Corp. v. KBC Bank N.V., 590 F.3d 1091, 1094 (9th Cir.
2010). Its purpose “is merely to preserve the relative positions of the parties until a
trial on the merits can be held.” Univ. of Texas v. Camenisch, 451 U.S. 390, 395
(1981). To obtain a preliminary injunction, a showing that there is a “reasonable
probability of success — not an overwhelming likelihood — is all” that is needed.
Gilder v. PGA Tour, Inc. 936 F.2d 417, 422 (9th Cir. 1991). When a violation of
constitutionally protected rights is shown, no further showing of irreparable injury is
necessary. Topanga Press, Inc. v. City of Los Angeles, 989 F.2d 1524, 1528-29 (9th

Cir. 1993). Plaintiffs have met the requirements for a preliminary injunction.

l. DEFENDANTS DO NOT REFUTE PLAINTIFFS’ SHOWING OF
LIKELIHOOD OF SUCCESS ON THEIR CLAIMS

Plaintiffs have established, and Defendants’ Opposition tacitly concedes, that
SB 277 violates Plaintiffs’ fundamental rights and irreconcilably conflicts with the

California and Federal Constitutions, as well as numerous state and federal laws.

A. Strict Scrutiny Applies to SB 277 Because SB 277 Deprives Plaintiffs
of Fundamental Rights and Suspect Classifications Are Issue

Education is a fundamental right guaranteed by the California Constitution.
Serrano I, 5 Cal. 3d at 608-09 (“the distinctive and priceless function of education in
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our society warrants, indeed compels, our treating it as a ‘fundamental interest”).
Defendants do not contest that education is a fundamental right and merely claim that
its violation under SB 277 is justified without citing to a single case that has upheld
denial of education to California students. Opp., Doc. 30, at 16-17. Defendants also
do not refute Plaintiffs’ evidence that SB 277, by its homeschooling exemption,
Implicates the suspect classifications of socioeconomic status and national origin.
Serrano I, 5 Cal. 3d at 597, 614. Thus, strict scrutiny applies to SB 277 and, as
discussed in detail in Plaintiffs” Motion and below Defendants’ Opposition falls far
short of overcoming strict scrutiny.

B. Jacobson and its Progeny Do Not Help Defendants Overcome Strict
Scrutiny

Defendants’ primary defense of SB 277 relies on Jacobson v. The
Commonwealth of Massachussetts, 197 U.S. 11 (1905) and its progeny generally
upholding vaccine mandates. But Defendants’ reliance on Jacobson is misplaced.

As a threshold matter, SB 277 did not enact a vaccine mandate. It eliminated
PBEs from the State’s existing vaccine mandates by repealing Health and Safety
Code section 120365. Indeed, California’s vaccine mandates, codified in Health and
Safety Code sections 120325(a)(1) - (10) and 120335(a)(1) - (10), existed under the
status quo ante and were unchanged by SB 277. Plaintiffs do not ask the Court to
invalidate those mandates. Rather, they seek an injunction of SB 277’s repeal of
PBEs, allowing children with PBEs to attend school pending resolution of this case.
Accordingly, cases focused on vaccine mandates are irrelevant to a constitutional
analysis of SB 277.

Furthermore, Jacobson and its progeny do not support Defendants’ position. In
fact, Jacobson expressly warns against legislation like SB 277. In Jacobson, the
Court upheld the state’s right to levy a $5.00 fine (approximately $122 dollars today)

against Jacobson for refusing a smallpox vaccine during an epidemic. Jacobson was
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not excluded from society and denied fundamental rights. Most importantly, even in
the absence of strict scrutiny — which post-dates Jacobson — the Supreme Court
warned of overbroad, oppressive legislation like SB 277. Jacobson, 197 U.S. at 38
(“the police power of a state...may be exerted in such circumstances, or by
regulations so arbitrary and oppressive...as to justify the interference of the courts to
prevent wrong and oppression’). Thus, a fair reading of Jacobson demonstrates that it
requires public health necessity, proportionality, harm avoidance, and fairness in the
exercise of a state’s police power. SB 277, by contrast, is unnecessary, draconian,
punitive legislation that constitutes precisely the kind of abuse of police power that
justifies the “interference of courts to prevent wrong and oppression.” Id.

None of the other post-Jacobson cases Defendants cite support the repeal of
PBEs and permanent expulsion of children from school. For example, Phillips v. City
of New York, 775 F.3d 538, 543 (2nd Cir. 2015) and Maricopa County Health Dept.
v. Harmon, 750 P.2d 1364 (Ariz. 1987) upheld temporary — not permanent —
exclusion of children from school during an outbreak. As such, those cases are
consistent with pre-SB 277 California law which allowed for the temporary exclusion
of children with PBEs during an outbreak.

Each of the remaining cases Defendants cite is inapposite or distinguishable.
The California cases, Abeel v. Clark, 84 Cal. 226 (1890), French v. Davidson, 143
Cal. 658 (1904), and Williams v. Wheeler, 23 Cal. App. 619, 625 (1913) all arose in
the context of vaccination for one disease (smallpox) and do not include denial of the
fundamental right to education or the application of strict scrutiny. Similarly, Zucht v.
King, 260 U.S. 174 (1922) dealt only with vaccination for smallpox and was decided
on procedural grounds with no constitutional analysis. The dicta Defendants rely on
in Prince v. Massachusetts, 321 U.S. 158 (1944), does not support SB 277’s repeal of
PBEs and denial of education. Moreover, since most adults in California are not
subject compulsory vaccination, Prince would prohibit compulsory vaccination for

their children as well. See Prince, 321 U.S. 158, 166 (“[a parent] cannot claim
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freedom from compulsory vaccination for the child more than for himself on
religious grounds™) (emphasis added). In addition to being misplaced, Defendants’
reliance on Prince is ironic. Prince applied the doctrine of parens patriae to keep
children in school, while Defendants use it to bar children permanently from school.

Defendants’ reliance on Boone v. Boozman, 217 F. Supp. 2d 938 (E.D. Ark.
2002), is particularly troubling. Defendants neglect to advise the Court that Boone
was appealed to the Eighth Circuit where the appeal was dismissed as moot because,
In the interim, the Arkansas legislature enacted broad religious and philosophical
exemptions to Arkansas’s vaccination mandate (Ark. Code Ann. 6-18- 702(d)(4).).
See McCarthy v. Ozark School Dist., 359 F.3d 1029 (2004). Thus, Boone has, in
effect, been superseded by statute.

Finally, cases from the only two jurisdictions other than California that do not
have a philosophical or religious exemption do not support Defendants. Neither
Workman v. Mingo County Sch., 667 F. Supp. 2d 679 (S.D. W. Va. 2009), aff’d,
Workman v. Mingo County Bd. of Educ., 419 F. App’x 348, 353-54 (4th Cir. 2011)
(unpublished) nor Brown v. Stone, 378 So.2d 218 (1979), cert. denied 449 U.S. 887
(1980) address denial of the fundamental right to education or apply strict scrutiny.®

As the foregoing demonstrates, the cases Defendants cite do not address
Plaintiffs’ claims or the instant Motion and are not relevant to an analysis of whether
the State’s repeal of California’s PBE statute and resulting permanent exclusion of
healthy children with PBEs from school is constitutional, where various fundamental
rights including the right to education are denied. In fact, these cases, when properly

analyzed, support the relief Plaintiffs seek.

* West Virginia has never had religious or philosophical exemptions. In Mississippi,
the Brown Court, In a strained equal protection analysis, struck a religious exemption that
applied only to members of religions “whose religious teachings require reliance on prayer
or spiritual means of healing.” Brown, 378 So0.2d at 219. In any event, religious exemptions
that are limited to certain religions and do not allow for sincere and genuine personal
religious beliefs are unconstitutional. See Sherr v. Northport-East Northport Union Sch.
Dist., 672 F. Supp. 81, 91-92 (E.D.N.Y. 1987). That was not the case with California’s PBE.
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C. Defendants Misconstrue Plaintiffs’ Free Exercise Claims

As a preliminary matter, strict scrutiny, not rational basis review, applies to
Plaintiffs’ Free Exercise claims, because Plaintiffs assert “hybrid rights.” See Empl.
Div. Oregon Dept. of Human Res. v. Smith, 494 U.S. 872, 881-82 (1990); Thomas v.
Anchorage Equal Rights Comm ’'n, 165 F.3d 692, 707 (9th Cir. 1999), rev’d on other
grounds en banc, 220 F.3d 1134 (9th Cir. 2000). Defendants impermissibly separate
Plaintiffs’ constitutional claims and fail to address the “hybrids rights” strict scrutiny
analysis, thereby waiving their arguments. Moreover, Defendants are wrong, both
legally and factually, in their analysis of Plaintiffs’ Free Exercise claims. Religious
claims need not be based on teachings of a particular religious sect as Defendants
contend, but can be grounded in an individual’s sincere and genuine religious beliefs.
See Sherr v. Northport-East Northport Union Sch. Dist., 672 F. Supp. 81, 91-92
(E.D.N.Y. 1987); Maier v. Besser, 72 Misc. 2d 241, 341 N.Y.S.2d 411 (Sup. Ct.
Onondaga Cty. 1972). Defendants are also wrong that Free Exercise does not “protect
personal beliefs.” It is axiomatic that “the protections of the Free Exercise Clause
pertain if the law at issue discriminates against some or all religious beliefs.” Church
of the Lukumi Babalu Aye, Inc. v. City of Hialeah, 508 U.S. 520, 532 (1993). First
Amendment jurisprudence explicitly protects views both secular and religious in
nature. See Callahan v. Woods, 658 F.2d 679, 684 (9th Cir.1981) (“a coincidence of
religious and secular claims in no way extinguishes the weight appropriately
accorded the religious one”). A person may not be compelled to choose between the
exercise of his religious beliefs and participation in a public program. Everson v.
Board of Education, 330 U.S. 1, 16 (1947). Plaintiffs raise Free Exercise claims and
pursuant to the applicable hybrid rights analysis, these claims require strict scrutiny

review, which Defendants cannot overcome.

D. Defendants Fail to Address Plaintiffs’ Equal Protection Claims
Plaintiffs argue that Defendants have violated equal protection by

impermissibly creating classes of children who are excluded from school and treated
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differently than others who are similarly situated. Defendants fail to address this issue
instead arguing, off topic, that the mandates themselves are applied uniformly.
Defendants concede that Plaintiffs’ children are being deprived of their fundamental
right to go to school and that children with IEPs are being treated differently across
the state. Defendants thus admit violating equal protection. Defendants do not address
why SB 277 exempts children who are homeschooled, in independent study or who
have IEPs. Nor do Defendants address why children with disabilities who have
Section 504 plans are not exempt from SB 277 while children with disabilities who
have IEPs are exempt. Finally, Defendants do not address why for each of the next
six years, kindergarten and seventh grade students with PBEs will be excluded from
school under SB 277’s “checkpoint” scheme, while children with PBEs in all other
grades remain in school. Education is a fundamental right and SB 277 denies
different categories of children that right at different times, violating equal protection.

E.  The State Fails to Meet Its Burden Under Strict Scrutiny
Because SB 277 deprives children of the fundamental right to education,

implicates the suspect classification of socioeconomic status, and unduly burdens
other fundamental rights, strict scrutiny applies, placing the burden on the State to
establish that a compelling state interest exists for SB 277 and that SB 277 is
necessary, narrowly tailored and the least restrictive means to meet that interest.
Serrano I, 5 Cal. 3d at 597. The State has failed to satisfy this burden.

1. Defendants Have Not Met Their Burden of Establishing A
Compelling Interest For SB 277

The State has failed to show a compelling state interest to justify its complete
abdication of its constitutional mandate to provide education to all California
children. Butt v. State of California, 4 Cal. 4th 668, 685 (1992) (“The State itself
bears the ultimate authority and responsibility to ensure that its district-based system
of common schools provides basic equality of educational opportunity”). Defendants

point to absolutely nothing that justifies removing PBEs and permanently barring
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thousands of students from school. Defendants have also failed to meet their burden
of demonstrating that SB 277 serves any necessary public health goal. In particular,
as shown in Plaintiffs’ Motion and herein, there is no public health justification,
either rational or compelling, to support the patchwork of distinctions made under SB
277 and there is no public health emergency warranting even a temporary exclusion
of students from schools, let alone SB 277’s draconian, permanent result. Children
with PBEs are not perpetual carriers of dangerous contagions and the State’s
treatment of them as such is unlawful and prohibited.*

2. Defendants Have Failed To Demonstrates that SB 277 Is

Necessary, Narrowly Tailored, and The Least Restrictive Means
of Achieving A Compelling State Interest

As demonstrated in Plaintiffs’ Motion and herein, even assuming Defendants
established a compelling state interest — which they have failed to do — SB 277 is not
necessary, narrowly tailored or the least restrictive means of achieving that interest.
In fact, the only portion of this prong that Defendants try to address, as shown below,
is the “narrow tailoring,” but their argument is limited to the fact that the legislation
has a medical exemption and a provision excluding homeschooled children from the
mandate. That is not narrow tailoring. The homeschool provision is not an exception
but rather a punishment for those students who have not met the State’s rigid
vaccination mandate.

Defendants’ fail to oppose Plaintiffs’ evidence that the PBE rate in California
was declining after AB2109 imposed conditions on the assertion of PBES. Motion,
Doc. 14-1, at 16. For that reason and the foregoing arguments, the State has not

shown that SB 277 was necessary at a time when PBE rates were dropping, the state

* SB 277’s permanent expulsion of thousands of children from school without due
process is unprecedented and unsupportable. Even children who are expelled for cause
(violence or harassment) are entitled to due process and may attend another school or
receive an education program provided by their schools. See, e.g., Calif. Educ. Code 88
48915.1, 48915.2, 48916, 48916.1; see also https://www.aclunc.org/our-work/know-your-
rights/school-discipline (Reply RIN Ex. 11).
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demonstrated its ability to easily contain an outbreak of measles that originated in the
most populous place in the entire state, and California’s vaccination rates were at an
“all time high” with schools that were “well-protected” from “vaccine-preventable”
diseases according to CDPH.

Defendants try to argue that students have a right to attend safe schools and
that the choice of the ten vaccines to mandate is a narrow tailoring designed to serve
this interest. As a general proposition, Plaintiffs do not dispute that school safety is an
Important issue. However the State has introduced no admissible evidence to support
their assertion that healthy children with PBEs endanger school safety or that school
safety is assured by SB 277, neither of which is true. Defendants cannot argue that
SB 277’s permanent exclusion of healthy children from school is narrowly tailored or
necessary for public health when pre-SB 277 law allowed for the temporary exclusion
of children with PBEs during outbreaks.

SB 277 is unjustifiable. It is a draconian, overbroad, extreme measure that
provides no public health benefit while depriving tens of thousands of children of
their fundamental right to education and undermining the State’s own compelling
interest in educating its children. Serrano I, 5 Cal.3d at 606 (“society has a
compelling interest in affording children an opportunity to attend school”).

F. SB 277 Violates State and Federal Disability Laws

As an initial matter, there is no justification for Defendants’ argument that the

only claims for which injunctive relief is appropriate are those involving
constitutional violations. See Opp., Doc. 30, at 24. As shown below, the severity of
the violations of disability laws is sufficient grounds to support injunctive relief here.
Substantively, Defendants misapprehend Plaintiffs’ disability claims and fail to refute

Plaintiffs’ evidence entitling them to injunctive relief.
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1. The State Refuses To Provide Guidance To Allow The Admission
of Students with 1EPs

While Defendants admit that SB 277 exempts students with IEPs, Defendants

still have inexplicably failed to provide guidance to the districts to enroll students
with IEPs. Plaintiffs allege that SB 277, as applied, violates IDEA and that DOE is
obligated, as part of its non-delegable duty under the State Constitution and under
Federal law, to ensure equal access to schools for students with IEPs. See Bultt, supra.
Plaintiffs unquestionably have a private right of action against Defendants and where,
as here, systemic violations impacting thousands of students are alleged, exhaustion
would be futile and is not required. See, e.g., Honig v. Doe, 484 U.S. 305, 327 (1988);
Hoeft v. Tucson Unified Sch. Dist., 967 F.2d 1298, 1303 (9th Cir. 1992; Morgan Hill
Concerned Parents Assoc. v. Calif. Dept. of Educ., No. 2:11-cv-3471-KJM-AC, 2013
WL 1326301, at *8 (E.D. Calif. March 29, 2013).

2. Defendants Fail to Refute Plaintiffs’ Section 504 claims

As with with IEPs, students with Section 504 plans are entitled to a Free and
Appropriate Public Education under federal law. However, unlike IEP students, there
IS no exception in SB 277 to protect their rights. As demonstrated in Plaintiffs’
Motion and herein, this violates the equal protection rights of students with 504 plans.

Defendants misstate Plaintiffs’ claims concerning discrimination under Section
504 and the ADA. Plaintiffs do not allege that vaccine mandates are applied
differently to students with disabilities. Rather, Plaintiffs demonstrate that the State’s
treatment of children with PBEs as inherently infectious and contagious and its
exclusion of these children from school based on fear of contagion places these
students in a protected category under the ADA, Section 504 and California disability
laws. Defendants’ entire Opposition is an admission of Defendants’ treatment of
Plaintiffs’ children as vectors of “dangerous diseases” who threaten the public with

“imminent harm.” Thus, based on Defendants’ own admissions, Plaintiffs have a
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strong likelihood of success under the Section 504 and ADA claims, entitling them to
injunctive relief.

II. DEFENDANTS CONCEDE THAT PLAINTIFES WILL BE
IRREPARABLY HARMED

Defendants do not contest that Plaintiffs will be irreparably harmed in the

absence of an injunction and therefore have conceded the irreparable harm prong.
Plaintiffs have made a substantial showing of irreparable injury, including violations
of constitutionally protected rights. Motion, Doc. 14-1, at 22-24.

To the extent Defendants argue that there is no irreparable harm based on
alleged delay by Plaintiffs in moving for injunctive relief, see Opp., Doc. 30, at 8,
they are incorrect. Defendants argue that because parents could not file PBEs after
January 1, 2016, the status quo changed on that day and Plaintiffs delayed several
months in moving for relief. This is a frivolous argument. Defendants selectively read
SB 277, which specifically provides that PBEs filed before January 1, 2016 stay in
effect until July 1 2016: . .. on and after July 1, 2016, the governing authority shall
not unconditionally admit to any of those institutions specified in this subdivision for
the first time, or admit or advance any pupil to 7th grade level, unless the pupil has
been immunized for his or her age as required by this section.” Health and Safety
Code § 120335(g)(3). Thus, irreparable injury occurs — and grounds for injunctive
relief exist — when children are denied admission.” In its July 5, 2016 Order, Doc. 4,
denying Plaintiffs” motion for a TRO, this Court recognized that Plaintiffs are harmed
when the fall semester begins and they cannot attend school. Thus, contrary to

Defendants’ claims, Plaintiffs” motion is timely and ripe for adjudication.

> See Reply RIN Ex. 12, which includes school calendars from various of Plaintiffs’
school districts demonstrating that children on traditional school calendars are returning to
school this month, many in just a few days.
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1. THE BALANCE OF HARDSHIPS FAVORS PLAINTIFES

The balance of hardships tips overwhelmingly toward Plaintiffs who, as

demonstrated in their Motion, face a tremendous burden in loss of their children’s
right to an education, forced homeschooling against their will, as well as potential
truancy charges and child removal if they are unable to homeschool. They face loss
of jobs and resultant financial crises, and the possibility of moving out of state to
secure their rights. These decisions, including the possibility of having to vaccinate
their children to obtain education in violation of their fundamental rights, create
tremendous hardship.

Conversely, there is no hardship to Defendants. Particularly, Defendants’
discriminatory and prejudicial contentions notwithstanding, Plaintiffs’ healthy
children pose no threat that the State is attempting to prevent. Nor does reinstating the
procedures used under AB 2109, the status quo ante, pose a hardship. Schools and
medical professionals are familiar with PBEs, which existed for 55 years prior to SB
277. CDPH would be required to make the PBE form, Reply RIJN Ex. 13 and its AB
2109 Frequently Asked Questions available on their website. No change to the CCRs
would be needed, as CDPH has never repealed the CCRs that provide for PBEs. In
fact, current law, as set forth in the CCRs specifically provides for PBEs. The State
would simply stop asking schools to violate the CCRs. Finally, given the disarray in
the state caused by Defendants’ lack of guidance and inconsistent information, an
injunction will restore order to schools and families.

IV. PUBLIC INTEREST WEIGHS IN PLAINTIFFS’ FAVOR

Defendants also fail to address the public interest prong of the preliminary

injunction analysis. Education is one of the most important rights under federal and
California law. Keeping children in school undoubtedly serves the public interest
both in the short and long term. There is no public health reason to override
fundamental rights. The status quo ante has provided more than adequate protection

for the health of Californians for more than fifty-five years.
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V. DEFENDANTS PREMATURELY RAISE ARGUMENTS
CONCERNING PLANTIFFS’ MEDICAL RECORDS CLAIMS

Defendants have raised several arguments concerning Plaintiffs’ claims with

respect to medical records and the expenditure of state funds that are not properly
before the Court. While Plaintiffs’ claims are significant and are addressed in detail in
Plaintiffs’ First Amended Complaint, they were not a basis for Plaintiffs’ Motion.
Accordingly, it is improper for Defendants to raise these arguments in opposition and
Plaintiffs do not address them in reply.
CONCLUSION
Plaintiffs respectfully request that the Court preliminarily enjoin SB 277 and

preserve the status quo ante during the pendency of this action. The California
Supreme Court recognized, 45 years ago, that “society has a compelling interest in
affording children an opportunity to attend school,” Serrano v. Priest, 5 Cal.3d at
602, and that education is “the bright hope for entry of the poor and oppressed into
the mainstream of American society.” Id. SB 277 is a stark departure from
California’s proud history of championing education, a legislative mistake that should
not cost tens of thousands of children their education while Plaintiffs work to correct
it. Children across the state are returning to their classrooms. Plaintiffs respectfully
request that the Court grant their Motion and allow their children to join their

peers.

DATED: August 5, 2016 Respectfully submitted,

By: /s/ James S. Turner
James S. Turner
Betsy E. Lehrfeld
Robért T. Moxley
Kimberly M. Mack Rosenberg
Carl M. Lewis

Attorneys for Plaintiffs
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CERTIFICATE OF SERVICE

| hereby certify that on August 5, 2016, | electronically filed the following
document with the Clerk of the Court by using the CM/ECF system, on behalf of all
Plaintiffs:
PLAINTIFFS’ REPLY TO STATE DEFENDANTS’ OPPOSITION TO
MOTION FOR PRELIMINARY INJUNCTION.

| certify that all participants in the case are registered CM/ECF users and they
will be served by the CM/ECF system.

| declare under penalty of perjury under the laws of the State of California the
foregoing is true and correct and that this declaration was executed on August 5,
2016, at Washington, D.C.

[s/ James S. Turner

James S. Turner, Declarant
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James S. Turner, Esq. (D.C. Bar No. 82479)
Pro Hac Vice

Betsy E. Lehrfeld, Esqg. (Cal. Bar No. 77153)
Swankin & Turner

1400 16™ Street, NW #101

Washington, DC 20036

Telephone: (202) 462-8800

Facsimile: (202) 265-6564

E-mail: jim@swankin-turner.com;
betsy@swankin-turner.com

Robert T. Moxley, Esqg. (Wyo. Bar. No. 5-1726)
Pro Hac Vice

Robert T. Moxley, P.C.

2718 O’Neil Avenue

Post Office Box 565

Cheyenne, Wyoming 82003-0565

Telephone: (307) 632-1112

Facsimile: (307) 632-0401

E-mail: vaccinelawyer@gmail.com

Kimberly M. Mack Rosenberg, Esq. (NY Bar. No. 2597045)
Pro Hac Vice

Law Office of Kimberly M. Mack Rosenberg

244 Fifth Avenue, Suite K-257

New York, NY 10001

Telephone: (917) 797-8033

Email: kmackrosenberg@gmail.com

Carl M. Lewis, Esq. (Cal. Bar No. 121776)
1916 Third Avenue

San Diego, California 92101

Telephone: (619) 232-0160

Facsimile: (619) 232-0420

Email: cmllaw@pacbell.net

Attorneys for Plaintiffs
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UNITED STATES DISTRICT COURT
SOUTHERN DISTRICT OF CALIFORNIA

ANA WHITLOW, et al., Case No. 3:16-cv-01715-DMS-BGS

Plaintiffs, PLAINTIFFS’ REQUEST TO TAKE
JUDICIAL NOTICE IN FURTHER

SUPPORT OF PLAINTIFFS’
vs. MOTION FOR PRELIMINARY
INJUNCTION AND IN REPLY TO
STATE OF CALIFORNIA, STATE DEFENDANTS

OPPOSITION TO MOTION FOR
DEPARTMENT OF EDUCATION, etal., PRELIMINARY INJUNCTION

Defendants.

Plaintiffs hereby respectfully request that, pursuant to Rule 201 of the

Federal Rules of Civil Procedure, the Court takes judicial notice of the following:

1. New York State Education Department, Office of Counsel, Decision No.
16,805, N.C. v. New York City Dept. of Educ., August 3, 2015, available at
http://www.counsel.nysed.gov/Decisions/volume55/d16805, accessed on
August 5, 2016, a true and correct copy of which is attached hereto as
Exhibit “1.”

2. Centers for Disease Control, Vaccine Excipient & Media Summary,
Appendix B, pages B7-B10, dated April 15, 2015, available at
https://www.cdc.gov/vaccines/pubs/pinkbook/downloads/appendices/b/excip
ient-table-2.pdf , accessed August 5, 2016, a true and correct copy of which
1s attached hereto as Exhibit “2.”

3. Manufacturer product inserts for the following vaccines:

a) Pentacel (Diphtheria, Tetanus, Pertussis, Polio and Haemophilus B)
(Sanofi Pasteur), available at
https://www.vaccineshoppe.com/image.cfm?doc_id=11169&image t
ype=product_pdf, accessed August 5, 2016;

b) ProQuad (Measles, Mumps, Rubella and Varicella) (Merck & Co.,
Inc.), available at
https://www.merck.com/product/usa/pi_circulars/p/proquad/proquad_
pi.pdf, accessed August 5, 2016,
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c)

d)

Varivax (Varicella) (Merck & Co.), available at
https://www.merck.com/product/usa/pi_circulars/v/ivarivax/varivax_pi
.pdf, accessed August 5, 2016,

MMRII (Measles, Mumps, Rubella) (Merck & Co., Inc.), available at
https://www.merck.com/product/usa/pi_circulars/m/mmr_ii/mmr_ii_p
I.pdf, accessed August 5, 2016,

true and correct copies of which are attached hereto as Exhibit “3.”

4. Pontifical Academy for Life statement “Moral Reflections on Vaccines
Prepared from Cells Derived from Aborted Human Foetuses,” available at
http://www.academiavita.org/_pdf/documents/pav/moral_relflections_on va
ccines_en.pdf, accessed August 5, 2016, a true and correct copy of which is
attached hereto as Exhibit “4.”

5. True and correct copies of the following documents are attached hereto as
Exhibit “5”:

a)

b)

d)

e)

Felice J. Freyer, “Harvard mumps outbreak grows to 40” (April 26,
2016), accessed on June 29, 2016 at
https://www.bostonglobe.com/metro/2016/04/26/harvard-mumps-
outbreak-grows-cases/dLW4RTngYHI2elJivMO3LL/story.html;

Matt McCullock, “Whooping Cough Cases on the Rise” (August 10,
2015), available at
http://www.texomashomepage.com/news/local-news/whooping-
cough-cases-on-the-rise, accessed August 5, 2016;

“6 University of Missouri Students Confirmed with Mumps” (July 28,
2015), available at
http://fox2now.com/2015/07/28/6-university-of-missouri-students-
confirmed-with-mumps/, accessed August 5, 2016;

“Mumps outbreak sweeps Long Beach; affected residents had already
been vaccinated” (August 1, 2016), available at
http://www.fios1news.com/longisland/long-beach-mumps-
outbreak#.V6UaOLWGGTX, accessed August 5, 2016;

Nsikan Akpan, “Measles Outbreak Traced to Fully Vaccinated Patient
for First Time” (April 11, 2014), available at
http://www.sciencemag.org/news/2014/04/measles-outbreak-traced-
fully-vaccinated-patient-first-time, accessed August 5, 2016.

6. “California Department of Health: Measles,” last revised 2/2/2016, available
at https://www.cdph.ca.gov/HEALTHINFO/DISCOND/Pages/Measles.aspx,

3

PLAINTIFFS’ REQUEST TO TAKE JUDICIAL NOTICE IN FURTHER SUPPORT OF PLAINTIFFS’ MOTION FOR
PRELIMINARY INJUNCTION AND IN REPLY TO STATE DEFENDANTS’ OPPOSITION TO MOTION FOR

PRELIMINARY INJUNCTION
Case No. 3:16-cv-01715-DMS-BGS



https://www.merck.com/product/usa/pi_circulars/v/varivax/varivax_pi.pdf
https://www.merck.com/product/usa/pi_circulars/v/varivax/varivax_pi.pdf
https://www.merck.com/product/usa/pi_circulars/m/mmr_ii/mmr_ii_pi.pdf
https://www.merck.com/product/usa/pi_circulars/m/mmr_ii/mmr_ii_pi.pdf
www.academiavita.org/_pdf/documents/pav/moral_relflections_on_vaccines_en.pdf
www.academiavita.org/_pdf/documents/pav/moral_relflections_on_vaccines_en.pdf
http://www.texomashomepage.com/news/local-news/whooping-cough-cases-on-the-rise
http://www.texomashomepage.com/news/local-news/whooping-cough-cases-on-the-rise
http://fox2now.com/2015/07/28/6-university-of-missouri-students-confirmed-with-mumps/
http://fox2now.com/2015/07/28/6-university-of-missouri-students-confirmed-with-mumps/
http://www.fios1news.com/longisland/long-beach-mumps-outbreak#.V6UaOLWGGTX
http://www.fios1news.com/longisland/long-beach-mumps-outbreak#.V6UaOLWGGTX
http://www.sciencemag.org/news/2014/04/measles-outbreak-traced-fully-vaccinated-patient-first-time
http://www.sciencemag.org/news/2014/04/measles-outbreak-traced-fully-vaccinated-patient-first-time
https://www.cdph.ca.gov/HEALTHINFO/DISCOND/Pages/Measles.aspx

© 0 N oo o A W DN PP

N N D NN NN NDND R B P B R PR R R
© N o OO B~ W N P O © 0 N O 0o b W N L O

Case 3:16-cv-01715-DMS-BGS Document 37-1 Filed 08/05/16 Page 4 of 6

accessed August 5, 2016, a true and correct copy of which is attached hereto
as Exhibit “8.”

7. Office of Administrative Law, About California Code of Regulations,
available at http://www.oal.ca.gov/ccr.htm, accessed August 2, 2016, a true
and correct copy of which is attached hereto as Exhibit “7.”

8. Letter from Sarah Royce, M.D., MPH, Chief, Center for Infectious Diseases,
Division of Communicable Disease Control, Immunization Branch,
California Department of Public Health, dated July 2, 2015 to “Interested
Parties,” Subject: SB 277, available at http://www.immunizeca.org/wp-
content/uploads/2015/07/SB-277-Letter-2016-Effective-Date-070215-
final.pdf, accessed August 5, 2016, a true and correct copy of which is
attached hereto as Exhibit “9.”

9. California Conference of Local Health Officers, Board of Directors Meeting
Minutes (February 4, 2016), available at
https://www.cdph.ca.gov/programs/cclho/Documents/February4,2016Board
MeetingMinutes.pdf, accessed August 5, 2016, a true and correct copy of
which is attached hereto as Exhibit “10.”

10.PowerPoint Presentation titled “SB 277 —Update: CCLHO, February 4,
2016,” available at
https://www.cdph.ca.gov/programs/cclho/Documents/RoyceSB277HORoles
.pdf accessed August 5, 2016, a true and correct copy of which is attached
hereto as Exhibit “11.”

11.ACLU of Northern California, "Know Your Rights: Suspensions,
Expulsions, and Involuntary Transfers," available at
https://www.aclunc.org/our-work/know-your-rights/school-discipline,
available at https://www.aclunc.org/our-work/know-your-rights/school-
discipline, accessed August 5, 2016, a true and correct copy of which is
attached hereto as Exhibit "11."

12.True and correct copies of 2016-17 school calendars from the following
districts, attached hereto as Exhibit “12,” all accessed August 5, 2016:

a) Cajon Valley Union School District, available at
http://www.cajonvalley.net//site/UserControls/Calendar/CalendarPrint
.aspx?ModulelnstancelD=10913&PagelD=2&DomainlD=4&Date=1
&Month=7&Year=2016&View=month
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b) Loomis Union School District, available at
https://d3jc3ahdjad7x7.cloudfront.net/SaoEVL89YnCvM4yBZwBo2
OyXYsMT8vVkteRapEBilu8ylelL.pdf

¢) Madera Unified School District, available at
http://www.madera.k12.ca.us/site/Default.aspx?Pagel D=282

d) Placerville Union School District, available at
http://www.pusdk8.us/page/2

e) Sacramento City Unified School District, available at
http://www.scusd.edu/sites/main/files/file-
attachments/final_board_approved 2016-

17 _traditional_school_year calendar 5.26.16 v3.pdf

f) San Diego Unified School District, available at
https://www.sandiegounified.org/schools/sites/default/files_link/schoo
Is/files/Domain/201/1617-calendar-traditional.pdf

g) San Rafael City Schools, available at http://srcs-
ca.schoolloop.com/file/1356610548397/1229223258692/1126683310
629079484.pdf

h) Santa Barbara Unified School District, available at
http://www.sbunified.org/districtwp/wp-
content/uploads/2013/01/2016-17-Traditional-School-Calendar.pdf

1) Vista Unified School District, available at http://vistausd-
ca.schoolloop.com/file/1346929853202/1346929755224/5831040524
364873207.pdf

13. California Department of Public Health Personal Belief Exemption form
used under AB 2109 (California Health and Safety Code § 120365), a true
and correct copy of which is attached hereto as Exhibit “13.”

DATED: August 5, 2016 Respectfully submitted,

By: /s/ James S. Turner
James S. Turner
Betsy E. Lehrfeld
Robért T. Moxley
Kimberly M..Mack Rosenberg
Carl M. Lewis

Attorneys for Plaintiffs
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CERTIFICATE OF SERVICE

| hereby certify that on August 5, 2016, | electronically filed the following
document with the Clerk of the Court by using the CM/ECF system, on behalf of
all Plaintiffs:
PLAINTIFFS’ REQUEST TO TAKE JUDICIAL NOTICE IN FURTHER
SUPPORT OF PLAINTIFFS’ MOTION FOR PRELIMINARY
INJUNCTION AND IN REPLY TO STATE DEFENDANTS’ OPPOSITION
TO MOTION FOR PRELIMINARY INJUNCTION.

| certify that all participants in the case are registered CM/ECF users and
they will be served by the CM/ECF system.

| declare under penalty of perjury under the laws of the State of California
the foregoing is true and correct and that this declaration was executed on August
5, 2016, at Washington, D.C.

[s/ James S. Turner
James S. Turner, Declarant
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James S. Turner, Esq. (D.C. Bar No. 82479)
Pro Hac Vice

Betsy E. Lehrfeld, Esqg. (Cal. Bar No. 77153)
Swankin & Turner

1400 16™ Street, NW #101

Washington, DC 20036

Telephone: (202) 462-8800

Facsimile: (202) 265-6564

E-mail: jim@swankin-turner.com;
betsy@swankin-turner.com

Robert T. Moxley, Esqg. (Wyo. Bar. No. 5-1726)
Pro Hac Vice

Robert T. Moxley, P.C.

2718 O’Neil Avenue

Post Office Box 565

Cheyenne, Wyoming 82003-0565

Telephone: (307) 632-1112

Facsimile: (307) 632-0401

E-mail: vaccinelawyer@gmail.com

Kimberly M. Mack Rosenberg, Esq. (NY Bar. No. 2597045)
Pro Hac Vice

Law Office of Kimberly M. Mack Rosenberg

244 Fifth Avenue, Suite K-257

New York, NY 10001

Telephone: (917) 797-8033

Email: kmackrosenberg@gmail.com

Carl M. Lewis, Esq. (Cal. Bar No. 121776)
1916 Third Avenue

San Diego, California 92101

Telephone: (619) 232-0160

Facsimile: (619) 232-0420

Email: cmllaw@pacbell.net

Attorneys for Plaintiffs
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UNITED STATES DISTRICT COURT
SOUTHERN DISTRICT OF CALIFORNIA

ANA WHITLOW, et al., Case No. 3:16-cv-01715-DMS-BGS

Plaintiffs, NOTICE OF LODGMENT AND
LODGMENT OF EXHIBITS IN

FURTHER SUPPORT OF
Vs. PLAINTIFFS’ MOTION FOR
PRELIMINARY INJUNCTION AND
STATE OF CALIFORNIA, INREPLY TO STATE

DEPARTMENT OF EDUCATION, et al., &%Fﬁ%]&AFNng P(I%II)EII)_?I\S/III]I;IIAO\RNYTO

INJUNCTION
Defendants.

TO ALL PARTIES AND THEIR ATTORNEYS OF RECORD:
PLEASE TAKE NOTICE, that PLAINTIFFS lodged the following exhibits
in further support of Plaintiffs’ Motion for Preliminary Injunction and in reply to

State Defendants’ opposition to Motion for Preliminary Injunction.

INDEX OF EXHIBITS

EXHI- | Description of Exhibit Page
BIT

NO.

1 New York State Education Department, Office of Counsel, 1

Decision No. 16,805, N.C. v. New York City Dept. of Educ.,
August 3, 2015

2 Centers for Disease Control, Vaccine Excipient & Media 8
Summary, Appendix B, pages B7-B10, dated April 15, 2015
3 Manufacturer product inserts for the following vaccines: 12

a) Pentacel (Diphtheria, Tetanus, Pertussis, Polio and
Haemophilus B) (Sanofi Pasteur);

b) ProQuad (Measles, Mumps, Rubella and Varicella) (Merck
& Co., Inc.);

¢) Varivax (Varicella) (Merck & Co.); and

d) MMRII (Measles, Mumps, Rubella) (Merck & Co., Inc.)

4 Pontifical Academy for Life statement “Moral Reflections on 70

2
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Vaccines Prepared from Cells Derived from Aborted Human
Foetuses”

a) Felice J. Freyer, “Harvard mumps outbreak grows to 40”
(April 26, 2016),

b) Matt McCullock, “Whooping Cough Cases on the Rise”
(August 10, 2015);

c) “6 University of Missouri Students Confirmed with
Mumps” (July 28, 2015);

d) “Mumps outbreak sweeps Long Beach; affected residents
had already been vaccinated” (August 1, 2016); and

e) Nsikan Akpan, “Measles Outbreak Traced to Fully
Vaccinated Patient for First Time” (April 11, 2014)

78

“California Department of Health: Measles,” last revised
21212016

95

Office of Administrative Law, About California Code of
Regulations

97

Letter from Sarah Royce, M.D., MPH, Chief, Center for
Infectious Diseases, Division of Communicable Disease Control,
Immunization Branch, California Department of Public Health,
dated July 2, 2015 to “Interested Parties,” Subject: SB 277

99

California Conference of Local Health Officers, Board of
Directors Meeting Minutes (February 4, 2016)

100

10

PowerPoint Presentation titled “SB 277 —Update: CCLHO,
February 4, 2016”

108

11

ACLU of Northern California, “Know Your Rights:
Suspensions, Expulsions, and Involuntary Transfers”

119

12

2016-17 school calendars from the following districts:

a) Cajon Valley Union School District, available at
http://www.cajonvalley.net//site/UserControls/Calendar/Ca
lendarPrint.aspx?ModulelnstancelD=10913&PagelD=2&
DomainlD=4&Date=1&Month=7&Year=2016&View=mo
nth

b) Loomis Union School District, available at
https://d3jc3ahdjad7x7.cloudfront.net/SaoEVL89YnCvM4
yBZwB020yXYsMT8vVkteRapEBilu8ylelL.pdf

c) Madera Unified School District, available at
http://www.madera.k12.ca.us/site/Default.aspx?Pagel D=2
82

d) Placerville Union School District, available at
http://www.pusdk8.us/page/2

123
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e) Sacramento City Unified School District, available at
http://www.scusd.edu/sites/main/files/file-
attachments/final_board_approved _2016-

17 traditional _school year calendar 5.26.16 v3.pdf

f) San Diego Unified School District, available at
https://www.sandiegounified.org/schools/sites/default/files
_link/schools/files/Domain/201/1617-calendar-
traditional.pdf

g) San Rafael City Schools, available at http://srcs-
ca.schoolloop.com/file/1356610548397/1229223258692/1
126683310629079484.pdf

h) Santa Barbara Unified School District, available at
http://www.sbunified.org/districtwp/wp-
content/uploads/2013/01/2016-17-Traditional-School-
Calendar.pdf

1) Vista Unified School District, available at http://vistausd-
ca.schoolloop.com/file/1346929853202/1346929755224/5
831040524364873207.pdf

13
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CERTIFICATE OF SERVICE

| hereby certify that on August 5, 2016, I electronically filed the following
document with the Clerk of the Court by using the CM/ECF system, on behalf of
all Plaintiffs:
NOTICE OF LODGMENT AND LODGMENT OF EXHIBITS IN
FURTHER SUPPORT OF PLAINTIFFS’ MOTION FOR PRELIMINARY
INJUNCTION AND IN REPLY TO STATE DEFENDANTS’ OPPOSITION
TO MOTION FOR PRELIMINARY INJUNCTION.

| certify that all participants in the case are registered CM/ECF users and
they will be served by the CM/ECF system.

| declare under penalty of perjury under the laws of the State of California
the foregoing is true and correct and that this declaration was executed on August
5, 2016, at Washington, D.C.

[s/ James S. Turner
James S. Turner, Declarant
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New York State
EDUCA"I__'I_ON DEPARTMENT

Decision No. 16,805

[ Commissioner's Decisions ~ & Search Decisions

Appeal of N.C., on behalf of her son C.C., from action of the New York City Department of
Education regarding immunization.

Decision No. 16,805
(August 3, 2015)

Zachary W. Carter, Esq., Corporation Counsel, attorney for respondent, Omar H. Tuffaha, Esq., of
counsel

ELIA, Commissioner.--Petitioner appeals the determination of the New York City Department of Education
(“respondent”) that her son, C.C.(“the student”), is not entitled to an exemption from the immunization
requirements of Public Health Law (“PHL") §2164. The appeal must be sustained.

By letter dated July, 1, 2013, petitioner requested a religious exemption on behalf of the student, who was
attending respondent’s public school. In her letter, petitioner states that she “used to faithfully vaccinate”
the student and that he was up-to-date on all of his vaccinations until she had a “change of heart and mind
on the subject ...” of vaccinations in April 2011 after speaking to a friend who told petitioner that the practice
of vaccination “goes against the Christian faith.” The student has not received the required second dose of
the MMR vaccine (MMR #2), which the record indicates is the only remaining required vaccination that her
son has not received at the time of this appeal. Petitioner describes wrestling with the concept of
vaccinations “quite a bit after {the student] was diagnosed with autism” and states that “after researching on
a few Bible and Christian blogs” she determined that her friend “was right about vaccination.” Petitioner
identifies herself as Russian Orthodox and explains that although she emigrated from Russia, she spent her
childhood in a country that did not condone religious freedoms yet she developed her strong faith in God
from her maternal grandmother who “never abandoned Christian faith” and “introduced me and my sister
to God.” Petitioner states “I remember her reading us passages from the Bible and talking to us about what
these passages meant.”

Petitioner states that her most compelling reasons for objection to vaccination are what she deems her
“faith issue.” Petitioner states that “our fate is in the hands of our Lord, even if He decides that we should
have a flu or measles.” She further states that “mortality is, and should be, in God's hands” and thus
“vaccination intercedes upon God's rightful realm, as if being in God's care alone is not assurance enough for

us.” In addition, petitioner states that she objects E§H8Mations because they “contain cells of animal
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blood or any other impure matters.” Petitioner further states that the “final straw” is that “a number of
vaccines contain cells from aborted fetuses” and “abortion is clearly considered a mortal sin and is [an]
abhorrent act to any Christian.”

In support of her position, in petitioner’s letter dated July 1, 2013, petitioner provided a link to the Centers
for Disease Control and Prevention ("CDC") website which appears to provide a list of ingredients in
vaccinations, including the MMR #2. Petitioner states:

...as a person of faith | cannot be knowingly associated with any person or entity who directly
or indirectly utilizes products of such hideous acts. The vaccine manufacturers [sic] use of
aborted fetal cells in its products and research means that | cannot associate with them or
support them financially (by buying their products), for such support would make me
complicit to their sin and answerable to God for this violation.

By memorandum dated August 20, 2013, the Health Service Coordinator (“coordinator”) in respondent’s
Office of School Health (“OSH") denied petitioner’s request, stating that “the documentation you submitted
is inadequate to warrant an exemption and does not substantiate a finding that you hold genuine and
sincere religious beliefs which are contrary to immunization.” The memorandum provided information
about how to appeal the determination, which petitioner did by requesting an interview with the Heaith
Liaison (“liaison”) for the Children First Network (“CFN").

Petitioner met with the liaison on September 3, 2013. In response to the liaison’s questions about her
sincerely held religious beliefs, petitioner largely repeated and referred to the contents of her original letter.

By memorandum dated September 23, 2013, the coordinator denied petitioner’s appeal, stating that the
“documentation you submitted and the information provided during the appeal interview do not
substantiate a finding that you hold genuine and sincere religious beliefs which are contrary to
immunization” and that “[The student] has all of the required vaccines except for MMR #2.” This appeal
ensued. Petitioner’s request for interim relief was granted on November 7, 2013.

Petitioner contends that her objections to immunizations are based on genuine and sincerely held religious
beliefs and seeks a determination that the student is entitled to a religious exemption from the
immunization requirements under PHL §2164, Petitioner also claims that respondent failed to provide her
with specific reasons for the denial of her request and that the denial was arbitrary and capricious.
Petitioner further alleges that her constitutional rights have been violated and “contends that the process
by which NYC DOE and OSH processed her religious exemption applications is fraudulent and violated her
right to due process.”

Respondent contends that petitioner falled to provide sufficient information to support a religious
exemption and that its determination was rational, not arbitrary or capricious, and in all respects proper.
Respondent further asserts that petitioner's objections to immunizations are not based on genuine and
sincerely held religious beliefs and that petitioner failed to meet her burden of proof.

I must first address several procedural issues. An appeal to the Commissioner is not the proper forum to
adjudicate novel issues of constitutional law or to challenge the constitutionality of a statute or regulation
(Appeal of C.S,, 49 Ed Dept Rep 106, Decision No. 15,971; Appeal of |.A,, 48 id. 118, Decision No. 15,810;
Appeal of Keller, 47 id. 224, Decision No. 15,677). A novel claim of constitutional dimension should properly

be presented to a court of competent jurisdiction (BHigalof |.A., 48 Ed Dept Rep 118, Decision No. 15,810).
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decline to consider such constitutional claims.

The purpose of a reply is to respond to new material or affirmative defenses set forth in an answer (8 NYCRR
§8275.3 and 275.14). Areply is not meant to buttress allegations in the petition or to belatedly add
assertions that should have been in the petition (Appeal of Caswell, 48 Ed Dept Rep 472, Decision No.
15,920; Appeal of Hinson, 48 id. 437, Decision No. 15,908; Appeal of Baez, 48 id. 418, Decision No. 15,901).
Therefore, while | have reviewed the reply, | have not considered those portions containing new allegations
or exhibits that are not responsive to new material or affirmative defenses set forth in the answer.

By letter dated December 19, 2013, petitioner submitted an additional memorandum of law in response to
respondent’s memorandum of law. Respondent objects to petitioner's additional memorandum of law for a
number of reasons, including that it contains new allegations and requests for relief. Additional affidavits,
exhibits and other supporting papers may only be submitted with the prior permission of the Commissioner
(8 NYCRR §276.5). While this provision permits the submission of additional evidence, it cannot be used to
add new claims against a respondent for which notice has not been provided (Appeals of Gonzalez, 48 Ed
Dept Rep 405, Decision No. 15,898; Appeal of Marquette, et al., 48 id. 193, Decision No. 15,833). | will not
accept materials that raise new issues and introduce new exhibits that are not relevant to the claims
originally raised in the appeal (Appeals of Gonzalez, 48 Ed Dept Rep 405, Decision No. 15,898; Appeal of
Marquette, et al., 48 id. 193, Decision No. 15,833). As noted above, petitioner requests that | accept her
additional document because it addresses arguments contained in respondent’s memorandum of law.
However, | decline to consider any new issues, claims or evidence made against respondent that were not
originally raised in the petition.

Petitioner further submitted additional papers entitled “Motion to Dismiss and Request for Summary
Judgment” (“motion”). Although the Commissioner's regulations do not contemplate motions in appeals
brought pursuant to Education Law 310 (Appeal of Alfano, et al., 39 Ed Dept Rep 229, Decision No. 14,224), |
have consistently held that where, as here, a petitioner is proceeding without representation by counsel, a
liberal interpretation of the rules is appropriate, particularly when respondent has presented no evidence of
prejudice (Appeal of Cieslik, et al., 40 Ed Dept Rep 269, Decision No. 14,478; Appeal of Smith, 40 id. 172,
Decision No. 14,452). | find that the purported motion addresses matters raised in the answer and
responding affidavits and, thus, falls within the general category of an additional reply. However, | decline to
consider any additional documents which argue new issues, claims and evidence made against respondent
that were not originally raised in the petition.

Finally, petitioner provides an affidavit containing her own transcription of the September 3, 2013 interview
with respondent’s liaison, claiming that such recording was made intentionally in support of her exemption
request because petitioner “did not know what to expect from this meeting.” | note that §4506 of the Civil
Practice Law and Rules provides that any evidence obtained by illegal eavesdropping is inadmissible in any
hearing or proceeding before any department, officer, agency or other authority of the State. Under this
section, an aggrieved party in a proceeding must make a motion before a justice of the Supreme Court in
order to suppress the contents of an unlawfully recorded conversation. In this case, respondent made no
such motion; however, respondent did raise a specific objection to the recording. | also note that, although
the record contains a report of the liaison’s questions and petitioner’s responses at the September 3, 2013
interview, the record contains no sworn or written statement from the liaison regarding this conversation.
On the other hand, petitioner submits the transcript as part of an affidavit in which she avers that such is
the “complete conversation.” Therefore, while | have considered this information as part of the record in

this case, | have weighed it accordingly (cf. Appeal of a Student with a Disability, 52 Ed Dept Rep, Decision

No. 16,491). E):’HIBI'; 1
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has received certain immunizations. However, 82164(9) provides:

This section shall not apply to children whose parent, parents, or guardian hold genuine and
sincere religious beliefs which are contrary to the practices herein required, and no certificate
shall be required as a prerequisite to such children being admitted or received into school or
attending school.

The determination of whether petitioner qualifies for a religious exemption requires the careful
consideration of two factors: whether petitioner’s purported beliefs are religious and, if so, whether such
religious beliefs are genuinely and sincerely held (see Farina v. Bd. of Educ. of the City of New York, et al., 116
F Supp 2d 503). Itis not necessary for persons to be members of a recognized religious organization whose
teachings oppose inoculation to claim the statutory exemption (Sherr, et al. v. Northport-East Northport
Union Free School Dist., et al., 672 F Supp 81). However, the exemption does not extend to persons whose
views are founded upon medical or purely moral considerations, scientific or secular theories, or
philosophical and personal beliefs (Earina v. Bd. of Educ, of the City of New York, et al., 116 F Supp 2d 503).

Whether a religious belief is sincerely held can be a difficult factual determination that must be made, in the
first instance, by school district officials (Appeal of C.S., 49 Ed Dept Rep 106, Decision No. 15,971; Appeal of
H.K. and T.K., 49 id. 56, Decision No. 15,957; Appeal of S.B., 48 id. 332, Decision No. 15,875). A
parent/guardian who seeks a religious exemption must submit a written and signed statement to the school
district stating that the parent/guardian objects to their child’s immunization due to sincere and genuine
religious beliefs which prohibit the immunization of their child (10 NYCRR 866-1.3[d]). If, after reviewing the
parental statement, questions remain about the existence of a sincerely held religious belief, the principal or
person in charge of a school may request supporting documents (10 NYCRR §866-1.3[d]).

In determining whether beliefs are religious in nature and sincerely held, school officials must make a good
faith effort to assess the credibility and sincerity of petitioner's statements and may consider petitioner's
demeanor and forthrightness. While school officials are not required to simply accept a statement of
religious belief without some explanation, they similarly should not simply reject a statement without
further examination (Appeal of C.S., 49 Ed Dept Rep 106, Decision No. 15,971; Appeal of H.K. and TK., 49 id.
56, Decision No. 15,957; Appeal of S.B., 48 id. 332, Decision No. 15,875).

In an appeal to the Commissioner, a petitioner has the burden of demonstrating a clear legal right to the
relief requested and the burden of establishing the facts upon which petitioner seeks relief (8 NYCRR
§275.10; Appeal of Aversa, 48 Ed Dept Rep 523, Decision No. 15,936; Appeal of Hansen, 48 id. 354, Decision
No. 15,884; Appeal of PM., 48 id. 348, Decision No. 15,882).

Petitioner asserts that respondent failed to provide sufficient explanation of the reasons for denying her
request for a religious exemption. To support her claim, petitioner relies on guidance from the New York
State Education Department (“Department”), which states that a decision to deny a request for a religious
exemption must be in writing and “the written communication must address the specific reasons for the
denial; merely stating that the request does not demonstrate a sincerely held religious belief is not sufficient
articulation.” As described above, both the August 20, 2013 and the September 23, 2013 memoranda
essentially stated that petitioner failed to demonstrate sincerely held religious beliefs which are contrary to
immunization. The coordinator elaborates in her affidavit that “petitioner failed to provide sufficient
documentation or information to substantiate a finding that petitioner held a genuine and sincere religious
belief contrary to immunizations.” Nevertheless, for purposes of this appeal, respondent has articulated a
rationale for its determination, to which petitionerhashad ample opportunity to respond and has indeed
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Accordingly, | will not sustain the appeal solely on this ground and | need not address the merits of
petitioner’'s argument on this issue as the appeal must be sustained for other reasons described below.
However, | admonish respondent to provide parents with appropriate written communications articulating
the specific reasons for the denial of religious exemptions in accordance with the Department’s guidance.

Respondent disputes that petitioner’s objection to vaccines are based on sincere and genuine religious
beliefs. To support its position, respondent argues that petitioner has failed to show that her beliefs are
religious in nature and has failed to put forth evidence that the Russian Orthodox Church in any way
expresses opposition to vaccinations. Respondent also contends that petitioner's citations to biblical verses
and texts do not warrant a finding that her beliefs are religious in nature. | agree with respondent that the
record does not support a finding that the Russian Orthodox Church itself has taken the position that the
use of vaccines is forbidden or prohibited; however, it is not necessary for persons to be members of a
recognized religious organization whose teachings oppose inoculation to claim the statutory exemption
(Sherr, et al. v. Northport-East Northport Union Free School Dist., et al., 672 F Supp 81). Furthermore, while |
have generally held that mere citations to statements that are religious in nature, general statements about
God, the perfection of the immune system, and citations to biblical verses and passages, without more, are
not sufficient to establish genuine and sincere religious beliefs against immunization (see Appeal of B.R. and
M.R., 50 Ed Dept Rep, Decision No. 16,250; Appeal of .M. and G.M., 50 id., Decision No. 16,164; Appeal of
C.5., 50 id., Decision No. 16,163). In the instant appeal, although petitioner cites to biblical texts and
religious materials, she further explains and specifies the precise nature and origin of her beliefs as
described in her own words in her July 1, 2013 exemption request. In addition, at the liaison meeting,
petitioner explained her beliefs as outfined in her original exemption request. Her beliefs appear to be
based on her own interpretation of the Bible in accordance with her Christian upbringing, are religious in
nature, well-articulated, consistent and straightforward, at least with respect to the MMR vaccine at issue in
this appeal. Other than her assertion that her son is autistic, which she does not attempt to link to her
objections to immunizations, there is no evidence that petitioner’s position is not religious in nature or
based on philosophical, scientific, medical or personal preference.

Respondent further argues that in response to interview questions at the liaison meeting, petitioner
acknowledged that she believes in other forms of medical intervention despite the fact that her stated
rationale for objecting to vaccination is that man's fate is in God's hands and that vaccines “usurp God's
power to decide our fate.” However, the fact that petitioner would consent to medical treatment of a sick
child is not necessarily determinative. Individuals need not oppose medical treatment per se to qualify for a
religious exemption, but must assert only that they believe in reactive as opposed to proactive medical
treatment (Lewis, et al. v, Sobol, et al., 710 F Supp 506). Similarly, the fact that petitioner’s child was
immunized in the past is not necessarily dispositive in determining whether the individual has genuine and
sincere religious beliefs (Lewis, et al. v. Sobol, et al., 710 F Supp 506; Appeal of B.R. and M.R., 50 Ed Dept Rep,
Decision No. 16,250) although it does have a bearing on the assessment of the sincerity of the alleged

religious beliefs (see, Caviezel v. Great Neck Public Schools et al. 701 F Supp 2d 414).

To support her religious exemption request, petitioner contends that “the scriptures consider our blood
sacred and specifically warn us against mixing it with foreign blood or any other impure matters.” Patitioner
states that she locked at the vaccine ingredients on the CDC website and “learned that vaccines contain cells
of animal origin” and that is one of the reasons she objects to immunizations; however, these statements do
not, in and of themselves, establish a sincerely held religious objection to immunization (see e.g, Appeal of

O.M and R.M,, 52 Ed Dept Rep, Decision No. 16,41 EX{i§€4l of L.S., 50 id., Decision No. 16,180).
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nature and is based upon her interpretation of Bible teachings and doctrines as well as her upbringing in
the Russian Orthodox religion (see Appeal of D.H., 52 Ed Dept Rep, Decision No. 16,425; Appeal of B.O-G., 51
id., Decision No. 16,294). Petitioner contends that, even if a specific vaccine does not contain aborted fetal
cells, she is still opposed to it because all vaccines have been tainted by vaccine manufacturers who use
aborted fetal cells in their products and research in related fields. She also alleges, however, that the MMR
vaccine, the only vaccine at issue in this case, does contain human dipioid ceiis that use aborted fetai cefi
lines.

Although, as respondent notes, petitioner's own interpretation of official Russian Orthodox Church
teachings and doctrines may differ from those of the Russian Orthodox Church, the record indicates that
her objection to certain immunizations is based on her opposition to abortion, which is religious in nature
and genuine and sincerely held. The record aiso indicates that the Church strongly opposes abortion and
that petitioner’s opposition to all vaccinations is based on her own genuine and sincere religious beliefs
about abortion. As noted above, the determination of whether petitioner qualifies for a religious exemption
requires the careful consideration of two factors: whether petitioner’s purported beliefs are religious and, if
so, whether such religious beliefs are genuinely and sincerely held (see Farina v. Bd. of Educ, of the City of
New York, et al., 116 F Supp 2d 503).

In support of her position, petitioner provided a link to the CDC website which contains a list of ingredients
in vaccinations, including the MMR vaccine, and indicates that the MMR vaccine uses human diploid cell
cultures that were first isolated from an aborted fetus. In addition, as part of her petition, petitioner
submitted several articles and samples of current manufacturers’ product inserts, including one from the
manufacturer of the MMR vaccine, indicating use of human diploid aborted fetal cell lines with what appear
to be website reference links to the same. While it is unclear whether petitioner provided these documents
to respondent’s coordinator or liaison prior to this appeal, petitioner’s July 1, 2013 letter contained
information regarding the link between the vaccines to which petitioner objects and aborted fetal tissue. In
this appeal, respondent has not submitted evidence to rebut the linkage between the MMR vaccine and
aborted fetal tissue. Thus, | find that the record in this proceeding contains evidence of a possible linkage
between the MMR vaccine and the use of aborted fetal tissue, to which petitioner objects on religious
grounds (see Appeal of B.O-G,, 51 Ed Dept Rep, Decision No. 16,294).

Based on the record before me, | conclude that the weight of the evidence supports petitioner's contentions
that her opposition to the MMR vaccine stems from sincerely held religious beliefs. Petitioner's assertion
that she objects to all immunizations regardless of their use of human fetal tissue does undercut her
reliance on a religious objection based on a linkage to the use of aborted fetal tissue (see e.g. Appeal of B.R.
and M.R., 50 Ed Dept Rep, Decision No. 16,250). Based on the totality of the record in this appeal, however, |
do not find that dispositive, as petitioner has produced unrebutted evidence of a linkage to the only vaccine
at issue (cf. Appeal of B.R. and M.R., 50 Ed Dept Rep, Decision No. 16,250; Appeal of Y.R. and C.R., 50 id,,
Decision No. 16,165; Appeal of C.S., 50 id., Decision No. 16,163). Petitioner articulated and demonstrates a
religious belief, and the record does not indicate that petitioner’s position is based on philosophical,
scientific, medical or personal preference. Furthermore, petitioner produced information relative to specific
ingredients in vaccinations, including the MMR #2, in her July 1, 2013 exemption request which appears to
provide the linkage between vaccines and aborted fetal tissue. | find that respondent fails to adequately
explain its rejection of otherwise convincing evidence. | cannot, therefore, defer to respondent’s assessment
of petitioner’s credibility to the extent such an assessment was made (Appeal of C.R. and C.R., 44 Ed Dept
Rep 39, Decision No. 15,091).

THE APPEAL IS SUSTAINED. EXHIBIT 1
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Appendix B

Vaccine Excipient & Media Summary
Excipients Included in U.S. Vaccines, by Vaccine

This table includes not only vaccine ingredients (e.g., adjuvants and preservatives), but also substances used during the manufacturing process,
including vaccine-production media, that are removed from the final product and present only in trace quantities.
In addition to the substances listed, most vaccines contain Sodium Chloride (table salt).

Last Updated February 2015
All reasonable efforts have been made to ensure the accuracy of this information, but manufacturers may change product contents before that
information is reflected here. If in doubt, check the manufacturer’s package insert.

Source:
Vaccine Contains Manufacturer’'s
P.l. Dated
sucrose, D-mannose, D-fructose, dextrose, potassium phosphate, plasdone
C, anhydrous lactose, micro crystalline cellulose, polacrilin potassium,
Adenovirus magnesium stearate, cellulose acetate phthalate, alcohol, acetone, castor March 2011
oil, FD&C Yellow #6 aluminum lake dye, human serum albumin, fetal
bovine serum, sodium bicarbonate, human-diploid fibroblast cell cultures
(WI-38), Duibecco’s Modified Eagle’s Medium, monosodium glutamate
Anthrax (Bio ) :En;?;millgfro)ﬁidc;lbenzcthonium chloride, formaldehyde, amino acids, May 2012
thrax , inorganic salts and sugars
’ glycerin, asparagine, citric acid, potassium phosphate, magnesium sulfate,
BEG;(Tice) Iron ammonium citrate, lactose Eebruany2009
aluminum potassium sulfate, peptone, bovine extract, formaldehyde,
DT (Sanofi) thimerosal (trace), modified Mueller and Miller medivm, ammonium December 2005
sulfate
aluminum phosphate, formaldehyde, glutaraldehyde, 2-Phenoxyethanol,
DTaP (Daptacel) Stainer-Scholte medium, modified Mueller’s growth medium, modified October 2013

Mueller-Miller casamino acid medium (without beef heart infusion),
dimethyl 1-beta-cyclodextrin, ammonium sulfate

formaldehyde, glutaraldehyde, aluminum hydroxide, polysorbate 80,
DTaP (Infanrix} Fenton medium (containing bovine extract), modified Latham medium November 2013
(derived from bovine casein), modified Stainer-Scholte liquid medium
formaldehyde, glutaraldehyde, aluminum hydroxide, Verc (monkey
kidney) cells, calf serum, lactalbumin hydrolysate, polysorbate 80,
DTaP-IPV (Kinrix) neomycin sulfate, polymyxin B, Fenton medium (containing bovine November 2013
extract), modified Latham medium (derived from bovine casein),
modified Stainer-Scholte liquid medium

formaldehyde, gluteraldehyde, aluminum hydroxide, aluminum
phosphate, lactalbumin hydrolysate, polysorbate 80, neomycin sulfate,
DTaP-HepB-IPV (Pediarix) | polymyxin B, yeast protein, calf serum, Fenton medium (containing November 2013
bovine extract), modified Latham medium (derived from bovine casein),
modified Stainer-Scholte liguid medium, Verc (monkey kidney) cells
aluminum phosphate, polysorbate 80, formaldehyde, sucrose,
gutaraldehyde, bovine serum albumin, 2-phenoxethanol, neomycin,
polymyxin B sulfate, Mueller’s Growth Medium, Mueller-Miller
DTaP-IPV/Hib (Pentacel) casamino acid medium (without beef heart infusion), Stainer-Scholte October 2013
medivm (modified by the addition of casamino acids and dimethyl-beta-
cyclodextrin), MRC-5 (human dipleid) cells, CMRL 1969 medium
(supplemented with calf serum), ammonium sulfate, and medium 199
ammonium sulfate, formalin, sucrose, Modified Mueller and Miller

Hib (ActHIB) medium January 2014
Hib {Hiberix) formaldehyde, lactose, semi-synthetic medium March 2012
Hib (PedvaxHIB) aluminum hydroxp_hosphatg sulfate, ethanol, enzymes, phenol, detergent, December 2010
complex fermentation medium
Centers for Discase Control and Prevention
Epidemiclogy and Prevention of Vaccine-Preventable Diseases, 13th Edition April, 2615
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Source:
Vaccine Contains Manufacturer’s
P.l. Dated
yeast (vaccine contains no detectable yeast DNA), nicotinamide adenine
dinucleotide, hemin chloride, soy peptone, dexirose, mineral salts, amino
Hib/Hep B (Comvax) acids, formaldehyde, potassium aluminum sulfate, amorphous aluminum December 2010
hydroxyphosphate sulfate, sodium borate, phenol, ethanol, enzymes,
detergent
Hib/Mening. CY (MenHibrix) tris (trometamol)-HCl, sucrose, formaldehyde, synthetic medium, semni- 2012
) synthetic medium
. aluminum hydroxide, amino acid supplement, polysorbate 20, formalin,
Hep A (Havrix) neomycin sulfate, MRC-5 cellular pl[‘)(ieins P December 2013
amorphous aluminum hydroxyphosphate sulfate, bovine albumin,
Hep A (Vaqta) formaldehyde, neomycin, sodium bgrate, MRC-5 (human diploid) cells February 2014
Hep B (Engerix-B) iﬁ;ﬂ?:ﬁgﬁ:;ﬁéﬁ protein, phosphate buffers, sodjum December 2013
yeast protein, soy peptone, dexirose, amino acids, mineral salts, potassium
Hep B (Recombivax} aluminum sulfate, amorphous aluminum hydroxyphosphate sulfate, May 2014
formaldehyde, phosphate buffer
formalin, yeast protein, aluminum phosphate, aluminum hydroxide, amino
Hep A/Hep B (Twinrix) acids, phosphate buffer, polysorbate 20, neomycin sulfate, MRC-5 human August 2012
diploid cells
Human Papillomavirus v?tamins, amino acids, lipids, mineral salts, aluminum hydroxide, so.di.um
(HPV) (Cerverix) dlh.ydrogcn phospha?e dehydrsfte, 3-0-d.esacyl—4’ Monophosphoryl lipid November 2013
A, insect cell, bacterial, and viral protein
Human Papillomavirus yeast protein, vitamins, amino acids, mineral salts, carbohydrates,
(HPV) (Gardasil) amorphous aluminum hydroxyphosphate sulfate, L-histidine, polysorbate June 2014
80, sodium borate
Human Papillomavirus yeast protein, vit_amins, amino acids, mineral salts, carbohydrates,
(HPV) (Gardasil 9) amorphous aluminum hydroxyphosphate sulfate, L-histidine, polysorbate December 2014
80, sodium borate
beta-propiolactone, thimerosol (multi-dose vials only), monobasic sodium
. hosphate, dibasic sodium phosphate, monobasic potassium phosphate,
Influenza (Afluria) gotassium chleoride, CalCiUHI: chloride, sodium taurodeoxycholate,p December 2013
neomycin sulfate, polymyxin B, egg protein, sucrose
. egg proteins, formaldehyde, polysorbate 80, cetyltrimethylammonium
Influenza (Agriflu) bffnfide, neomycin sulete, kanamycin, bazn‘iumty 2013
octoxynol-10 (Triton X-100), a-tocopheryl hydrogen succinate,
Influenza (Fluarix) Trivalent | polysorbate 80 (Tween 80), hydrocortisone, gentamicin sulfate, June 2014
and Quadrivalent ovalbumin, formaldehyde, sodium deoxycholate, sucrose, phosphate
buffer
monobasic sodium phosphate, dibasic sodium phosphate, polysorbate 20,
Influenza (Flublok) baculovirus and host cell proteins, baculovirus and cellular DNA, Triton March 2014
X-100, lipids, vitamins, amino acids, mineral salts
Madin Darby Canine Kidney (MDCK) cell protein, MDCK cell DNA,
Influenza (Flucelvax) polysorbate 80, cetyltrimethlyammonium bromide, B-propiolactone, March 2014
phosphate buffer
nonylphenol ethoxylate, thimerosal (multidose vial-trace only in prefilled
Influenza (Fluvirin) syringe), polymyxin, neomycin, beta-propiolactone, egg proteins, February 2014
phosphate buffer
Influenza (Flulaval) thimerosal, formaldehyde, sodium deoxycholate, egg proteins, phosphate Feb 2013
Trivalent and Quadrivalent | buffer Tuary
Isnti];l:arnz: ((,%-:_11"":1):; and formaldehyde, octylphenol ethoxylate (Triton X-100), gelatin (standard
Quadrivalent), High-Dose trivalent formulation only), thimerosal (multi-dose vial only) , egg 2014
& Intrader mal) * | protein, phosphate buffers, sucrose
Centers for Disease Control and Prevention
Epidemiology and Prevention of Vaccine-Preventable Diseases, 13th Editlon April, 2015
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Appendix B

Source:
Vaccine Contains Manufacturer's
P.l. Dated
ethylene diamine tetraacetic acid (EDTA), monosodium glutamate,
Influenza (FluMist) hydrolyzed porcine gelatin, arginine, sucrose, dibasic potassium July 2013
Quadrivalent phosphate, monobasic potassium phosphate, gentamicin sulfate, egg Y
protein
Japanese Encephalitis aluminum hydroxide, Vero cells, protamine sulfate, formaldehyde, bovine May 2013
(Ixiaro) serum albumin, sodium metabisulphite, sucrose Y
. formaldehyde, phosphate buffers, Mueller Hinton agar, Watson Scherp
Meningococcal (MCV4- || o Modified Mueller and Miller medium, detergent, alcohol, April 2013
Menactra) i
ammonium sulfate
Meningococcal (MCV4- form.aldehyde, amino acids, yeast extract, Franz complete medium, CY August 2013
Menveo) medium
Meningococcal (MPSV4- thimerosal (multi-dose vial only), lactose, Mueller Hinton casein agar, April 2013
Menomune) Watson Scherp media, detergent, alcohol P
gdceggi?cmcm (Meabl= aluminum hydroxide, E. coli, histidine, sucrose, deoxycholate, kanomycin 2015
Meningococcal (MenB - polysorbate 80, histodine, E. coli, fermentation growth media October 2015
Trumenba)
Medium 199 (vitamins, amino acids, fetal bovine serum, sucrose,
glutamate) , Minimum Essential Medium, phosphate, recombinant human
IVABR! (MBAIREHH) albumin, neomyecin, sorbitol, hydrolyzed gelatin, chick embryo cell June 2014
culture, WI-38 human diploid lung fibroblasts
sucrose, hydrolyzed gelatin, sorbitol, menosodium L-glutamate, sodium
phosphate dibasic, human albumin, sodium bicarbonate, potassium
MMRV (ProQuad) phosphate monobasic, potassium chloride, potassium phosphate dibasic, March 2014
neomycin, bovine calf serum, chick embryo cell culture, WI-38 human
diploid lung fibroblasts, MRC-5 cells
Pneumococcal (PCV13 - casamino acids, yeast, ammonium sulfate, Polysorbate 80, succinate Jan 2014
Prevnar 13) buffer, aluminum phosphate, soy peptone broth uary
::ﬁgs‘;i‘;"l (PPSV-23 - | Lhenol May 2014
2-phenoxyethanol, formaldehyde, neomycin, streptomycin, polymyxin B,
Polio (IPV — Ipol) monkey kidney cells, Eagle MEM modified medium, calf serum protein, May 2013
Medium 199
. Human albumin, neomyein sulfate, phenol red indicator, MRC-5 human .
Rabies (Imovax) diploid cells, beta-propriolactone April 2013
B-propiolactone, potassium glutamate, chicken protein, egg protein,
Rabies (RabAvert) neomycin, chlortetracycline, amphotericin B, human serum albumin, March 2012
polygeline (processed bovine gelatin), sodium EDTA, bovine serum
sucrose, sodium cilrate, sodium phosphate monobasic monochydrate,
sodium hydroxide, polysorbate 80, cell culture media, fetal bovine serum,
Rotavirus (RotaTeq) vero cells [DNA from porcine circoviruses (PCV) 1 and 2 has been June 2013
detected in RotaTeq. PCV-1 and PCV-2 are not known to cause disease in
humans.]
amino acids, dextran, sorbitol, sucrose, calcium carbonate, xanthan,
Dulbecco’s Modified Eagle Medium (potassium chloride, magnesium
sulfate, ferric (III) nitrate, sedium phosphate, sodium pyruvate, D-
Rotavirus (Rotarix) glucose, concentrated vitamin solution, L-cystine, L-tyrosine, amino acids May 2014
solution, L-glutamine, calcium chloride, sodium hydrogenocarbonate, and
phenol red) fPorcine circovirus type 1 (PCV-1) is present in Rotarix.
PCV-1 is not known to cause disease in humans.]
Smallpox (Vaccinia — human serum albumin, mannitol, neomycin, glycerin, polymyxin B,
ACAI\IJBOOO) phenol, Vero cells, HEPES Y September 2009
Centers for Disease Control and Prevention
Epiderniology and Prevention of Vaccine-Preventable Dissases, 13th Edition April, 2015
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Vaccine

Contains

Source:
Manufacturer’s
P.l. Dated

Td (Decavac)

aluminum potassium sulfate, peptone, formaldehyde, thimerosal, bovine
muscle tissue (US sourced), Mueller and Miller medium, ammonium
sulfate

March 2011

Td (Tenivac)

aluminum phosphate, formaldehyde, modified Mueller-Miller casamino
acid medium without beef heart infusion, ammonium sulfate

April 2013

Td (Mass Biologics)

aluminum phosphate, formaldehyde, thimerosal (trace), ammonium
phosphate, modified Mueller’s media (containing bovine extracts)

February 2011

Tdap (Adacel)

aluminum phosphate, formaldehyde, glutaraldehyde, 2-phenoxyethanol,
ammonium sulfate, Stainer-Scholte medium, dimethyl-beta-cyclodextrin,
modified Mueller’s growth medium, Mueller-Miller casamino acid
medium (without beef heart infusion)

March 2014

Tdap (Boostrix)

formaldehyde, glutaraldehyde, aluminum hydroxide, polysorbate 80

containing a bovine extract, Stainer-Scholte liquid medium

(Tween 80), Latham medium derived from bovine casein, Fenton medium

February 2013

Typhoid (inactivated —
Typhim Vi)

hexadecyltrimethylammonium bromide, formaldehyde, phenol,
polydimethylsiloxane, disodium phosphate, monosodium phosphate,
semi-synthetic medium

March 2014

Typhoid (oral — Ty21a)

yeast extract, casein, dextrose, galactose, sucrose, ascorbic acid, amino
acids, lactose, magnesium stearate. gelatin

September 2013

Varicella (Varivax)

sucrose, phosphate, glutamate, gelatin, monosodium L-glutamate, sodium
phosphate dibasic, potassium phosphate monobasic, potassium chloride,
sodium phosphate monobasic, potassium chloride, EDTA, residual
components of MRC-5 cells including DNA and protein, neomycin, fetal
bovine serum, human diploid cell cultures (WI-38), embryonic guinea pig
cell cultures, human embryonic lung cultures

March 2014

Yellow Fever (YF-Vax)

sorbitol, gelatin, egg protein

May 2013

Zoster (Shingles —
Zostavax)

sucrose, hydrolyzed porcine gelatin, monosodium L-glutamate, sodium
phosphate dibasic, potassium phosphate monabasic, neomycin, potassium
chloride, residual components of MRC-5 cells including DNA and
protein, bovine calf serum

February 2014

Centers for Disease Control and Prevention
Epidemiology and Prevention of Vaccine-Preventable Diseases, 13th Edition

Appendix B-10

A table listing vaccine excipients and media by excipient can be found in:

Grabenstein JD. ImmunoFacts: Vaccines and Immunologic Drugs — 2013
(38l|1 revision). St Louis, MO: Wolters Kluwer Health, 2012.
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242 - Pentacel®

HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to usa
Pcnhee: safely and affectively. See full prascribing information for
Pentacel.

Pantacel (Diphtheria and Tetanus Toxoids and Acellular Pertussis
Adsorbed. Inactivated Poliovirus and Haemophilus b Conjugats
{Tetanus Toxoid Conjugate) Vaccine

Suspension for Intramuscular Injection

Initial U.S. Approval: 2008

RECENT MAJOR CHANGES

INDICATIONS AND UBAGE

» Pentacel is a vaccine indicated for aclive immunization against diphtheria,
tetanus, pertussis, poliomyelitis and Invasive disease due to Haemophilus
influenzae type b. Pantacet vaccine is fer use as a four dose
series in children 6 woeks through 4 years of age {prior to 5 birthday). (1)

DOSAGE AND ADMINISTRATION

» The four dose Immunlzation serdes consists of a 0.5-mL intramuscular
injaclign,)afw reconstitulion, administerad at 2, 4, 6 and 15-18 months of
age. (2.1

* Pentacel cansists of a liquid vaccine component (DTaP-IPV component)
and a lyophilized vaccine component (ActHIB vaceing). Reconstitute the
ActHIB vaceine component with the DTaP-IPV component immediately
before administration.(2.2)

—eeeDOSAGE FORMS AND STRENGTHS

» Suspenslon for injection (0.5-mL dose) supplied as a liguid vaccine
component that is combined through reconstitution with a lyophilized
vaccine compenent, both In single dose vials. (3)

CONTRAINDICATIONS

= Savere allergic reaction (eg, anaphylaxis) after a previous dose of
Pentacel vaccine, any Ingredient of Pentacel vaceine, or any other
diphtheria toxoid, tetanus toxold, pertussis-containing vaccine, inactivated
poliovirus vaccine or 4. influenzas type b vaccine. (4.1)

+ Encephalopathy within 7 days of a previous pertussis-contalning vaccine
with no other idenfifiable cause. (4.2)

= Progressive neurologic disorder until a reatment regimen has been
esieblished and the condition has stabilized. (4.3)

Page 1 of 6
——————————WARNINGS AND PRECAUTIONS
» Carefully conslder benefits and risks before administering Pantacel to
persons with a history of:

- fever 240.5°C (2105°F), hypotonic-hyporesponsive episode (HHE} or
persistent, inconsolable crying lasting =3 hours within 48 hours after a
pravious pertussis-containing vaccine. (5.2)

- selzures within 3 days after a previous periussis-containing vaceine. (5.2)

« if Guillain-Bamé syndrome occurred within 6 wasks of receipt of a prior
vaccine canteining iotanus toxoid, the risk for Guillain-Bamé syndrome
may be increased following Pentacel, (5.3)

= For Infants and children with a history of previous seizures, an antipyrefic
may be administared (In the dosage recommended In Its prescribing
information) at the ime of vaccination with Pentacel and for the next 24
hours. (5.4)

= Apnea following intramuscular vacdination has been chserved in some
infants born prematurely. The decision about when ke administer an
inframuscular vaceine, including Pentace, to an infant bom prematursly
sheuld be based on censideration of the individual infant's medical status

and the potential benefits and passible risks of vaccination. (5.7)

-ADVERSE REACTIONS
* Rates of adverse reactions varled by dose number. Systemic reactions
that occurred in »50% of particlpants following any dose Includad
fussinassAmitabliity and inconsclable crying. Faver 238.0°C occumred in 6-
18% of participanis, depending on dose number. Injection site reactions
that oceumred in >30% of participants following any dase included
tendemess and increase in arm clrcumference. {6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Sanofi Pasteur
Inc., at 1-800-822-2463 (1-800-VAGCINE) or VAERS &t 1-300-822-7967
and http:/iveers.hhis.gov.

DRUG INTERACTIONS

» Do not mix Pentacel or any of its components with any other vaceine or
diluent. {7.1}

» Iimmuncsuppressive therapies may reduce the Immune response to
Pentacel. (7.2 )

« Urine antigen detection may not have definitive diagnostic valus in
suapected H inflvenzae type b disease within ons week following
Pentacel. {7.3}

Sae 17 for PATIENT COUNSELING INFORMATION
Revised: [10/2013)

FULL PRESCRIBING INFORMATION: CONTENTS"
1 INDICATIONS AND USAGE
2 DOSAGE AND ADMINISTRATION
2.1 Immunization Sories
2.2 Administration
3 DOSAGE FORMS AND STRENGTHS
4 CONTRAINDICATIONS
4.1 Hypersenaitivity
4.2 Encephalopathy
4.3 Progressive Neurclogic Disorder
5 WARNINGS AND PRECAUTIONS
5.1 Managament of Acute Allerglc Reaclions
5.2 Adverse Reactions Following Prior Pertussls Vaccination
5.3 Guillain-Barmé Syndreme and Brachial Neuritis
§.4 Infants and Children with a History of Previous Selzures
55 Limitations of Vaccine Effectiveness
5.6 Altered Immunocompetence
5.7 Apnea in Premaiure Infants
& ADVERSE REACTIONS
6.1 Data from Clinical Studies
8.2 Data from Post-Marketing Experience
7 DRUG INTERACTIONS
7.1 Concomitant Administraticn with Other Vaccines
7.2 immunosuppreesive Treatments
7.3 Drug/Leboratory Test Interactions

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.4 Pediatric Use
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
13 NON-CLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, impairment of Fertllity
14 CLINICAL STUDIES
14.1 Diphtheria
14.2 Totanus
14.3 Pertussis
14 4 Poliomyelitis
14.5Invasive Disease due o H Influenzae Type b
14.6 Concomitantly Adminiatered Vaccines
13 REFERENCES
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

* Sections ar subseclions omittad from the full preseribing
information are not listed.
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FULL PRESCRIBING INFORMATION:
1 INDICATIONS AND USAGE

Pentace?® ls a vaccine indicated for active mmunization ugainst diphtheila, tetarus, pertussis,
mmmmmwmmmummhm
for uss 5 o four dose sastes in children 8 weeks tyough 4 yoars of age (pror to 7th birthdsy).

Pentacel vaccina Is to bn administored a3 a 4 dose saries at 2, 4, 6 2nd 15-18 montha of ags. Tha
first dose may ba given e easly a5 8 weeks of ags, Fourdoses of Pentaoe! vaccine constiivte & primary
imrmmization coures againsl peruasis. Theee doses of Pentacel vactine constiiuts a primary
Immunization course ageinsi diphtherls, tetemus, H influenzee typs b invasive disssss, and pofomyslite;
the fourth dose Is & boostar for diphtharia, tstanus, H infuenzas type b invasive diseass, and
poliomyettia immunizations. [See 14 Clinical Studies {14.1, 14.2, 4.3 14.4, 14.5)]

Kixed Sequences of Pentscel Vaccine and DTaP Vircclne

While Pentacel and DAPTACEL {Diphtheria and Tetanys Toxokls and Acellutar Pariussis Visccine
Adsorbed [DTP], Senofl Pasteur Limitad) veotines contain the same pertusals antigans, manufachured by
the same pmooss, Pertace] vaccine contains twice the amount of detnxifisd pevtussis soxin (PT) and four
tmee the amaunt of flamentous hemagghutinin (FHA) ax DAPTACEL vaceine. Pentacel vaccing may be
usad to complate the firs: 4 doses of the S-oss DTaP series in infarts and chikdnn who Exve recaived 1 ar
mere doses of DAPTACEL vacche and e 250 schoduled o roceive the other antigens of Pentace!
vaccne. However, daia ere not avallable on the safely and immunopenicty of such mixed saquences of
Pentacel vaccing and DAPTACEL vactite for sucazssive dosos of the primary DTeP series. Chidren who
mmm-mmmwmnuMMamnndmmm
DAPTACEL st 4-8 yaeus of age. (1)

Data are not evalisble on the sxfety and efactivencss of using mixed sequences of Pentzesl
vaocine end DTaP vaccine from diferent manufacturers.

RMixod Sequmnces of Pentacel Voo and IPV Vacciw

Pontacs) vaccine may be used in infants and childien who heve recolved 1 of more doses of
enother loensed IPV vaccing and afe scheduled Lo receive the antigena of Pantacs| vaccine. However,
daia &re ot avalisble on the safety and Immunogeniclty of Pantacel vaczing In such ifants =nd chiidren.

The Advisory Commitias on immunization Practices (ACIP) recommands that the final dose in the
4-doss (PV aeries ba administared atage 24 years. (2) When Pentace! vaccing is administaned o ages
2,4, 6, and 15-18 montin, 2n additional booster doso of [PV vaccine should be sdministared &t age 4-8
yenars, resulting in a S-doso IPV sarioe. (29

Mixod Saqueances of Pentacel Vaccine and Hasmophilss b Conjugate Veceins

Pentace] varxine my be vead to complete the vacdination series In infants and chiden previously
vaccinatad with ons or mor toses of Haemophlius b Conjugata Vaceine felther separeisly adminisierd or
s part of anather combination vaccine), who e elso scheduled to receive the other antigens of Pentacel
vaccine. However, data are net aveliable on the sefety and immunogenicty of Pentacsl vaccine in such
infiands amd childron, If different bmnds of Haemophiius b Conjupate Visocines ane adminkiered to compista
the sevies, three primzry Immuntzing doses are nesded, followsd by o booste: dose.

2.2 Administration

The paclkage comains a vial of the DTaPJPV component and a vial of ivophiitoed ActHIB vaccine
component.

After ramoving the “Mip-of caps, cleanse the DTaP-IPV and ACHIB vinl stoppets with & sultable
permicide. Do not remove the vial stoppers or metal seals holding them in place. Just before se,
thoroughly but gantly shake the vis! of DTaP-PV component, withdrew the entine Bquid content and Injact
Into the vis! of the lyophiized ActHIB vaceine componsnt. Gently selr the visl now contalning Pentacel
vaccine untll a cleudy, unifomm, whits 1o off-white {yellow tings) suspangion resuits,

Paromeral drug products should be inspectad visunlly & pariiculate matter and discolorstion prior
{0 administration, whenaver solullon and container psmmit. If these condifions e, Penincs! vaccine
should not be administered.

Using a sierfle neadis and gyrings and esoplic technique, withdrew and administar B single 0.5 mL dosa
of Pemacel vaceine infremuscularty. Use a separsie sterie neadis and syringe for sach injection.
Changing neadlas betwoon withdrmwing the vaccine from the vial and injecting & into a reciplent ks not
necassary uniass the neodie has baen damaged or contaminated. Pantaoe! vaccine shoukd be used
immadiately sfter reconsiftution. Refer to Figures 1, 2,3, 4 and 5.

Pentacsl Vascine: Instructions for Reconsifution of ActhlB Viceine Component with DTaP-PV
Component

1 2 3

Figure 4 Figure 2 Figure 3
Gently sheke the vizl of Withdraw the erire Fquid Ingart the syringe neads through the
DTaP-PV componsnt. content. stopper of the vial of lyophiized ActHIB
vacsine component and Injact the
Buld into ths vial.
7 -
& L
4 5
Figure 4 Flgure 3
Swirl viat gontly. At roronstiadion, immecdiataly withdraw 0.8 mL of

Fantacel vaccine and administer kdmamusculary, Pentacel

Page 2 of 6

hmmmrﬂnﬂmﬂlemwdhmbhpmﬂuhmm
and Is the proferred site of injection. In older chiidren, the delald muszis I usially lsge encugh for
mmmmmuwmmwmwmmmuam
no7ve trunk.

Do not administor $1la producs intravenoualy or subcutanecusly.

Pentncol vaccine shouid not be mbked in the same syrings with other parentsi products,

3 DOSAGE FORMS AND STRENGTHS

Pentace] vaccine ix & suspension for injection (0.5-mL doss) supplied 23 a kquid vacche
mmhmmmmmawmmmmm
dosa visls. {See Dasage and Administration (2.2) and How Supplisd/Siorage and Handling (16)]

4  CONTRAINDICATIONS

4.1 Hyporsonaltivily

Assvere allergic reaction (eg, snaphylaxs) after a previous dose of Pentacel vaccing or any ofher
diphtharka tomold, tatznus toxoid, or partussls-contaning vaccine, Inactivatad policviras vaccne or H
intiusnzag type b vaocine, or any ingredlent of this vaceine is a cortraindication fo admintstmtion of
Peniace] vaccing. [Ses Descripfon {11))

4.2 Encephzlopathy

Encephalopathy (ag, coma, decreazed leval of conaclousness, prolonged ssizwma) within 7 days
of & previous doso of & pertussis containing vaocine that is not attributable to encther dentifisbie ceuse Is
4 contraindication o administration of any pertussis-contalning vaceing, including Pentacel vaccine.

4.3 Progressive Nawologic Disarder

Progresaive neuriogic disarder, Including infantie spasms, uncontroflod epilopey, or progrossive:
encaphalopathy is & contraindication to administation of any porussh-containing vaccine inchiding
Pentacel vaccine. Pertussia vaccine should net be administensd ta individusis with such condifons unt &
treatment ragimen has been sstablished xnd the condition has stxbiired.

5  WARNINGS AND PRECAUTIONS

5.1 Management of Acuts Allsrgic Reattions

Epinephrine hydrachlorids sohudion (1:1,000) and other approprite egenis and equipment muet ba
availahia fr immediate use n caso an anaphyinctic or acute hypersensithily reection oocurs.

4.2 Adivorsa Roactions Following Prior Pertussis Vaccination

i 2ny of the following events octur within the apecified pariod after administration of a partusais
vaccine, the decision to administer Pentace] veccine should be based on canefud conalderation of
potentia benafits and possible risks.

*» Temporsiume of 240.5°C (2105°F) within 48 hours, not afiributabie to ancther idenifiable caiss.

=Caltapss or sitock-fie stets (hpoionic-hyporesponsive eplsode (HHE}) wiihin 48 hour.

+ Persintont, Ingonaniahia coying teeting 23 hours within 48 hours.

» Soltzures with or withoul fever within 3 days.

4.3 Guiilain-Bemd Syndrame and Brachinl Roaritis

A review by the Instiuis of Madicing {I0M) found evidencs for 8 causa! relation between iakznug.
tenmid and both brachisl neurlis snd Guilizin-Bamé syndeome. (3) H Gu'tain-Bamé syndrome cocurmed
within 8 weeks of moaipt of u prior vaccine containing tetznus toxekd, the risk for Guiliain-Barms syndrome
may be incressed following Pentzoal vaccine.

8.4 infants and Children with a History of Previous Solnmes

For infants or chilkdron with a history of previous selzures, an eppropriste entipyretic mey bs
sdministered {in the dosage mcommended In s preacribing information) at the time of vattination with a
vaccine contaiing aceliuter pertussis entigens {including Pemacel vaccine) and for the following 24

Viaccination wih Pentacel vaccine may ot protect ail iIndividusta,

4.6 Alterad Immunocompetence

T Pantzcel vaccine s admintitered to immunocempromised persons, inchuding persons recelving
immwncsupprassiva therepy, the expacted Immune response may nol be oblained, [See Oug
Intwrecons [7.2))

B.7 Apman In Premature nfants

Apnea following intramuscuisr vaccination has bean obsarved in tome infants bain prematurety.
The: decislan about when to administer an intramuscular vacsine, inchufing Pantacel, o 2n infant bam
pramaturaly should be based on considerstion of the individua! infant's mesdice! siin and the potemtial
benefis and posafhils rake of vaotination.

8  ADVEREE REACTIONS

€.1 Data from Ciinleal Bhisdlns

Ratea of adverse resclions vasiad by dose number. Tha most fequen (>50% of participants)
systemk: reactions following any dose wors fussinesafinitabilty and Inconsctabie ciying, The most
frequeant (~30% of participants} injection it reactinns foliowing any dose wers tendemess and Increassd
cirumfzrence of tho tjected arm.

Because clinical trials are conductad tnder widely varying concitions, adverse reaction niles
oheerved In the cinical triela of a vaccine cannet ba directly comparsd i ratos In the cirie) tiefs of
another vaccing and may not reflect the rates cbaerved in practice, The adveme rmaation infonnation
from clinical tials does, however, provids a besis for idantifylng tha sdverso events that sppear io be
related to vaccina s and for approximating retes of those events.

The safety of Pantacel vaccine was evaluated in four clinioal studles in which a total of 5,980
pasticipants vacolvod i Jeast one dose of Pentacel varccine. In thres of the studins, conducted in the US,
# totel of 4,198 participants were enmiled to recsive four consecutive doses of Pentace! vaccine. bn the
Tourth study, conduciad in Canada, 1,782 paricipants pravioutly vcoinahed with three doses of Pentacs!
vaccine received & fourth dose. The vaccination schedules of Pentacel vaccine, Control vaccines, and
concomiantly administered vaccines uad in thess swdias gre provided tn Table .

Acsrss the four shedies, 50.8% of participanis were female. Among panicipents B the three US
sludies, 64.5% were Caucasian, 8.2% wem Black, 12.9% were Hizpanic, 3.9% were Asian, and 9.5%
were of other reciatiethnic groups. In the two controlied studies, tha raciatisihnic distriudion of
participents who receivad Pentacal and Control vaccines was simizr. tn the Canadian fourth desa study,
BE.AN of pariicipents wers Caucasian, 1.6% wers Black, 0.6% were Hixpanic, 4.3% were Asian, 20%
were East indian, 0.5% wera Nativs Indian, and 4.5% were of other racialfathnic groups.
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Tabia 1: Clinlcal Safaty Stxdlen of Pontace! Veccine: Vaccination Schedulss

Study Pentecel |  Control Vaceines GConconttantly Administered Veccines
48401 | 24.6,and  [HCPDT + POLIOVAX+ | 7-vaent pneumococosl vaucine”
1imonths | AdHIB st 2,4, 6, and {PCVT) 212, 4, snd 6 months In a subset of
15 months pasticipanist
Hepatitis B veocine et 2 and 6 monthat
P3T8 Z,4,6,2nd | DAPTACEL +IPOL + PCV7* 8t 2,4, and 6 months
16418 mordhs | ACHHIB at 2, 4, 81 6
months; gnd DAFTACEL + | Hop2liie B vaccine at 2 end & manthag
AARIB et 1516 months
40403 2,4,6,and | None PCVT™ 812, 4, end € months In 2l
15-18 months particoents; and st 15 months In a
random subast of participants
Hepetkis B vaccine £t 2 and 8 montha
(Fa dosewas aciministered)t
orat2, 4, end B months {if no previous dose)
Messles, mumps, rubella vaccine§ (MMR)
end variosia§ vaccing at 1201 15 months.
[n mnciom subsets of particlpants
2A5908 [16-18 momtis™ | Nono None

HCPDT. non-US Goensed DTeP vaccine that Is identical to the DTeP component of Pentacal vaccine,
POLIOVAX: US Eosnsedt Poliovirus Vaccina Inectivated, Sancfi Pastour Lim#sd.
[POL: US licensed Poliovirs Viasccine {nactivated, Sencli Pasteur SA.

* PCV7 manufuciured by Wysth Laboratories.

T PCV7 was intoduced witor the stucdy was inliiated, and thus, administersd concomitanily with Pentsce!
vaccine in m subset of perticipants.

$ The first dose of hepetits B vaccine (manufacturer not spacified) was. administened prior o study
Enftiation, from birth to 21 days of age. Subsequent dossa were with hapatits 1 vaccine manufactioed
by Meick end Ca.

§ MMR and variosiia vaccines were bath manufaciured by Merck and Co.

= Study participanis prerviously had receivad three dosss of Pentecel vatcine by 8 manths of ags.

Solicitad Adverse Reactions

Tha Incidenca and saverlty of salected solicitad injection s and systemic adversa reactions that
occsrers within 3 deys following each dose of Peniace] or Contro! vaccines in Study PATOR is shown in
Teble 2. Infommstion on these reactions was recoxded dally by parents or guandians on diery cards. tn Teble 2,
Enjection ske reactions are reparied for the Pentacel vaccine 2nd DAFTACEL vaccine ijection sies.

Tetite 2: Number {Percentzge) of Childron with Solocted Sciicited Adverss Reactions by Severfly
Occuing wifhin 0-3 dsys of Pentacel Vacaine or Control Vaccines in Study PAT08

Page 3 of 6

* Anty: Miid, Moderate or Savemn; Mid: subject whimpers when site s totsched; Modemnts: subject cries
when she Istouched; Savere: subjoct cries when log o arm s moved.

1 Fover la based upon sctuel ismperziures recorded with ne adistments fo the measurement roule.

3 Following Deses 1-3 combinad, the proportion of
mmmwmmummmm
Peantace] vaccine and 44,8%, 54.0%, 1.n!b.|ndo.1$.nqnululxhr
vaacines, Folowing Dass 4, the proportion of tampershu
rocizl or other routes, or not recorded wem 62.7%, 34.4%, 2.4% and 0.5%, reapeciively, for Pontacsl
vaccine, and 61.1%, 38.6%, 1.7% and 0.5%, respectivaly, lor DAPTACEL + ActHiEl vaccines,

§ Modorate: interfares with or limiis usual delly aciivity; Savere; disabling, not intareated in umsl dally

Hypotonic Hyporesponsive Episodes

In Study P3T08, the diary cards Included questions pertaining to HHEs. in Studies 494-01, 484 03,
and SA9908, A quastion about the occurrence of fainting or change in mente! sistus was askod during
post-vaccination phone calla. Acroas these 4 studias, no HHES, as defined in # repost of 8 US Puble
Health Sarvioo workshop {4) were repartad among pariicipants who recaivad Pentacel vaccine (N =
5,079), soparately administered HCPDT + POLIOVAX + AGtHIB vaodines (N = 1,032) or separately
sdminiatamd DAPFACEL + [POL +ActHIB vaccines (N = 1,485). Hypotoria not fulliing HHE critesia
whthin 7 days following vaccination was reported in 4 paricipants aftar the administration of Pentzcs)
vocine (1 on the sama day as the 1* doss; 3 on the same day as the 3" doss) and In 1 perticipand after
the administration of DAFTACEL + [POL, + ActHIB vaccines (4 days following the 13t deea).

Salzures .

Acroes Studies 404-01, 494-00, SAD908 and P3T0G, a totel of B participants experienced a
sslzurs whhin 7 days following ether Pantacel vaccine {4 participants; N = 4,197 for 8t isast one of
Dosas 1-3; N = 5,033 for Doso 4), separately sdministered HCPDT + POLIDVAX + ActHIB vecchnas (3
participants; N = 1,032 for at ls2st one of Dosss 13, N = 739 for Dose 4), sepantiely sdministered
DAPTACEL + [POL +ActHIB vaccines (1 participant; N = 1,455 for &t least one of Doses 1:3), of
soparaialy sdministerad DAPTACEL + ActiiB vaccines (0 participents; N2 418 for Dose 4). Amsng the
four pariicipants who experienced & sakzure wihin 7 days following Perttacal vaccine, one perticipant in
Study 49401 had sn afebrile seizure 6 days ghter iha first doso, one pertidpant in Study 494-01 had a
possible seizure tra szmo day as the third dose, and two particlpants in Study 549308 hed a febrile
selnirw 2 and 4 days, rospectively, after the fourth doss. Amang the four paricipants who experienced 2
salzute within 7 days following Control vaccines, one participant had an afebrile selzure the seme day as
the first dose of DAPTACEL + IPOL + ActH{B vaccines, one participant had an afebils seizure the seme
dey &3 the second doss of HCPDT + POLIOVAX, + ActHIE vaccines, and two participants kad & fatwiio
sebrur 6 and 7 days, respaciively, fter the fourth dosa of HCPDT + POLIOVAX + ActHIB vaccines.

Sorious Adverse Events

Tn Study P3TO6, within 30 deys following any of Dosss 1-3 of Pentace) or Control vaccines, 18 of
484 (3.0%) participents who received Pentace! vaccine and 50-of 1,455 {3.4%) participents who moeivad
DAPTACEL + IPOL + ActHIB vacsines exporianced 2 serious sdverss avenl. Within 30 days fullowing
Dosa 4 of Pentacet or Control vaccines, 5 of 431 (1.2%) participards who roceived Pentacel veccine and
4 of 418 (1.0%) participznts who received DAPTACEL + AGHHIB vaccines experienced a serous adverse
event In Study 49401, within 30 days following &ny of Doses 1-3 of Pertacs or Control vacdines, 23 of

Pantacs] Vaccine DAPTACEL Vaecine 2,508 (0.8%) participants who reosived Pardacel vaccine and 11 of 1,032 {1.1%) particiants who
Doz T | Dosez | Doses | Dosed Bosed recaivod HCPOT + POLIOVAX + ActHIB vaccings exporienced 8 serous edverss evert. Within 30 deys

Injection Stts | N=485- | Nudb1 | N=24ds- | N=387- n1,4.-,)o.ln _55.‘].-1311. Nai7e- following Dosa 4 of Pentace] or Control vaccines, 6 of 1,882 ([0.3%) participants who receivod Pontace!

Roactons 467 440 306 1,359 1.,312 380 vaccing and 2 of T30 {0.3%) participants who recelved HCPOT + POLIOVAX + AcIHIB vaccines
% % % % % axperianced & serious advama avent.

F-mu Across Studies 494-01, 464-03 and PITOG, within 30 days following any of Doses 1.3 of Pentacel
>8 mm Lo a4 8.y 173 62 71 96 wa of Gontrol vaxcines, overall, the mest frequently repariad sasious adverss events wene bronchioltis,
>25mm 28 18 18 92 10 28 19 78 dehydmtion, preunionis and gastroantertis. Across Saudiss 46401, 494-03, 548008 and PATOS, wittin

ﬂ"“ 06 | 02 ] o0 § 23 ) 04 | 01 | o | 24 30 ciays folowing Dosa 4 of Pantzcel or Coatral vactines, oversil the moat frequenfly reporiad srous

m 75 5 sp o 5 o & s adverse events wers dehydration, gastroenteris, asthm, and pneumonta,

*2%mm 30 20 18 38 18 o7 1 40 msmamummmmmiunmufmmwmnmu.
>50 mm 09 0.0 00 0.8 04 o1 04 13 bath in participenis who had received Pentacel vaccine (N = 5,979). One case oocymed 30 deys post-
T = veccinalion end was secondery to candiac rmast following candiac surgery. One Infant who had anset of
Any 475 302 427 6.1 488 382 409 51,1 neurslogic symploms 8 days post-vaccintion was subsaquantly found to have structus) censbral

Modermieor | 196 LT ] 16 16.7 27 122 125 1548 abnormzites and was disgnosed with congeniizl sncephaiopathy.

Severe Atotzl of 5 dexths ocourred dining Studies 454-8t, 48403, SABO08 and PITAE: 4 In children who
Severn 54 1.6 14 33 4.1 23 1.7 24 hadd rovcived Pentacs vaccine (N = 5,570) end one in a paticipant who had recelved DAPTACEL +
Increzsa In [POL + AcIHIB vaccines {N = 1,455), There wero no dazths reportad in chidren who recsived HCPDT +

[ATm POLIOVAX + ActHIR vaccines (N = 1.032). Causes of death among children wha racsived Pentace’

(Cicumbornce _ _ 256 _ - _ 206 vaccne were esphyxda dis to muffocation, haad traums, Suddon Infant Denth syndrome, and
:;Tm - e P neurobiastoma (8, 23, 52 and 256 days postvaccination, raspeciivoly). Ona pesticipant with
40 mm 05 08 apendymoma died secondary 1o espiration 222 days following DAPTACEL + IPOL + ACHIB vaocines.

| T €2 Data from Post-Marketing Expariance
Pentncel Vaccine DAFTACEL + IPOL +AHIB [, poriis The following addRional exiverss evenis have boon spontanecusly reportad during bhe post-
[Viseeines marketing use of Ponlacel vaccine worldwide, since 1897. Batwean 1857 and 2007, Pantace| vaccine
Systamic DozeT | Dose2 | Dveod | Dosed | Dosol | Dose2 | Dose3 | Dosed was pimarly used in Canada. Bacause these ovenis ane reportod voluntardly from a population of
Reactions | No466- | No451- | N=435- | H=380- [N=1 =1348-[N= 1, N=i7d unosrtain sizo, § may nol be possible o relisbly estimaie thelr frequency or estabiish a causal
487 452 440 288 1, 1,360 1312 381 relalionship t vaccing expositns,
% * L) % % % % % Tho following exiverse events wor indluded bassd on one or e of the following factors:

Fovertt 108 163 124 03 161 58 &7 wmmumamdmw-mmmmm:smdm
2386°C 13 24 44 5.1 ] 43 5.4 32 ol
>305C 04 oo | o7 | o3 | os | o3 08 Cyanock

| « Gastrointexiinal disorders

Activii! Vontting, Ganfea

Lethangyt * Gansral disarders and administration site conditions
Any 458 7 25 241 511 A 32 241 Injection ske reaclions (inciuding Inflawmation, mans, abscess and stertie abgcess), sxtansiva
Moderate or | 229 124 127 28 243 158 127 8.2 swoling of the injected Bmb (inchuding sweling that imvalved adjacent joints), veosination

Sevare ferliunadth decreanad H influenzee typo b disoase)
Sevore 21 07 f oz | 25| 12| 14} o8 | 63 . M‘"nqmmmmm" (mashe b )

Inconsoiable Anaphylaxisianaphylactic reaction, hypersensitvity (such es rash and urtcaria)

Y 603 | 408 | 473 | 359 | sas | &4 | ave | 22 'm“"m“““:‘"'m‘mml m""
=1 hour 107 108 138 18 184 160 122 0.6 d
>3 hours 18 [ 11 23 29 34 14 1.8 = Metzboliem and nutrition divorders

Fussiness! Decreased appatits

|IMW = Nervous sysiem disordars
by 76.9 M2 68.0 835 758 nr 871 58 Somnolencs, HHE, depressai level of consciousnoss
21 hoar M5 P14 ] 284 28 13 s 282 194 » Pyychistric disordars
>3 houre 43 40 50 53 5.8 E5 43 4SEXHIBIT 3 screeming
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* Respiratory, thoracic amd mediastined disorders
Apnza, caugh

« Sin and subcutaneous tissire disarders
Erythema, skin discoloration

 Vesctier disordars

Pallor

7  DRUG INTERACTIONS

1.1 Concomitznt Administration with Other Vacsines

bn elinical trizts, Pentaoel veccine was administered soncomitarntly with one of more of the
following US liconwed vaccines: hepetits B vaccine, 7+lent pneumococcs! conjugate vaocine, MMR
and varicells vacaines, [See Adverse Reactions (8} and Cinie! Sfudios (14)] When Pentacel vaccing it
givon &t the same time as ancther injactable vaccinels), tve vaccine{s) shouid be edministansd with
differant xyringes and at diffiasrd injection shes.

7.2 immunosupprossive Trestments

immunosuppressive theroples, including imadiztion, snfmetabofies, alkylating agents, cyioloxic
ciugs and coticustorolds {used i grester than physlologic doses), may reduce the immuna responss to
Pentacel vaccine. (See Wamnings and Precautions (5.8))

7.3 Drug/L.aborstory Yest interactions

Antigenuria has bean detectad in soms instances following mealpt of AcHIB vaccine. Liine
antigan datection My not heve dafinte diagnoatiz valie i suspected H influenzae type b disease within
one waek following receipt of Pertace] vaccina. (5)

) USE IN SPECIFIC POPULATIONS

8.1 Pregmancy

Fregnancy Category C

Animal roproduction stdies have not besn conducted with Pantacel vaccine. it is nkso not known
whether Pentscel vacting can calse fatsl harm when administered to  pregnan woman or can affect
reproductive capacity.

0.4 Podiatric Use

Tha safly and offeciivensss of Peniace! vactne wan estabiished in the age group & wesia
through 18 monis on the basis of cinion] studies. [Ses Adverse Reections (8.1) end Clinical Studies
{#4).] The safaly and effactivensss of Pentacs| vaceina in the age group 19 months through 4 yoars ks
supported by evidence In childen 6 wesks through 18 months. The safety and effectiveness of Peniacsl
vaccine i infants loss than & weeks of ape and In chikiven 5to 16 years of age have nol been
astabished.

11 DESCRIPTION

Pentzoel vaccine consists of 2 Diphtheria and Tetanus Toxokds and Acelular Pertussls Adsorbed
and Inactivated Pofiovines (DTeP-{PV) component 2nd an ActHIB* vacaine component combined through
reconstitition for intremustutar injection, ActHIB vaczine (Haemophius b Confugats Vaccing [Tetanus
Toxcid Conjugats}), consists of H influanzae type b capsuiar polysaccharide (polyribosyl ribliol-phosphate
[PRF]) covitiently bound to tetanus toxold (FRP T). The DTaP-IPY component Is supplied 24 a startis
lquid usad tn reconstiiute the lyophitized ActMIB vaccine componant tn form Pentnoe! wactine. Pentzcs!
vacsine I8 g unifamn, clowdy, whito to offailte (yetiow tings) suspension.

Each 0.5 mL doze contains 15 LT diphtheria taxoid, 5 Lf teterus toxoid, aoslktar pertuks artigens
{20 meg detmified pertussis txin (PT), 20 meg flamantous hemaggiutinin (FHA), 3 meg pertactin (PRN),
& mog fimbriee types 2 end 3 {FIM)], inactivated poflovinsas [40 D antigen untta (DU) Type 1 (Mahoney),
& DU Type 2 (MEF-1), 32 DU Type 3 (Saukett)] end 10 meg PRP of H infuenzas type b agvalently bound
1o 24 mog of tetanus taxoid (PRP-T).

Other ingredients per 0.5 mL dose Include 1.5 mg sbuminum phosphate. (0,38 mg slumingm) ax
U adjuvant, polysorhate 50 (appredmately 10 ppen by celculstion), 42.6 mg sucross, 55 meg residual
formaidehyde, <50 rg residusl glutarsidehyde, <50 ng resltust bovine senim elbumin, 3.3 mg (2.6% wy)
2-phencxysthanol {nol as a preservative), <4 pg of neamycin &nd <4 pg polymyxin B sufate.

Corynebaclerium diphtherise is grown I modified Mueller's growth medhon. (8) Aller purtication
by ammoniium sulfats fractionation, the diphthars toxin is detrdfiad with formakdetyds and disfitered.

Clastridiur istan/ is grown in modified Musber-Maler caseming eck] modium withead, heef hean
infusion. () Tetanus texin ks detoxified with formaidahyde and purtfied by ammonium sulfais fractionation
and dinfitration. Diphiberia and tetanus toxoids sre individually adsorbed onto stuminum phoaphatke,

The acalluiar perussla vaccine sntigens ame produced fiom Bordelela parfussis cultures grown In
MMMWMWW&MM’W“N

PT, FiA.and PR e [soleiad separately from the supemalant culture medhum. Hummm
copurified from the bacteris! cells, The pertussis antigens are purified by sequential firation, salt-
precipitation, wireflimton snd chromalography. PT is detoxdfied with glutareidehyte, FHA ks traatad with
formaldelyda and the residunl aldefnyges ere removed by uitrafiiration. The kndividual entigens are
sdsorbod scparaiely onto aiuminum phosphate.

Poliovins Type 1, Type 2 and Type 3 ame each grown in saparste cufiures of MRC-5 calls, a ine of
normal human diplold cells, by the microcaier method. (0) (10) The cafls 2re grown in CMRL
(Connaught Masical Rassarch Laborztories) 1969 medium, supplemanted with calf serum, For virel
growth, the culture medium ks repisced by Medium 183, without calf serum. After clarlfication and
fitration, he virst suspensions are concentrated by ulrafitration, and putified by Bquld chrometography
siaps. The monovaient viral sspensions are inactivated with formekishyde. Monovalent concenintes of
oach inactivaied potiovirus are combined to producs & trivelent poliovinus concentrate.

The adsorbed diphtheria, tetanus and aceihuinr partussis antigans e combined with sluminum
MWMMMnuM)MWQWMn

intermediate concentrate. The trivalent poliovirus concentrts is added and the DTER-PV component Is
diuted to is final conoentretion. The DTeP-IPV component does not contain a prosarvative.

Bolh diphtharia and tatanus taxoids nduce et least 2 neutrafizing unils per mL in the gulnea pig
patency test. This potency of the acetiutar periusals antigens s evaluated by the antibady reaponas of
immunized mice tn dstoadfiad PT, FHA, PRN and FIM as moasused by enzyme-inked immunosarbent
assay (ELISA). The immunogenicly of tha tnactivated poliovinsas is evalustad by the entibody reeponsa
in monkeys measunad by vinis neiesiiation.

PRP, a high molacular weight polymer, is prapared from the M hiius indk typo b stmin
1482 growm In 8 sembsyrithoe medium. (11) The tetanus toxeld for conjugation to PRI |s prepansd by
ammonium sulfets purification, and formalin inactiviion of the toxin from cullunes of Clostrfdium isfan!
(Harvard strain) grown in & modiad Muslier and Millsr medium. (12) This toxoid is fiter sterilaed priar to
tho conjugation procass. The AciHIB vaccine componant doos not cantein a pressrvative, Potency of the
ACHIB vadsine component i specified on each kot by Bvits on the conlen of PRE plysaccharide and
proteln per dose and the proporion of polyseocheride and protein that le cherecterized s high molaculer
weight conjugate.

Tho visl stoppers for the DTeP-PY and ActHIB vaccine companants of Pentace] vaccine ane not
made with natura) nibber Fxex.
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12 CUNIGAL PHARMACOLOGY

121 Mechenism of Action

Diphtharts.

Diphthosin is an acuts ioudn-mediaiad disenss caimad by toxigenic streins of C diphtherise.
Protection agains: diseess is dus to the dovelopment of neutraizing anitbodios i diphthera toxin, A
sefum diphtharda antitnyin kevel of 0,01 [Lijnl, ks the lowest level giving some dagrea of protection,
Antttoxin levels of ot least 0.1 (UANL 2re generahy regaried as protective. (13) Levels of 1.0 ILVmL heve
been associaied with long-term protaction. {14)

Tetanus

Tetenus ie an acuts disaase causad by an axtemaly potant Royrotoudn produced by C Sisil
Protaciion againel dissase is due to the developmant of neutrallzing antiboates ko tetanus toxin, A serum
tetanus antlioxin ievel of at leest 0.01 LimL, meesurad by neciralization asasy is considensd the
minimum protactive lsvel, {13) (15) Atetnus aniitoxoid level 20.1 WVml a8 meesurad by the ELISA usad
in clinicat studles of Pentacel vaccine I consldered proteciive.

Portusals

Pertussis (whooping cough) is a respireiory diseasa caused by B periussis. This Gram=nagative
caccobaciius produces 2 variety of biclogleally active components, though thelr ol In aither the
pathogonosls of, or immurity 1o, partussis ks not beon clasry defied.

Pollomyulitls

Polioviruses, of which there are three serctypes (Types 1, 2, and 2) &me entevoviruses. The
presence of poliovirus type-specific neutraizing anifbodies has been comrelated with protection agatnst
poliomyalttls. (16)

Invasive Dineayo Due to H infivanzas Typs b

H influenzae type b can ceuse invasive disease such as meningltls xnd sepsis. AnS-PRP aniibody
has been shown in cosrelate with protection ageinst invesive dissase dua to H fkvenzse typa b.

Basad on data from passive aribedy studies {17) and an efieacy shudy with Hinfuenzae type b
polysaccharide vacting in Finland, (18) a post-vaccination ant-PRP levet of 0,15 mephnl has baen
acoepied as & minimal pratective leve!, Data from an efficacy study with Hinfenzae type b
polysaccheride vaccins in Finkand indicate that & leved >1.0 mog/mL 3 wesks sfter vaccination predicts
protection through & subssquerm one-yesr perad, (19} (20) These lovels have been used to evatuate the
affectivences of Hasmophius b Conjupats Vaccines, including the AcHIB vireaine component of
Periacal vacaine.

12 NONCUNICAL TOXCOLOGY
13.1 Carcinogenesis, Mutsgonesis, lmpairmant of Fertillly
Pentacel vaceing hes not been evaluated for carcinngenic or mitagenic porsriial ar impairtnent of fadfy.

" CLINICAL STUDIES

The efficacy of Pentacel vaccina |s besed on the imemunogenicity of the individus) antigans
compared o soparstely administered vaceines. Serclogical comeiates of protadtion exist for diphtherta,
tetenus, poliomryallic, at invasive discase due io M infuenzae type b. [See Clinks! Pharmacoiagy
{12.1}] The eficacy against periusels, for which thea is no wel estaiished serclogica) comelats of
protection, was bazed, in part, on a comparison of portussis immune sponses fbllowing Pertace!
vaccing in US chikiren io rezponses foliowing OAPTACEL vaccine [Diphiivets and Tetznws Toxokds and
Aoafyler Pertussls Viscdine Adsorbed (DTaP) manufactred by Sanofl Pasteur Limiad) i an efficacy
study conduciad bn Sweden {Swaden | Efficacy Tita). While Pensacel and DAPTACEL vaccines condain
the same pertussis entigens, manufaciured by the sams pracess, Pertace) vaoche contalns twice as
wuzch detasified T and four times aa much FrHA as DAPTACEL vaodine.

mmune fesponses o Pentacel vaccine were evaiuated in four US studies: Strdias 494-01,
P3T06, 484-03, and M5A1D, The vaccination schedules of Peniscel vacone, Control vaccines, end
concomilantly administered vaccinos ustd in Studies 494-01, PAT0G, and 464-03 are providad in Table
1. [Set Adverse Roscions {0.1)] In Study M5A10, participants wess randomipsd 10 recsive Pentacel
vaccine or ssparaialy administered DAPTACEL, LPOL, and ActHIB vaccines &t 2, 4, and 6 months of
age, 7-valent pneumocooce] conjugale vaccing (PCV7, Wyeth Pharmaceuticals Inc.) at 2, 4, and 6
troriths of age, and Hopatilis B vaczine (fWerck and Co. or GlaxaSmiihiiee Blologicals) el 2 and 6
months of age, were sdministerad concomitantly with Pentacel veocine or Control vaccines.

144  Diphtherin

The proportions of participants achlgving diphthetia entitoxin saroprotaciive lovels one month
folowing threa and four doses of Pentzcel vaacine or DAPTACEL vaccine In Sty PAT0S sre provided
I Tabls 3,

142 Tetanus

The propostions of participants achisving tstanus antitoxald seroprotactive levals one month
following threa and four doses of Pantace] vaccine or DAFTACEL vaceing in Study PATOG arm provided
bn Tbin 3.

Table 3: Btudy P3T06 Diphtheria Antitoatin and Tatanus Antitaxoid Responses Ons Month
Following Dose 3 and Desa 4 of Pentacel Veccine or GAPTACEL + IPOL + ActHIB Vaceines in US
Childron Vaccinated et 2, 4, 8, and 15-16 Manths of Age

DAPTACEL + IPOL + ActHiB

Pantncol Vaccine Vacecines
Post-Dase 3 W=333348 [ W=imriom )
Diphtheria Antitoadn
% 20,01 [ulimL* 100.0% 100.0%
%2010 Kifmlt A% Sa5%
Telanus Anditoxnid
% 20,10 HiAmLyt 89.7% 1000%
PestDote 4 ML E W= 328334
Dightheria
% 20.10 Amt. 100.0% .
% 210 IWmLt 25% 2%‘
Tetanus Antitoxoid
% 20.10 L 100.0% 1000%
% 1.0 WL 1t 22.0% MA%

Par Protoce] immunogeniclly pepulation.

* Seroprotaction rate folkwing Pantace! vaccing It nat inferior to DAPTAGEL vacdne (upper limik of B0%
| of tha differsncs DAPTACEL - Pentacel s <10%).

T Nonnferiorty criteria wore not pre-specified.

zmummmﬂhmammmmmlmummum

EXHIBIT 3
Page 15



Case 3:16-cv-01715-DMS-BGS Document 37-3 Filed 08/05/16 Page 18 of 134

14.3 Peorhmsly

In a ciinical pertussis vacsing efficacy study conducted in Sweden during 1992-1995 (Sweden |
Efficecy Trial), 2,567 infants necaived DAPTACEL vactine and 2,574 Infitnis received a non-US Hcensed
DT vaccine as placeba at 2, 4, and & months of age. (1) The maen length of folow-up was 2 ysam sfter
thea third doss of veccine, The proactive affcacy of DAPTACEL vacine agalnst parhusis after 3 dosss of
vaccine ualng the World Health Organtzation (WHO) case definflion {(*21 consecutive days of paroxysmat
cough with culiure or semologic confimnation or epldamiologie {ink to 8 confirmed cage} was 84.9% (95%
confidence inervs] [C1] 80.1%, 85.8%). Tha pmtective eficacy of DAPTACEL vaccine against mikd
pottussis (21 day of cough with lsboratory confirmation) was 77.9% (95% Cl 726%, 82.2%). Protection
aguinst parfussis by DAPTACEL vaccine was susiained for the 2-yesr fallow-up pericd.

Based on opmparisons of e immuna responses 1o DAPTAGEL vactine in US infants (Post-Dose
3) end Canadian chikdnen {PostDoxe 4) relative to infanis who particlpatad in the Swedan | Efficacy Trial,
It was concluded that 4 doses of DAPTACEL vaccine were needed for primary immunization agalnst
pertussis in UB children. (1)

In a saology bridging analysts, immune responses to FHA, PRN and FIM in 2 subast of infanis
whe received threa dosas of DAPTACEL vaccina in tha Sweden | Eficacy Trial wers compared to the
Post-Dose 3 and Post-Doza 4 responses in 2 subset of US children from Study 48401 who recelved
Perdace! vaccing (Table 4). Avalable stored sem from infants who received DAPTACEL vaccine in the
Swedon | Efficacy Trial and sam from chiidren who received PCV7 concomitantly with the first twes
doses of Penlace! vaccine In Study 484-01 (Tabls 1) ware assaved In paralisl. Data on levels of anibody
to PT usbig an adequately specific assay were not aveliabie for this serclogy bridging anxiysls.

Geometric moan antbody concontrations (GMCs) and seroconversion rates for antibodios to FHA,
PRN und FiM one month foRowing Doss 3 of DAPTACEL vaccine in the subset of infants from the
Swaden | Eficacy Trin! and one month folowing Doss 3 2nd Doss 4 of Pentaosl vaccine in a subset of
Infasnts from US Study 464-01 ero presentad in Table 4. Sorocomvarnsion was defined as 4-foid riso in
antibody love! (Post-Doss APre-Dose 1 or Post-Dosp 4/Pme-Doss 1). For ant-FHA mnd antiFIM, the
non-nferiority critaria wers met for sercoomeion rates, snd for antkFHA, art-PRN, and anti-FiM, the
non-infariorily critaria wees met for GMCs, foliowing Dose 4 of Pentace! vaccing miative to Dose 3 of
DAPTACEL vactine. The nandnfieiority criterion tor anti-PRN seroconversion following Dose 4 of
Pontacel vactine relative to Dose 3 of DAPTACEL vaccine was not met [uppor limit of 65% C for
diffsrence in mte (DAPTACEL minus Pentacal) = 13.24'%] Whether the iower anfi-PRN seroconversion
mte folowing Dose 4 of Pentacel vaccing In US children relative to Dose 3 of DAPTACEL veccdina in
Swadish infanis comsiates with diminished eficacy of Pentacel vaccing against pertussis s unknown.

‘able 4: FHA, PRN and FIM Anttbody Responses Gne Morth Following Dose 3 of DAPTACEL
Vaceine In a Subact of Infenta Vaccinated st 2, 4, and § Monthe of Age inthe Bwsden | Efficacy
Trial and One Month Feliowing Dose 3 and Dosa 4 of Rentece! Vaccine in n Subsst of infants
Veccinated 2t 2, 4, 6, and 15-16 Months of Age inUS Study 4984-01

Post-Dose 3 PoetDose 3 PostDose 4
DAPTACEL Vaccine | Pentncel Vaccine® | Pentacel Vosclnet
Sweden] Efficacy Trial |  US Btudy 49401 US Study 49401
Nugo N 730695 NmgorAass
AnthFHA
% echisving 4-fold riset [T ] 708 .
GME (El/ml,) 40.70 7148 133735
Anti-PRN
%, achieving 44old rissd oas 744 0
GMC (Elitml) mas 28.11 20.528
AntiF(N
% echioving 4-fold rize} 283 885 o1.58
GMC (EWmL) nem 28502 508.57§

Anglyzac 3o weto from subsets of the Par Proigool Immunogenichy populations in each study.
D=ta on ant-PT levels using an adequately specific asegy wers not avaisble,

* Non-inferiorily esiteria were not pre-specified for the comparisons of immume responses 1o Pentace!
vaecdne Posi-Dose 3 vi. DAPTACEL vaccine Poat-Doss 3.

1 Pro-specifiad non-inferiority anclyses compered immune responzes to Pentace] veccine Post-Dose 4
vs, DAPTACEL vaccine PostDoso 3.

1 Fold rise wes calculated os Post-Dows 3Pro-Dose 1 antibody level or Posi-Doss 4/Pre-Doss 1

lavel.

§ Percent achioving 4okl rise or GMC Posi-Dose 4 Pentace! veccine is not inferior to Post-Dose 3
DAPTACEL vasocine [upper imlt of 85% CI for difiarence in rates (DAPTACEL minus Pantacel) <10%
and upper §mit of 80% €1 for GMC ratio (DAPTACEL/Pentacel) <1.5)

= Non-inferiortly citerion bs not mat for perotnt achinuing 4-fold ries in anti-PRN Post-Dose 4 Pentacel
vaccine reletive to Post-Dose 3 DAPTACEL vactine [upper timit of 85% CI for diference in mtos
{DAPTACEL minus Pentacel} = 13.24%, axceads the non-inferlority erterion of <10%).

In & sepanmts siudly, Suidy PATOS, US infanits wars randomized to receive elther Pentaos! vaccine
or DAPTACEL + [POL + Act4IB vaccines &1 2, 4, 6, and 15+16 months of ege {Teble 1). The pertussis
immune responsas (GMCs and sercoorversion mtes) one month folowing the third 2nd fourth doses
were compared between the two vaccine groups {Table 5). Seroconversion was defined a3 a 4-fold rise
In antfbody ievel (Post-Dose 3/Pre-Doss 1 or Post Dose 4/Pre-Dosa 1). Data on ant-PT nexponess
obiained from an adoquetely spaciic assay wera avalable on only a nonandom subset of study
pariidpants. The subset of study parficipants was represontative of atl study parcipants with regard o
Pre Dose 1, Post-Dose 3 and Post-Dose 4 GMCs of antbodios to FHA, PRN and FIM. For each of the
pariussis sntigans, non-infesiority criteria were met for sermconversion retes end GMCa following Dosa 3
of Pentacel vaccine mlalive to Dose 3 of DAPTACEL vaccine. Following Dose 4 of Pentacel vaccine
relgtive to Dose 4 of DAPTACEL vaccine, non-nfariortty critasia wans met for ail comparisans exoapl for
ent-PRN GMCs [upper imit of 90% C for ratio of GMCs (DAPTACEL/Pentncel) = 2.25]. Whather the
lower 2rt-ARN GMC foflowing Dose 4 of Pentacel vaccine rolative to Oose 4 of DAPTACEL vamine In
US children carrelalag with diminished efficacy of Pentace] vaccine againal pestussis s Lnknown,
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Table 5: Pertuzssis Antibody Responses One Month Following Doses 3 and 4 of Pentacel Vocdne
or DARTAGEL + [POL + AciHB Veccinas In US Infants Vaccinziod at 2, 4, 8, and 15-18 Months of
Age in Bhudy P3T00

I-'oﬂ-ﬂmsl PostDosed FostDosed
M+m et Vs DAFFACEL +
| Vascine ActHIB Visesines |
N=143 u-m-«l N=113 N= 127128
% o581 a73 9384 9.3
achisving 4-fold rise”
GMC (ElAmL) 10282t 6188 107.86% 100.28
NeME-e n-md.nis N = 230-307 N = 237347
AntiFHA
% achioving 4-foid #ise* 81.6§ 805 884" 783
GNC (EUimL) 73.68% 22 107.94* 402
% achisving &-fotd TAZS 754 27 58.3
[
GMC 36.05§ 4325 BaSott 188,07
%Nachiovingdfaldeiso"| 917§ 833 5™ 91.6
m 268,555 29718 55330 51354

Por Protocol immunogernicity poputation for ant-FHA, ent-PRN, 2nd ent-FM.
Non-random subset of per Protocol bmmunogenicity populstion for antHPT. Soo toxt for further
information on the subset evaluaied,

* Fold rise was celculated as Post-Oose ¥Pre-Dose 1 antibody lovel or Post-Dosa 4/Pro-Dose 1 anfibody
lavel

T Percent achiaving 4-fold rize or GMC Poai-Doso 3 Pentace) vaccine not inferior to Post-Dosa 3
DAPTACEL vaccine (upper limit of 85% Ci for GMC ratio {DAPTACEL/Pentacel) <1.5 and upper imkt of
95% Cl for difarences In ratos (DAFTAGEL minus Pentacel) <10%).

+ Parcant achisving 4<fold rise or GMC Post-Dosa 4 Pertzcs] veccine not nfiaior to Post-Oosa 4
DAPTACEL vaceine [upper Emil of 85% Ci for GMC ratio {DAFTACEL/Pentacel) <1.5 and upper limit of
95% Ci for differences in reiss (DAPTACEL minus Pentacsl) <104%].

§ Percent achisving 4-fold rise or GMC Poat-Dose 3 Pentacel vaccine not inferior to Post-Dioso 3
DAPTACEL vaceine [upper Rrmil of 80% Cl for GMC ratio (DAPTACELPeraacel) <1.52nd upper kmit of
90%% C1 for differences in riss (DAPTACEL minus Pantacal) <10%).

** Percem achiaving 4-fold rise or GMC PostDose 4 Pantacel vaccine not tferior 1o Post-Dose 4
DAPTACEL vaccine [uppec Rmit of 0% C1 for GMC vatio (DAPTACEL/Pentace]) <1.5 and uppar imi
of 80% CI for dfferances th rtes (DAPTACEL minus Pentacel) <10%].

1T Non-inforiorty critarion i not mel for GMGC Posl-Doss 4 Pentacel vaccine relative to PostDose 4
DAPTACEL viccin [upper fimil.of 80% Cl for GMC retio {DAFTACE] Pentacel) = 2.25, which
excends the non-infariority criterion of <1.6).

144 Pollomyalitia

In Study P2TOE [Thbla 1), n which infants ware randomized 4o recelve the frst thre doses of
Pentacel vaccine or DAPTACEL + IPOL + ActHIB vaccines i 2, 4, and & montha of age, one month
following tha third dose of study vaccines, 209.4% of particlpants. b both groups
{Pentacel: N =338-350), (DAPTACEL + [POL + ActHIB: N = 1,050-1,057) achiaved neutraltzing anbody
tevels of 21:8 for Pollovinus types 4, 2, and 3.

tn Study 494-01 (Tabia 1), In which infants wers randomized to receive Pertacel vaccine or HCPDT
+ POLIOVAX + ActHIB vesecirvers, GEMT (4/di) of amibodies to Pollovinus types 1, 2, end 3 ono month:
foBowing Do 4 of Pamacsl vaccine {N = B51-857) wesa 2,304, 4,178, and 4,415, mepactively. and one
month fallowing Dosa 4 of POLIOVAX, vaccine (N = 284-207) wera 2,230, 2 840, and 3,300, respectivaly.

14.3 Invasive Disemse due to H Inflvenzes Type b

Ant-PRP ssroprotection rates and GMCa one month ollewing Dose 3 of Pentace] vaccine or
seperately admindetared AcHID waccine In mudies 404.01, F3T08, end M5A10 e presested In Table 6.
In Study 484-01, non-interiortly criteria were not met for the propartion of pavilcipants who schievad an
entPRP level 1.0 mogiml and fior 2ni-PRP GMCs folowing Pentacel vaccine comperad with
sapamisly administered ActHIB vaccine. tn each of Sindies PIT06 and M5A10, the non inferiorlty
critarion was met for the proportion of participants who echieved an antkPRP level 1.0 meg/ml following
Pentace! vaccine compared with seperately sdninktersd ActHIB vaccing. In Suudy M5A10, the non-
inferiortly eriarion was met for ant-PRP GMCs foliowing Pentace! vaccine compared wih separmiely
administared AGHIB vaccine.

Takle §: Anti-PRP Ssroproteciian Ratos and GMCa Ona Month Following Thres Doses of Pertecal
Vaccine or Soparate DTaP + [PV + ActHIB Veccinas Administered at 2, 4, end 6 Months of Age In
Studios 404-01, P3T0S, and MSA10

| Stedyded
+* +
ActHIB Vaccines
N=1127 N=d01
% achisving ant-PRP 20.15 mog/mL A" 98,3
% achioving ant-PRF 21.0 megimL 7991 888
Anti-PRP GMC (mog/ml) 3.18¢ 623
Partoe |
DAPTACEL + IPOL + |
Pantacel Vaccine ActHIB Vaccines
N=385 N= 1.1”
% achieving ant-PRP 20.15 meg/mL 923" 933
%, achieving ant-PRP 21.0 meg/mL 21 708
Anti-PRP GMC {mog/mL) 2315 229
Study MGAID
+ +
Pentacel Vaccine ActHIB Vaceines
N=082¢ Noa2i

% echveving anB-PRP 20.16 mog/mL o8 0.3
% achieving anti-PRP 21.0 mcg/mL 75.4% 748
Anti-PRP GMC (mog/mL) 252t 238

Pur Profocal Immunageniciy poputstion for sl sludlas.
PV indicates Pollovirus Viaccine inectivated.

* Parcent achieving spaciied love) foliowing Pertiace! veosine nat inferior to ActHIB veocine [uuppor imbt of

EXHIBIﬁﬂmdmmmMﬂBMaWn <10%).
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T Non-nfesiorfty tritarion not mat for percent achisving ant-PRP 21.0 mog/mL following Pentacel vaccine
relative to ActHIH vaccine [tepper mit of 9095 Ci for difarance in rates {ActHIB minss Pertacel), 12.9%,
exceeds the non-inferiority critarion <10%).

$ Non-infiariority criterion not met for GMC following Pentcel veodns relative to ActHIE vaccing
fimit of 90% Cl of GMC ratio (ActHIBPentzcel), 228, exoseds the non-infarionly aierion 1.5,

§ Nondnforiosity calterion not pre-epacified,

™ Petcent achisving spacifisd lavel following Pentacel virccina not inferier to AcHIB vaccine [upper imi
of 95% Cl for (Efsmnce in retes (ActHIB minus. Pantacel) <10%}.

11 GMC following Pantzcel vaccine not infirior o ActHIB vaccine [upper fimit of 9O0% C1 of GMC ratio

(ActHIEPentacety<t 5,

In Situdy 464-01, at 15 months of age prior to recsipt of Doss 4 of study vaccinea, 88.6% of
Perdacel vaccine meipients (N =829) and 80.8% of separsiely sdministenad AczHIB vancing reciplents
(N = 276} had an anti-PRP lsve! 20.15 meg/mi. Following Doee 4 of siudy vaccines, 98.2% of Pentacel
vaccing reciplents (N = 874) and 82.0% of seperately administared ActHIB vaceina reciplants (N = 284)
had an ent-PRP lovel 1.0 mog/mL.

In Study P3TOE, &t 15 nonths of age prior ta receipl of Dosa 4 of study vaccnes, 85.4% of
Pertacel vaccine maiplents (N & 335) and 60.7% of sepamtaly administered ActHIB vaccing necipients
[N'=323) had an ani-PRIP lave! 20.15 megint., Following Dose 4 of study vaccines, §7.8% of Pentacsl
ucdmwbmm=mjmes.9$duummmmmmm=m
had an ani-PRP level 21.0 megiml.

14.8 Concomitantly Adntinisterad Vaccines

In Study P3T06, (Table 1) thers was no evidence for reduced antibody respanses & hepatitis B
vaccine {peroent of paricipants with anti-HBsAg 210 nilVil. and GMCs) or PCVT (percent of
participants with antibody levels 20.15 megimt. and 20,5 megml end GMCa to sach serctypa)
administered conoomitartly with Pentacel vaccine (N = 321-326) refativa tp these vaocines administersd
concomitartly wih DAPTACEL + {POL + ActHIB vaccines (N = §58-1,023), The Immunia responses 1o
hepatiiis B vaccle and PCV7 were evalusted one month lollowing the thind dose.

In Study 494-03, (Table 1) there was no evidence for Interference b tha immune msponse to the
fourth dose of PCV7 (percant of participants with entibady levels 20.15 mog/mL and 20.5 mog/mi. and
GMCs to each serolype) administered a1 15 months of age concomitanty with Pentacel vaccine (N =
155) refative to this vaccine edministersd concomitantly with MMR and varosila vactines (N = 158),
There was no evidencs for Interference in the Immune rmeponse to MMR and varicatia vaccines (percent
of particioants with pre-spacified sezoresponso level) administerad at 15 months of age concomitantly
with Portacel vaccine (N = 154) retative to thess veccines adminisiersd concomitanty with PCV? (N=
144). The Immane responses to MMR, varicella vaccine and the fourth dose of PGVT wene eatustad
one month pestasecnation.
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16  HOW BUPPLIEDVSFORAGE AND HANDLING

The viel stoppers for the D¥aP-iPV and AcHE vaccine componants of Pentacel are nat made
with natural rubber kstax.

5 Doso Patkage [NDC No. 40281-510-05) containing 5 vials of DTePPV componsrd {NDC No,
48281-560-05) o be used o reconstiiute 5 single dase vials of yophiitned ActHIR vaccine companant
(NDC No. 49281-545-15).

Panmacal vaccine should be stomd at 2“ to B*C (35" 10 46°F}. Do nat freaze. Product which has
been axposad to freezing should not be usad. Do nol use aftsr expingtion date shown on the kzbel,
Pentacel vaccing should be used Immediately aftsr reconstitution,

17 PATIENT COUNSELING INFORMATION

Bofore administration of Pentaoce! vaccine, health-cars parsonnel should infiorm the parent or
guardian of the banefits and risks of the veccine and the Importance of compieting the thmunization
saries uniass a conbraindication to further immunization exists.

The heaith-care provider should inform the parent or quandtan aboul the potentizl for rdverse
reactions Hhak howe been lemporally associaind with Pentace! vaccine or other vacnines containing
simliar ingredients, The health-care provider should provide the Viasccina nformation Ststamunts (VIS)
which sre required by the National Chikitzood Vaccine Injury Act of 1888 to bo givan with each
Imnunization. The parent or guardian shouid be bnstructad to report advess feactions to thelr heaith-

Ao pravidar.
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlighis do not include all the Information neaded to use
::’Q"“mm effectively. Sea full prescrbing Information

ProQuad®

Measlos, Mumpa, Rubella and Varicella Virus Vaccine Live
Suspension for subcutaneous injection

initial L.5. Approval: 2005

=ereseercssemmnnnnnannan  NDICATIONS AND USAGE
ProQuad s & vaccine indicated for aclive immunization for the
prevention of measles, mumps, rubella, and varicella in children 12
manths through 12 years of age. (1)

DOSAGE AND ADMINISTRATION

A 0.5-mL dose for subcutaneous injaction only. (2.1)

» The first dose is usuelly administered at 12 i 15 moniths of age.
2.1)

= A second dose, if needed, is usually administered at 4 to 8 years
of age. (2.1)

DOSAGE FORMS AND STRENGTHS

Suspension for injection (0.5-mL dose) supplied as a lyophilized
vaccine to be reconstituled using only accompanying sterile diluent

(2.2,3)

CONTRAINDICATIONS
= History of anaphylactic reaciion o neomycin or hypersensitivity to
gelatin or any other component of the vaccine. (4.1)

Primary er acquired immunodefidency states. (4.2)

Family history of cangenital ar hereditary immunodeficiency. (4.2)
Immunosuppressiva therapy. (4.2, 7.3)

Active untreated lubarculosls or febrile ilness (>101.3°F
or >38.5°C). (4.3)

¢ Pregnancy. (4.4, 8.1, 17)

WARNINGS AND PRECAUTIONS

=  Administration of ProQued (dose 1) to children 12 to 23 menths
old who have not been previously vaccinated against measles,
mumps, rubella, or varicella, nor had a history of the wild-type
infactions, ia associated with higher rates of fever and fabrile
seizures at 5 to 12 days after vaccination when compared fo
chikéren vaccinated with M-M-R® Il and VARIVAX® administered
saparately. (5.1, 6.1, 6.3)

e Use caution when administering ProQuad to children with & history
of cerabral injury or selzures or any other conditian in which stress
dus to fevar should be avoided. (5.2)

= Use caution when administering ProQuad to children with
anaphylaxis ar immediate itivity to oggs (5.3) ar contact
hypersensifivity to necmycin. (5.4)

* Use caution Mueﬂ5 administering ProQued to children with
thrombocytopenia. (5.5)

* Avold close contact with high-risk individuals susceptible to
varicella since tranmmission of varicella vaccine virus may oceur
betwesn vactinees and susceptible contacts. (5.8)

= Defer vaccination for at least 3 months following bleod or plasma
transfusions, or administraion of immune globuling (1G). (5.9, 7.1}

s Avold using salicylates for 6 weeks after vaccination with
ProQuad. (6.1, 7.2, 17}

« Avaid pregnancy for 3 months following vaccination with measles,
mumps, rubella, and/or varicsila vaccines. (8.1, 17)

ADVERSE REACTIONS

» The most frequent vaccine-related adverse events reported in
25% of subjects vaccinated with ProQuad were:

* injection-site reactions (peinftendemess/soroness,
erythema, and swelling)

o fewver

o initabllity. (6.1)

+  Systemic vaccine-related adverse events thet were reported at a
significantly greater rate In reciplenis of ProQuad than in
recipients of the component vaccines administered cancomitantly
ware;

v fover
o  measles-ike rash. (6.1)

To report SUSPECTED ADVERSE REACTIONS or exposure during
pragnancy or within three months prior to concepilon, contaet
Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc,, at
1877-888-4231 or VAERS at 1-800-822-T96T or
www.vaorshhe.gov.

DRUG INTERACTIONS

* Tubareulin testing should be administered anytime befors,
simultaneously with, or at least 4 to 6 weeks after ProQued. (7.4)

¢  ProQuad may be administered concomitantly with Haemophilus
influenzae type b conjugate vaccine and/or hopatitis B vacdine at
separate injeclion sites. (7.5)

e ProQuad may be administered concomitantly with pneumococcal
T-valent conjugate vaccine andfor hepalils A vaccine
{inactivated) at separate injection sites. (7.5)

USE IN SPECIFIC POPULATIONS
Pregnancy: Do not administer ProQuad to females who are pregnant;
the possible effects of the vaccine an fstal develapment are unknown
at this ime. (8.1)

See 17 for PATIENT COUNSELING INFORMATION.
Revised: 10/2015
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“Sections or subseclions omitted from the full prescribing information
are nol listed.

FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

ProQuad® is @ vactine indicated for active immunization for the prevention of measles, mumps,
rubella, and varicella in children 12 months through 12 years of age.

2 DOSAGE AND ADMINISTRATION

21 Recommended Dose and Schedule

FOR SUBCUTANEOUS ADMINISTRATION ONLY

Each 0.5-mL dose of ProQuad is administered subcutaneously.

The first dose is usually administered at 12 to 15 months of age but may be given anytime through 12
years of age.

If a second dose of measles, mumps, rubella, and varicslla vaccine is needed, ProQuad may be used.
This dose is usually administered at 4 to 6 years of age. At least 1 month should elapse between a dose
of a measles-containing vaccine such as M-M-R® |l (measlss, mumps, and rubella virus vaccine live) and
a dose of ProQuad. At least 3 months should slapse between a dose of varicslla-containing vaccine and
ProQuad.

22 Preparation for Adminlstration

CAUTION: Preservatives, antiseptics, detergents, and other anti-viral substances may inactivate the
vaccine. Use only sterile syringes that are free of preservatives, antiseptics, detergents, and other
anti-viral substances for reconstitution and injection of ProQuad.

Withdraw the entire volume of the supplied diluent into a syringe. Use only the diluent supplled with
the vaccine since it is free of preservatives or other anti-viral substances.

Inject the entire content of the syringe into the vial containing the powder. Gently agitate to dissolve
completely.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration. Visually inspect the vaccine before and aftar reconstitution prior to administration. Before
reconstitution, the lyophilized vaccine is a white to pale yeliow compact crystalline plug. ProQuad, when
reconstituted, is a clear pale yellow to light pink liquid.

Withdraw the entire amount of the reconstituted vaccine from the vial into the same syringe and inject
the entire volume, ‘

TO MINIMIZE LOSS OF POTENCY, THE VACCINE SHOULD BE ADMINISTERED IMMEDIATELY
AFTER RECONSTITUTION. IF NOT USED IMMEDIATELY, THE RECONSTITUTED VACCINE MAY
BE STORED AT ROOM TEMPERATURE, PROTECTED FROM LIGHT, FOR UP TO 30 MINUTES.
DISCARD RECONSTITUTED VACCINE IF IT IS NOT USED WITHIN 30 MINUTES.

2.3 Maethod of Administration

Inject the vaccine subcutaneously into the outer aspect of the deltoid region of the upper arm or into
the higher anterolateral area of the thigh.
Use With Other Vaccines

Use different injection sites to administer each vaccine if other vaccines are administered
concomitantly. [See Drug Interactions (7.5).]

3 DOSAGE FORMS AND STRENGTHS

ProQuad is a suspension for injection supplied as a 0.5-mL single dose vial of lyophilized vaccine to
be reconstituted using the sterile diluent supplied [see How Supplied/Storage and Handling (16)].

4  CONTRAINDICATIONS

4.1 Hypersensitivity

Do not administer ProQuad to individuals with a history of anaphylactic reactions to neomycin. f
vaccination with ProQuad is medically necessary for such individuals, they are advised to consult an
allergist or immunologist and should receive ProQuad only in settings where anaphylactic reactions can
be appropriately managed.

2
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Do not administer ProQuad to individuals with a history of hypersensitivity to gelatin or any other
component of the vaccine or following previous vaccination with ProQuad, VARIVAX® (varicella virus
vaccine live), or any measles-, mumps-, or rubella-containing vaccine fsee Description (11) and Wamings
and Precautions (5) for exceptions].

4.2 Immunosuppression

Do not administer ProQuad to individuals with blood dyscrasias, leukemia, lymphomas of any type, or
other malignant neoplasms affecting the bone marrow or lymphatic system; or to individuals on
immunosuppressive therapy (including high-dos  stemic corticosteroids) [see Drug Interactions (7.3)].
Vaccination with a live, attenuated vaccine, such as varicella, can result in a more extensive
vaccine-assoclated rash or disseminated disease In individuals on immunosuppressive drugs. ProQuad
may be used by individuals who are recelving topical corticosteroids or low-dose corticosterolds, as are
commonly used for asthma prophylaxis or in patients who are receiving corticosteroids as replacemant
therapy, e.g., for Addison's disease.

Do not administer ProQuad to individuals with primary and acquired immunedeficiency states,
including AIDS or other clinical manifestations of infection with human immunodeficiency viruses; cellular
immune deficiencies; and hypogammaglobulinemic and dysgammaglobulinemic states. Measles inclusion
body encephalitis, pneumonitis, and death as a direct consequence of disseminated measles vaccine
virus infection have been reported in severely immunocompromised individuals inadvertently vaccinated
with measles-containing vaccine. In addition, disseminated varicella vaccine virus infection has been
reported in children with underlying immuncdeficiency disorders who were inadvertently vaccinated with
varicella-containing vaccine {1}.

Do not administer ProQuad to Individuals with a family history of congenital or hereditary
immunodeficiency, unless the immune competence of the potential vaccine recipient is demonstrated.

43 Concurrent liiness

Do not administer ProQuad to individuals with active untreated tuberculosis or to individuals with an
active febrile illness with fever >101.3°F (>38.5°C).
44 Pregnancy

Do not administer ProQued to individuals who are pregnant; the possible effects of the vaccine on
fetal development are unknown at this time [see Use in Specific Populations (8.1)].

5 WARNINGS AND PRECAUTIONS

5.1 Fever and Febrile Selzures

Administration of ProQuad (dose 1) to children 12 to 23 months old who have not been previously
vaccinated against measles, mumps, rubeslla, or varicella, nor had a history of the wild-type infections, is
associated with higher rates of fever and febrile seizures at 5 to 12 days after vaccination when compared
to children vaccinated with dose 1 of both M-M-R H and VARIVAX administered separately fsee Adverse
Reactions (6.3)].
5.2 History of Cerebral Injury or Selzures

Exercise caution when administering ProQuad to persons with a history of cerebral injury, individual or
family history of convulsions, or any other condition in which stress due to fever should be avoided.
Healthcare providers should be alert to the temperature elevations that may aceur following vaccination.
5.3 Hypersensitivity to Eggs

Live measles vaccine and live mumps vaccine are produced in chick embryo celi culture. Persons with
a history of anaphyiactic or other immediate hypersensitivity reactions (e.g., hives, swelling of the mouth
and throat, difficulty breathing, hypotension, or shock) subsequent to egg Ingestion may be at an
enhanced risk of immediate-type hypersensitivity reactions after receiving vaccines containing traces of
chick embryo antigen. Carefully evaluate the potential risk-to-benefit ratio before considering vaccination
in such cases. Such individuals may be vaccinated with extreme caution; adequate treatment shouid be
readily available should a reaction occur [see Contraindications (4.1)] {2}.

Children with egg allergy are at low risk for anaphylactic reactions to measles-containing vaccines
(including M-M-R 1), and skin testing of children allergic to eggs is not predictive of reactions to M-M-R II
vaccine. Persons with allergies to chickens or feathers are not at increased risk of reaction to the vaccine

{2}
3
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5.4 Contact Hypersensitivity to Neomycin

Most often, neomycin allergy manifests as a contact dermatitis, which is not a contraindication to
receiving measles-, mumps-, rubella-, or varicella-containing vaccine.
55 Thrombocytopenia

Carefully evaluate the potential risk-to-benefit ratio before considering vaccination with ProQuad in
children with thrombocytopenia or in those who experienced thrombocytopenia after vaccination with a
previous dose of measles, mumps, rubella, and/or varicella vaccine. No clinicai data are available
regarding the development or worsening of thrombocytopenia in individuals vaccinated with ProQuad.
Cases of thrombocytopenia have been reported after primary vaccination with measles vaccine; measles,
mumps, and rubella vaccine; after varicella vaccination; and following re-vaccination with measles
vaccine or M-M-R ll [see Adverse Reactions (6.2)].

5.6 Use for Post-Exposure Prophylaxis

The safety and efficacy of ProQuad for use after exposure tc measles, mumps, rubella, or varicella
have not been established.

5.7 Use in HiV-infected Children

The safety and efficacy of ProQuad for use in children known to be infected with human
immunodeficlency viruses have not been established.
5.8 Risk of Vaccine Virus Transmission

Post-licensing experience with VARIVAX suggests that transmission of varicella vaccine virus may
occur between healthy vaccine recipients (who develop or do not develop a varicella-ike rash) and
contacts susceptible to varicella, as well as high-risk individuals susceptible to varicella.

High-risk individuals susceptible to varicella include:

¢  Immunocompromised individuals;

= Pregnant women without documented positive history of varicella (chickenpox) or laboratory
evidence of prior infection;

¢ Newbom infants of mothers without documented positive history of varicella or laboratory
evidence of prior infection and all newbom Infants born at <28 weeks gestation regardiess of
maternal varicella Immunity.

Vaccine recipients should attempt to avold, to the extent possible, close association with high-risk
individuals susceptible to varicella for up to 6 weeks following vaccination. In circumstances where
contact with high-risk individuals susceptible to varicella is unavoidable, the potential risk of transmission
of the varicella vaccine virus should be weighed against the risk of acquiring and transmitting wild-type
varicella virus,

Excretion of small amounts of the live, attenuated rubella virus from the nose or throat has occurred in
the majorily of susceptible individuals 7 to 28 days after vaccination. There is no confirmed evidence to
indicate that such virus s transmitted to susceptible persons who are in contact with the vaccinated
individuals. Consequently, transmission through close personal contact, while accepted as a thearetical
possibility, is not regarded as a significant risk. However, transmission of the rubella vaccine virus to
infants via breast milk has been documented [see Use in Specific Popuiations (8.3)].

There are no reports of transmission of the more attenuated Enders’ Edmonston strain of measles
virus or the Jeryl Lynn™ strain of mumps virus from vaccine recipients to susceptible contacts.

59 Immune Globulins and Transfusions

immune globulins (IG) administered concomitantly with ProQuad contain antibodies that may interfere
with vaccine virus replication and decrease the expected immune response. Vaccination should be
deferred for at least 3 months following blood or plasma transfusions, or administration of IG.

The appropriate suggested interval between transfusion or IG administration and vaccination will vary
with the type of transfusion or indication for, and dose of, IG (e.g.. 5 months for Varicella Zoster Immune
Globulin [VZIG]) {2}. Following administration of ProQuad, any IG including VZIG should not be given for
1 month thereafter unless its use cutweighs the benefits of vaccination {2). [See Drug Interactions (7.1).]
§.10 Risk of Transmisslon of Creutzfeldt-Jakob Disease and Other Adventitious Agents

This product contains albumin, a derivative of human blood. Based on effective donor screening and
product manufacturing processes, It carries an extremely remote risk for transmission of viral diseases.
Although there is a theoretical risk for transmission of Creutzfeldt-Jakob disease (CJD), no cases of
transmission of CJD or viral disease have ever been identified that were associated with the use of
albumin. The cells, virus pools, bovine serum, and human aibumin used in manufacturing are ali

4
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evaluated and tested to provide assurance that the final praduct is free of potential adventitious agents
[see Description (11)].

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

Because clinicai trials are conducted under widely varying conditions, adverse reaction rates observed
in the clinical trials of a vaccine cannot be directly compared to rates in the clinical trials of another
vaccine and may not reflect the rates observed in practice. Vaccine-related adverse reactions reported
during clinical trials were assessed by the study investigators to be possibly, probably, or definitely
vaccine-related and are summarized below.

£ &3 0y ae yvno ‘jg-f‘ o a i e 1)0S8 i'l'!&_ B¢

ProGuad was administered to 4497 children 12 through 23 months of age involved in 4 randomized
clinical trials without concomitant administration with other vaccines, The safety of ProQuad was
compared with the safety of M-M-R Il and VARIVAX given concomitantly (N=2038) at separate injection
sites. The safety profile for ProQuad was similar to the component vaccines. Children in these studies
were monitored for up to 42 days postvaccination using vaccination report card-aided surveillance. Safety
follow-up was obtained for 98% of children in each group. Few subjects (<0.1 %) who received ProQuad
discontinued the study due to an adverse reaction. The race distribution of the study subjects across
these studies following a first dose of ProQuad was as follows: 65.2% White; 13.1% African-American;
11.1% Hispanic; 5.8% Aslan/Pacific; 4.5% other; and 0.2% American indian. The raciat distribution of the
control group was similar to that of the group who received ProQuad. The gender distribution across the
studies following a first dose of ProQuad was 52.5% male and 47.5% female. The gender distribution of
the control group was simiiar to that of the group who received ProQuad, Vaccine-related Injection-site
and systemic adverse reactions ohserved among recipients of ProQuad or M-M-R Il and VARIVAX at a
rate of at least 1% are shown in Table 1. Systemic vaccine-related adverse reactions that were reported
at a significantly greater rate in individuals who received a first dose of ProQuad than in individuals who
received first doses of M-M-R Il and VARIVAX concomitantly at separate injection sites were fever
(2102°F [238.9°C] oral equivalent or abnormal) (21.5% versus 14.9%, respectively, rigk difference 6.6%,
95% Cl: 4.8, 8.5), and measles-like rash (3.0% versus 2.1%, respectively, risk difference 1.0%, 95% ClI:
0.1, 1.8). Both fever and measles-like rash usually occurred within 5 to 12 days following the vaccination,
were of short duration, and resolved with no long-term sequelae. Painftendemess/soreness at the
injection site was reported at a statistically iower rate in individuals who received ProQuad than in
individuals who received M-M-R Il and VARIVAX concomitantly at separate injection sites (22.0% versus
26.8%, respectively, risk difference -4.8%, 95% CI: -7.1, -2.5). The only vaccine-related injection-site
adverse reaction that was more frequent among recipients of ProQuad than recipients of M-M-R Il and
VARIVAX was rash at the injection site (2.4% versus 1.6%, respectively, risk difference 0.9%, 95% Ci:
0.1, 1.5).

Table 1: Vaccino-Related Injection-Site and Systemic Adverse Reactions
Reportod in 21% of Children Who Recelved ProQuad Dose 1 or M-M-R I and VARIVAX

ﬁi!hﬂﬂmhsofgg‘ﬂhﬂ%l’oﬂnﬁmﬁm]

ProQuad M-M-R Il and VARIVAX
(N=4497) {N=2038)
Adverse Reactions (m:u) (lﬂ;zﬁ'n
Site*
Painftenderness/screness’ 220 26.7
Erythema' 44 15.8
Swelling® 8.4 0.8
Ecchymosis 1.5 23
Rash 23 15
Sysfemic
Faver* 215 14.9
Invitability 6.7 6.7
Maasles-like rash! 3.0 241
Varicella-lke ragh! 2.1 22
Rash (not atherwise spetified) 1.6 14
Upper respiratory infection 1.3 1.1
5
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Viral exantheme: 1.2 1.4

Diarhaa _ 1.2 1.3 B
* Injaction-site adverse reactions for M-M-R [l ard VARIVAX are based on occumence with afther
of the vaccines administered.
¥ Designates a solicited adverse reaction. Injection-site adverse reactions were soliciled only from
Days0h4poslvaednabm
* Temperature reporied as elevated (2102°F, orel equivalent) or abnormal,
N = number of subjects vaccinated.

n = number of sublacts with aafety follow-up.

Rubella-like rashes were observed in <1% of subjecis following a first dose of ProQuad.

In these clinical trials, two cases of herpes zoster were reported among 2108 healthy subjects 12
through 23 months of age who were vaccinated with their first dose of ProQuad and followed for 1 year.
Both cases were unremarkable and no sequelae ware leporhed

_ 15 R a Seco :

in 5 clinical trials, 2780 healthy chlldran were vaocinated wuh ProQuad (dosa 1) at 12 to 23 months of
age and then administered a second dose approximately 3 to 9 months {ater. The race distribution of the
study subjects across these studies following a second dose of ProQuad was as follows: 64.4% White;
14.1% African-American; 12.0% Hispanic; 5.9% other; 3.5% Asian/Pacific; and 0.1% American Indian.
The gender distribution across the studies following a second dose of ProQuad was 51.5% male and
48.5% female. Children in these open-label studies were monitored for at least 28 days postvaccination
using vaccination report card-aided surveiilance. Safety follow-up was obtained for approximately 97% of
children overall. Vaccine-related injection-site and systemic adverse reactions observed after Dose 1 and
2 of ProQuad at a rate of at least 1% are shown in Table 2. In these trials, the overall rates of systemic
adverse reactions after ProQuad (dose 2) were comparable to, or lower than, those seen with the first
dose. In the subset of children who received both ProQuad dose 1 and dose 2 in these trials (N=2408)
with follow-up for fever, fever 2102.2°F (238.9°C) was observed significantly tess frequently days 1 to 28
after the second dose (10.8%) than after the first dose (19.1%) (risk difference 8.3%, 95% Cl: 6.4, 10.3).
Fevers 2102.2°F (238.9°C) days 5 to 12 after vaccinations were also reported significantly less frequently
after dose 2 (3.9%) than after dose 1 (13.6%) (risk difference 9.7%, 95% CI: 8.1, 11.3). In the subset of
children who received both doses and for whom injection-site reactions were reported (N=2679),
injection-site erythema was noted significantly more frequently after ProQuad {dose 2) as compared to
ProQuad (dose 1) (12.6% and 10.8%, respectively, risk difference -1.8, 85% ClI: -3.3, -0.3); however, pain
and tenderness at the injection site was significantly lower after dose 2 (16.1%) as compared with after
dose 1 (21.9%) (risk difference, 5.8%, 95% CI: 4.1, 7.6). Two children had febrile seizures after ProQuad
(dose 2); both febrile seizures were thought to be related to a concurrent viral illness [see Adverse
Reactions {6.3) and Clinical Studies (14)]. These studies were not designed or statistically powered to
detect a difference in rates of febrile seizure between recipients of ProQuad as compared to M-M-R It and
VARIVAX. The risk of febrile seizure has not been evaluated in a clinical study comparing the incidence
rate after ProQuad (dose 2) with the incidence rate after concomitant M-M-R Il {(dose 2) and VARIVAX
(dose 2). [See Adverse Reactions (6.1), Chiidren 4 to 6 Years of Age Who Received ProQuad Afier
Primary Vaccination with M-M-R Il and VARIVAX ]

Table 2: Vaccina-Relatod Injoction-Site and Systemic Adverse Reactions
Reported In 21% of Children Who Received ProQuad Dose 1 at 12 to 23 Months of Age and Dose 2

at 18 to 31 Months of Age {1 to 28 Days Postvaccination)
ProGuead ProQuad

Dose 1 Dose 2
Adverse Reactions (N=3112) (N=2780)
(n=3019) (n=2695)
N % %

Injection-Site _

Painflendemess/soreness* 214 158

Erythama” 10.7 124

Swelling* 8.0 85

Injection-site bruising 1.1 0.0
Systamic

Fover*! 204 83

Intitability 60 24

Measlas-lika/Ruballa-like rash 4.3 0.9
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Varicella-like/Vesicular rash 1.6 0.1
Diarthea 13 06
Upper respiratory Infection 13 1.4
Rash (not olherwise spacifisd) 1.2 0.6
Rhinorrhea 1.1 1.0
* Designates a solicitad adverse reaction, Injection-site adversa reactions were solicited only from
Days 1 to 5 postvaccination.

' Temperature reported as elevated or abnormal.
N = number of subjecis vaccinated.
n = pumber of subjects with safety follow-up.

In a double-blind clinical frial, 799 healthy 4- to 6-year-old children who received M-M-R Il and
VARIVAX at least 1 month prior to study entry were randomized to receive ProQuad and placebo
(N=399), M-M-RIl and placebo concomitantly (N=205) at separate injection sites, or M-M-R Il and
VARIVAX (N=195) concomitantly at separate injection sites [see Clinical Studies (14)]. Children in these
studies were monitored for up to 42 days postvaccination using vaccination report card-aided
surveillance. Safety follow-up was obtained for >88% of children in each group. The race distribution of
the study subjects following a dose of ProQuad was as follows: 78.4% White; 12.3% African-American;
3.8% Hispanic; 3.5% other; and 2.0% Aslan/Pacific. The gender distribution following a dose of ProQuad
was 52.1% male and 47.9% female. Injection-site and systemic adverse reactions observed after Dose 1
and 2 of ProQuad at a rate of at least 1% are shown in Table 3. [See Clinical Studies (14).]

Table 3: Vaccine-Related Injaction-Site and Systemic Adverse Reactions
Reported in 21% of Children Previously Vaccinated with M-M-R I and VARIVAX
Who Received ProQuad + Placebo, M-M-R | + Placebo, or M-M-R [l + VARIVAX

at 4 to 6 Years of Agte {1 {0 43 Days Postvaccination)

ProQuad + Piaceba| M-M-R il + Placebo M-M-R I+
{N=389) (N=205) VARIVAX
Adverse Reactions {n=397) {n=205) (N=1085)
% % (n=,1‘03)
Systernic
Fever? 25 20 4.1
Cough 1.3 0.5 05
Irritability 1.0 05 1.0
Headache 0.8 15 16
Rhinorrhea 0.5 1.0 0.5
Nasopharyngitis 0.3 1.0 1.0
Vomifing 03 10 05
Upper respiratory infection 0.0 0.0 1.0
ProQuad | Placebo |M-M-R1l |Plecebo |M-M-RII [VARIVAX
% % % % % %
Injection-Site
Paln* 41.1 345 6.6 341 35.2 36.68
Erytharna™ 244 13.4 15.6 14.1 14,5 156
Swelling® 15.6 81 102 88 7.8 109
Bruising 38 38 24 34 16 21
Rash 1.5 1.3 0.0 0.0 6.5 0.0
Pruritus 1.0 03 0.0 0.0 0.0 1.0
Nodule 0.0 0.0 0.0 0.0 8.0 1.0
* Designates a soficited adverse reaction. Injection-site adverse reactions were sclicited only from Days 1 0 5
pastvactination.
' Temperaiure reported as elevaied (2102°F, oral equivalent) or abnormal,
N = number of subjacts vaccinated.

n = number of subjects with safety follow-up.

EXHIBIT 3
Page 25



Case 3:16-cv-01715-DMS-BGS Document 37-3 Filed 08/05/16 Page 28 of 134

In an open-label clinical trial, 1434 children were randomized to receive ProQuad given with diphtheria
and tetanus toxoids and acellular pertussis vaccine adsorbed {DTaP) and Haemophilus influenzae type b
conjugate (meningocaccal protein conjugate) and hepatitis B (recombinant) vaccine concomitantly
(N=949) or non-concomitantly with ProQuad given first and the other vaccines 6 weeks later (N=485). No
clinically significant differences in adverse events were reported between treatment groups [see Clinical
Studies (14)]. The race distribution of the study subjects who received ProQuad was as follows: 70.7%
White; 10.9% Asian/Pacific; 10.7% African-American; 4.5% Hispanic; 3.0% other; and 0.2% American
Indian. The gender distribution of the study subjects who received ProQuad was 53.6% male and 46.4%
female.

In an open-iabel clinical trial, 1027 healthy children 12 to 23 months of age were randomized to
receive ProQuad (dose 1) and pneumacoccal 7-valent conjugate vaccine {dose 4) concomitantly {N=51 0)
or non-concomitantly at different clinic visits (N=517). The race distribution of the study subjects was as
follows: 65.2% White; 15.1% African-American; 10.0% Hispanic; 6.6% other; and 3.0% Aslan/Pacific. The
gender distribution of the study subjects was 54.5% male and 45.5% female. Injection-site and systemic
adverse reactions observed among recipients of ProQuad administered concomitantly or
non-concomitantly with pneumococcal 7-valent conjugate vaccine at a rate of at least 1% are shown in
Table 4. No clinically significant differences in adverse reactions were reported between the concomitant
and non-concomitant treatment groups fsee Clinical Studies (14)].

Table 4; Vaccine-Related Injection-8ite and Syatemic Adverse Raactions
Reported In 21% of Children Who Received ProQued (dose 1) ConcomHantly or Non-Concomitantly with PCVT" {doso 4)

at tho First Visit {1 to 28 Days Postvaccination)
PCV7

ProQuad + PCV?
(N=510) {N=258) (N=239)
: % % ‘ %
Injectien-Site - ProQusd
Paint 249 NA 24.7
Erythema' 124 NA 11.0
Swelling' 10.8 NIA 75
Bruising 20 N/A 16
Infection-Site - PCV7
Pain® 30.5 20.6 NIA
Erythema' 211 244 N/A
Swalling' 17.9 20.0 N/A
Bruising 16 1.2 N/A
Sysiomic
Fever'* 15.5 10.0 15.3
Measias-ike rash 44 0.8 5.4
Initabiiity as 3.6 3.5
Upper respiratory infection 1.6 0.8 12
Varicella-tike/vesicular rash 1.8 0.0 12
Diarhea 08 1.2 1.2
Vomiting 08 08 1.2
Rash 04 0.0 1.2
Samnalence 0.0 0.0 1.2

* PCV7 = Pneumococcal 7-valent conjugate vaccine, dose 4.

' Designates a solicited adverse reaction. Injection-site adverse reacfions were solicited only from Days 1 1o 6
* Temperature reported as elevaled (2102°F, oral equivelent) ar abnomnal.

N/A = Not applicable,

N = number of subjects vaccinated.

n = number of subjects with safaty follow-up.

{n an open-label clinical trial, 699 healthy children 12 to 23 months of age were randomized to receive
2 doses of VAQTA® (hepatitis A vaccine, inactivated) (N=352) or 2 doses of VAQTA concomitantly with 2
doses of ProQuad (N=347) at least § months apart. An additional 1101 subjects received 2 doses of
VAQTA alone at least 6 months apart (non-randemized), resulting in 1453 subjects receiving 2 doses of
VAQTA alone (1101 non-randomized and 352 randomized) and 347 subjects receiving 2 doses of
VAQTA concomitantly with ProQuad (all randomized). The race distribution of the study subjects following
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a dose of ProQuad was as follows: 47.3% White; 42.7% Hispanic; 5.5% other; 2.9% African-American:
and 1.7% Asian/Pacific. The gender distributicn of the study subjects following a dose of ProQuad was
49.3% maie and 50.7% femaie. Vaccine-related injection-site adverse reactions (days 1 to 6
postvaccination) and systemic adverse events (days 1 to 14 post VAQTA and days 1 to 28 post ProQuad
vaccination) observed among recipients of VAQTA and ProQuad administered concomitantly with VAQTA
at a rate of at least 1% are shown in Tables 5 and 6, respectively. In addition, among the randomized
cohort, in the 14 days after each vaccination, the rates of fever (including all vaccine- and
non-vaccine-related reports) were significantly higher in subjects who received ProQuad with VAQTA
concomitantly after dose 1 (22.0%) as compared to subjects given dose 1 of VAQTA without ProQuad
(10.8%). However, rates of fever were not significantly higher in subjects who received ProQuad with
VAQTA concomitantly after dese 2 (12.5%) as compared to subjects given dose 2 of VAQTA without
ProQuad (9.4%). In post-hoc analyses, these rates were significantly different for dose 1 (relative risk
(RR) 2.03 [96% CI: 1.42, 2.94]), but not dose 2 (RR 1.32 [95% CI: 0.82, 2.13]). Rates of injection-site
adverse reactions and other systemic adverse events were lower following a second dose than following
the first dose of both vaccines given concomitantiy.

Table 8: Vaccine-Related Injection-Site Adverse Reactions
Reported In 21% of Chitdren Who Received VAQTA or ProQuad Concomitantly with VAQTA
1 to 5 Days After Vaccination with VAQTA or VAQTA and ProQuad

Dose 1 Dosa 2
VAQTA ProQuad + VAQTA |ProCuiad + VAQTA
Adverse Reactions (N=1453) VAQTA (N=1301) (N=292)
{n=1412) (N=347) (n=1254) (n=264)
% (n?‘ﬂ) % %
injection-Sife - VAQTA
Painftendemess® 29.2 274 30.1 25.0
Erythema® 135 125 143 1.7
Swelling™ 7.1 9.1 2.0 8.0
Injection-site bruising 1.9 24 1.0 0.8
injection-Site - ProQuad
Painfiondemess* N/A 30.5 N/A 26.2
Eryhema® N/A 13.4 N/A 120
Sweling® N/A 67 NiA 65
Injection-site bruising N/A 15 _ N/A 04

* Dasignates a solicited adverse reaction. Inpebm-ubadvmmcﬁommmﬁdhdoﬂymnayﬂbsmm
N/A = Not applicable.
N = number of subjects vaccinated.

n = number of subjects with safely follow-up.

Table 6: Vaccine-Related Systemic Adverse Reactions
Reported in 21% of Children Who Received VAQTA" or ProQuad Concomitantly with VAQTA
1 fo 14 Days After VAQTA or Vaccination with ProQuad and VAQTA and 1 to 28 Days After Vaccination with ProQuad

_ and VAQTA
Dose 1 Dose 2
Adverse Reactions
Days 1 to 14 Days 11028 Days 1 to 14 Daya 11028
VAQTAY | ProQuad + | ProQuad+ | VAQTA ProQuad + ProGuad +
{N=1453) vAQTA' VAQTA {N=130%) vAQTA! VAQTA!
n=1412) {N=347) (N=347) {n=1254) (N=202) {N=291)
% (n=328) (n=328) % (n=264) (n=2863)
% % % %
Fever*d 87 149 15.2 44 8.0 84
leritability 5.8 7.0 7.3 35 63 53
Messles-like rash 0.0 34 34 0.0 1.1 11
Rhinarrhea 06 27 3.0 0.8 11 27
Diarrhea 15 1.8 24 1.7 04 038
Cough 0.6 21 21 0.2 08 15
Voriting 1.1 _03 0.0 0.8 0.8 1.1

* Sysiemic adverse eventa for subjacts given VAQTA alone were collected for 14 days atian.
t Safsty follow-up for systemic advarse reaclions was 14 days for VAQTA and 28 days for ProQuad + VAQTA.

EXHIBIT 3
Page 27



Case 3:16-cv-01715-DMS-BGS Document 37-3 Filed 08/05/16 Page 30 of 134

! Designates a soliciled adverse reaction.

3 Temperature reporied as elevated or abnarmat.
N = number of subjects vaosinated.

n = number of subjects with safety follow-up.

In an open-abel clinical trial, 653 children 12 to 23 months.of age were randomized to receive a first
dose of ProQuad with VAQTA and pneumccoccal 7-valent conjugate vaccine concomitantly (N=330) or a
first dose of ProQuad and pneumacoccal 7-valent conjugate vaccine concomitantly and then vaccinated
with VAQTA 6 weeks later (N=323). Approximately 6 months later, subjects received either the second
doses of ProQuad and VAQTA concomitantly or the second doses of ProQuad and VAQTA separately.
The race distribution of the study subjects was as follows: 60.3% White; 21.6% African-American; 9.5%
Hispanic; 7.2% other; 1.1% Asian/Pacific; and 0.3% American Indian. The gender distribution of the study
subjects was 50.7% male and 49.3% female. Vaccine-related injection-site and systemic adverse
reactions observed among recipients of concomitant ProQuad, VAQTA, and pneumococcal 7-valent
conjugate vaccine and ProQuad and pneumococcal 7-valent conjugate vaccine at a rate of at least 1%
are shown in Tables 7 and 8, In the 28 days after vaccination with the first dose of ProQuad, the rates of
fever (including all vaccine- and non-vaccine-related reports) were comparable in subjects who received
the 3 vaccines together (3B.6%) as compared with subjects given ProQuad and pneumococcal 7-valent
conjugate vaccine (42.7%). The rates of fever in the 28 days following the second dose of ProQuad were
also comparable in subjects wha received ProQuad and VAQTA together (17.4%) as compared with
gubjects given ProQuad separately from VAQTA (17.0%). In a post-hoc analysis, these differences were
not statistically significant after ProQuad (dose 1) (RR 0,90 [95% Ci: 0.75, 1.09]) nor after dose 2 (RR
1.02 [95% CI: 0.70, 1.51]). No clinically significant differences in adverse reactions were reported among
treatment groups [see Clinfcal Siudies (14)].

Table 7: Vaccino-Related Injection-Site Adverse Reactions
Reported in 21% of Children Who Received ProQuad + VAQTA + PCVT" Concomitently or VAQTA Alone Followed by
ProQuad + PCV7 Concomitantly (1 o 5 Days Aftar a Dose of ProQuad)

Dose 1

Doso 2
Adverse Reactions
VAQTA + VAQTA Alone VAQTA + ProQuad VAQTA Alons
ProQuad + Followed by {N=273) Followed by
PCcvT ProQuad + PCV7 {n=265) ProQuad
{N=330) (N=323) % {(N=240)
(n=311) {n=302) {n=230)
_ % _ & %
i - ProQuad
Pain/tendemess’ 21.2 24.2 18.1 170
Erythems' 135 119 10.6 13.0
Swelling' 7.4 10.9 8.3 1.7
Bruising 1.8 1.3 0.8 04
infection-Sits - VAQTA
Painftandemess! 20.6 15.3 17.5 20.3
Erythema' 9.6 1.7 9.1 127
Swelling? 6.8 9.5 6.1 76
Bruising 1.3 1.1 1.1 1.6
Rash 1.0 0.0 04 04
Injection-Site - PCV7
Painflandemess’ 25.4 276 N/A N/A
i 164 16.6 N/A N/A
Swelling’ 13.2 14.3 N/A NA
Bruising _ 0.6 1.7 N/A N/A_
* PCV7 = Pneurnacoceal 7-velent conjugate vaccine,

T Designates a soficited adverse reaction. Injection-site adverse reaclions were solicited only from Days 1 k 5 posivatcination at
each vaccine injection site.

N/A = Not applicable.

N = number of subjects vaccinated.

n = number of subjects with safety follow-up.

Table 8: Vaccine-Related Systemic Adverse Reactions

Reported in 21% of Children Who Received ProQuad + VAQTA + PCV7* Concomitantly, or VAQTA Alone Followed by
ProQuad + PCV7 Concomitantly (1 to 28 Days After a Dose of ProQuad)
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Dose 1 Dose 2
Adverse Reactions
VAQTA + VAQTA Alone VAQTA + ProQQuad VAQTA Alone
ProQuad + Followed by {N=273) Foltowed by
PCVTY ProQuad + PCV7 (n=265) ProQuad
{N=330) (N=323) % (N=240)
{n=311) (n=302) {n=230)
% % %
Fever'* 264 27.2 9.1 9.6
Irritabifity 4.8 6.3 18 13
Measlez-ke rash’ 23 4.0 0.0 0.0
Varicella-like rash’ 1.0 1.7 0.0 0.0
Ragh (not otherwise specified) 1.3 1.3 0.0 09
Diamrhea 13 13 04 13
Upper respiralory infaction 1.0 1.3 11 09
Viral infection . 10 0.7 0.0 0.0
Rhinorrhea 0.0 0.7 1.1 0.0

* PGV7 = Pneumacaccal 7-velent oonjugale vaccine.
1 Designates a solicited adverse reaction.

* Tamperature reported as elevatad or abnormal.

N = number of subjects vaccinated.

n = number of subjects with safety follow-up.

Reye syndrome following wild-type varicella infection has occcurred in children and adolescents, the
majority of whom had received ealicylates. In all clinical studies of ProQuad or VARIVAX, the
recommendation was made to avoid the use of sallcylates for 6 weeks after vaccination. There were no
reports of Reye syndrome in recipients of ProQuad or VARIVAX during these studies [see Drug
interactions (7.2) and Patient Counseling information (17)].

6.2 Post-Marketing Experience

The following adverse events have been identified during post-approval use of either the components
of ProQuad or ProQuad. Because the events are in some cases described in the literature or reported
voluntarily from a population of uncertsin size, it Is not always possible to reliably estimate their frequency
or establish a causal relationship to vaccine exposure.

rk

Adverse events reported with post-marketing use of ProQuad and/or in clinical studies andlor
post-marketing use of M-M-R [l, the component vaccines, and VARIVAX without regard to causality or
frequency are ?rl:gmaﬂzad below

Atyplcal measles ealdlasls, cellulitis, herpes zoster, infection, influenza, measles, orchitis, parotitis,
resplralory mfection slan infection vancella {vaccine strain).

Anaphylaclmd reacﬂon, anaphylaxis and related phenomena such as angioneurotic edema, facial
edema, and peripheral edema, anaphylaxis in individuals with or without an allergic history.
Psychiatric disorders

Agitation, apathy, nervousness.
Nervous sysfem disorders

Acute disseminated encephalomyslitis (ADEM), afebrile convulsions or seizures, aseptic meningitis
(see below), ataxia, Bell's palsy, cerebrovascular accident, convulsion, dizziness, dream abnormality,
encephaliic (see below), encephalopathy (see below), febrile seizure, Gulllain-Barré syndrome,
headache, hypersomnia, measles inclusion body encephalitis f[see Contraindications (4.2)], ocular
palsies, paraesthesia, polyneuritis, polyneuropathy, subacute sclerosing panencephalitis {(see below),
syncope, transverse myelitis, tremor.

rders

Edema of the ayelid, imitation, necrotizing retinitis (in Immunocompromised individuals), optic neuritis,

retinitis, retrobulbar neuritis.

1
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inth
Ear palq. nerve deafness.
r

BSPj thore and medja al disorders
Bronchlal spasm. bronchitls eplstaxis pneumonitis [see Contraindications (4.3)], pneumonia,
pulmonary congestion, rhinitis, sinusitis, sneezing, sore throat, wheezing.

Ga. stinal d
Abdomlnal pain ﬂamlenoe hemtocheza. mouth ulcer.

Erythema mu[tlforme He-SchﬁnIeIn purpura, herpes simplex, impetigo, panniculitls, pruritus,
purpura skm mduratlon Stevens-dohnson syndrome sunburn,

Arlhntls andfor arthralg!a (usually transientand rarely chronic, see below); musculoskeletal pain;
myalgla paln of the hip, Ieg. or neck swelllng

Injedion-slte complamts (hummg andlor slmglng of short duration, eczema, edema/swelling, hive-like
rash, discoloration, hematoma, induration, lump, vesicles, wheal and fiare), inflammation, lip abnormality,
papillitis, roughness/dryness, stiffness, trauma, varicella-fike rash, venipuncture site hemorrhage, warm
sensation, warm to touch.

Deaths have been reported following vaccination with measles, mumps, and rubeila vaccines;
however, a causal relationship has not been established in healthy individuals. Death as a direct
consequence of disseminated measles vaccine virus infection has been reported in severely
immunocompromised individuals in whom a measles-containing vaccine is contraindicated and who were
inadvertently vaccinated. However, there were no deaths or permanent sequelae reported in & published
post-marketing surveillance study in Finiand involving 1.5 million children and adults who were vaccinated
with M-M-R Il during 1982 to 1993 {3}.

Encephalitis and encephalopathy have been reported approximately once for every 3 million doses of
M-M-R 1l or measles-, mumps-, and rubslia-containing vaccine administered since licensure of these
vaccines. The risk of serious neurological disorders following five measles virus vaccine administration
remains less than the risk of encephalitis and encephalopathy following infection with wild-type measies
(1 per 1000 reported cases) {4,5}.

In severely immunocompromised individuals who have been inadvertently vaccinated with measles-
containing vaccine; measles Inclusion body encephalitis, pneumonitis, and fatal outcome as a diract
consequence of disseminated measles vaccine virus Infection have been reported [see Contraindications
{4.2)]. In this population, disseminated mumps and rubella vaccine virus infection have also been
reported.

Recipients of rubella vaccine may develop chronic joint symptoms. Arthralgia and/or arthritis, and
polyneuritis after wild-type rubella virus infection vary in frequency and severity with age and gender,
being greatest in adult females and least in pre-pubertal children. Following vaccination in children,
reactions in joints are uncommon {0 to 3%) and of brief duration. In women, incidence rates for arthritis
and arthralgia are higher than those seen in children (12 to 26%), and the reactions tend to be more
marked and of longer duration (e.g., months or years). In adolescent girls, the reactions appear to be
intermediate in incidence between those seen in children and adult women.

Chronie arthritis has been associated with wild-type rubslla infection and has been related to
persistent virus and/or viral antigen isolated from body tissues. Chronic joint symptoms have been
reported following administration of rubella-containing vaccine.

There have been reperts of subacute sclerosing panencephalitis (SSPE) in children who did not have
a history of Infection with wild-type measles but did receive measles vaccine. Some of these cases may
have resulted from unrecognized measles in the first year of life or possibly from the measles vaccination.
Based on estimated measles vaccine distribution in the United States (US), the assaciation of SSPE
cases to measles vaccination is about one case per million vaccine doses distributed. The asscciation
with wild-type measles virus infecltion is 6 to 22 cases of SSPE per million cases of measles. The results
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of a retrospective case-controlled study suggest that the overall effect of measles vaccine has been to
protect against SSPE by preventing measles with its inherent higher risk of SSPE.

Cases of aseptic meningitis have been reported {o Vaccine Adverse Event Reporting System
(VAERS) following measles, mumps, and rubella vaccination. Although a causal relationship betwaen
other strains of mumps vaccine and aseptic meningitis has been shown, there is no evidence to link Jeryl
Lynn™ mumps vaccine fo aseptic meningitis.

Cases of thrombocytopenia have been reported after use of measles vaccine; measles, mumps, and
rubella vaccine; and after varicella vaccination. Post-marketing experience with live measles, mumps, and
rubella vaccine indicates that individuals with current thrombocytopenia may develop more severs
thrombocytopenia following vaccination. In addition, individuals who experienced thrombocytopenia
following the first dose of a live measles, mumps, and rubella vaccine may develop thrombocylopania
with repeat doses. Serologic testing for antibody to measles, mumps, or rubella should be considered in
order to determine if additional doses of vaccine are needed [see Wamings and Precautions (5.5)].

The reported rate of zoster in recipients of VARIVAX appears not to exceed that previously determined
in a population-based study of healthy children who had experienced wild-type varicefia {6}. In clinical
trials, 8 cases of herpes zoster were reported in 8454 vaccinated individuals 12 months to 12 years of
age during 42,556 person-years of follow-up. This resulted in a calculated incidence of at least 18.8 cases
per 100,000 person-years. All 8 cases reported after VARIAX were mild and no sequelae were reported.
The long-term effect of VARIVAX on the incidence of herpes zoster is unknown at present.

6.3 Post-Marketing Observational Safety Survelllance Study

Safety was evaluated in an observational study that included 69,237 children vaccinated with ProQuad
12 months to 12 years old. A historical comparison group included 69,237 age-, gender-, and
date-of-vaccination (day and month) matched subjects who were given M-M-RIl and VARIVAX
concomitantly. The primary objective was to assess the incidence of febrile seizures occurring within
various time intervals after vaccination in 12- to 60-month-old children who had neither been vaccinated
against measles, mumps, rubefla, or varicella, nor had a history of the wild-type infections (N=31,298
vaceinated with ProQuad, including 31,043 who were 12 to 23 months old). The incidence of febrile
seizures was also assessed in a historical control group of children who had received their first
vaccination with M-M-R Il and VARIVAX concomitantly (N=31,298, including 31,019 who were 12 to 23
months old). The secondary objective was to assess the general safety of ProQuad In the 30-day period
after vaccination in children 12 months to 12 years old.

In pre-licensure clinical studies, an increase in fever was observed $ to 12 days after vaccination with
ProQuad (dose 1) compared to M-M-RIl and VARIVAX (dose 1) given concomitantly. In the
post-marketing observational surveillance study, results from the primary safety analysis revealed an
approximate two-fold increase in the risk of febrile seizures in the same 5 to 12 day timeframe after
vaccination with ProQuad {dose 1). The incidence of febrile seizures § to 12 days after ProQuad (dose 1)
(0.70 per 1000 children) was higher than that in children receiving M-M-R Il and VARIVAX concomitantly
(0.32 per 1000 children) [RR 2.20, 85% confidence interval (Cl): 1.04, 4.65]. The incidence of febrile
seizures 0 to 30 days after ProQuad (dose 1) (1.41 per 1000 children) was similar to that observed in
children receiving M-M-R Il and VARIVAX concomitantly [RR 1.10 {95% Cl: 0.72, 1.69)]. See Table 9.
General safety analyses revealed that the risks of fever (RR=1.89; 95% Cl: 1.67, 2.15) and skin eruption
(RR=1.68; 95% CI: 1.07, 2.64) were significantly higher after ProQuad (dose 1) compared with those who
recaived concomitant first doses of M-M-R Il and VARIVAX, respectively. All medical events that resulted
in hospitalization or emergency room vislis were compared between the group given ProQuad and the
historical comparison group, and no other safety concems were identified in this study.

Tabte 8: Confirmed Febrile Seizures Days 5 to 12 and 0 to 30 After Vaceination with ProQuad (dose 1) Compared to
Concomitant Vaccination with M-M-R [l end VARIVAX {doae 1) in Children 12 to 60 Months of Age
Time Perfod ProQuad cohort MMR+V cohort Raolative risk (85% C1)

(N=31,288) 298)
n | Incidenceper | n | Incldence per
I __ 1000 1000 _
51012 Days 22 _0.70 10 0.32 2.20 (1,04, 465
0 io 30 Days 44 141 40 1.28 1.10 (0.72, 1.69)

In this observational post-marketing study, no case of tabrile seizure was observed during the 5 to 12
day postvaccination time period among 26,455 children who recsived ProQuad as a second dose of
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M-M-R Il and VARIVAX. In addition, detailed general safety data were available from more than 25,000
children who received ProQuad as a second dose of M-M-R Il and VARIVAX, most of them (95%)
between 4 and 6 years of age, and an anaiysis of these data by an independent, external safety
monitoring committee did not identify any specific safety concem.

7  DRUG INTERACTIONS

7.1 Immune Globulins and Transfusions

Immune globulins (IG) administered concomitantly with ProQuad contain antibodies that may interfers
with vaccine virus replication and decrease the expacted immune response. Vaccination should be
deferred for at least 3 months following blood or plasma transfusions, or administration of I1G.

The appropriate suggested interval between transfusion or IG administration and vaccination will vary
with the type of transfusion or indication for, and dose of, IG (e.g., 5 months for Varicella Zoster Immune
Globulin [VZiG]) {2}. Following administration of ProQuad, any IG including VZIG should not be given for
1 month thereafter unless its use ouiweighs the benefits of vaccination {2}). [See Wamings and
Precautions (5.9).]

72 Salicylates

Reye syndrome has been reported following the use of salicylates during wild-type varicella infaction.
Vaccine recipients should avoid use of salicylates for 6 weeks after vaccination with ProQuad. [See
Adverse Reactions (6.1) and Patient Counseling Information (17).]

7.3 Corticosterolds and Inmunosuppressive Drugs

ProQuad may be used in individuals who are receiving topical corticosteroids or low-dose
corticosteroids for asthma prophylaxis or replacement therapy, e.g., for Addison's disease. ProQuad
should not be given to individuals receiving immunosuppressive doses of corticosteroids or other
immunosuppressive drugs. Vaccination with a live, attenuated vaccine, such as varicella or measles, can
result in a more extensive vaccine-associated rash or disseminated disease in individuals on
immunosuppressive drugs fsee Contraindications (4.2)].

74 Drug/Laboratory Test interactions

Live, aftenuated measles, mumps, and rubella virus vaccines given individually may result in a
temporary depression of tuberculin skin sensitivity. Therefore, if a tuberculin test is to be done, it should
be administered either any time before, simultaneously with, or at least 4 to 6 weeks after ProQuad.

7.5 Use with Other Vaccines

At least 1 month should elapse between a dose of a measles-containing vaccine such as M-M-R Il and
a dose of ProQuad, and at least 3 months should elapse between administration of 2 doses of ProQuad
or varicella-containing vaccines.

ProQuad may be administered concomitantly with Heemophilus Influenzae type b conjugate
(meningococcal protein conjugate) and hepatitis B (recombinant). Additicnally, ProQuad may be
administered concomitantly with pneumococcal 7-valent conjugate vaccine, and/or hepatitis A
(inactivatad) vaccines. [See Clinical Studies (14).]

There are no data regarding the administration of ProQuad with inactivated poliovirus vaccine or with
other live virus vaccines.

There are insufficient data to support concomitant vaccination with diphtheria and tetanus toxoids and
acellular pertussis vaccine adsorbed. [See Clinical Studies (14).]

Children under treatment for tuberculosis have not experienced exacerbation of the disease when
vaccinated with live measles virus vaccine; no studies have been reported to date of the effect of measies
virus vaccines on children with untreated tuberculosis.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category: Contraindication [see Contraindications (4.4)].

Do not administer ProQuad to pregnant females. It is also not known whether ProQuad can cause
fetal harm when administered to a pregnant woman or can affect reproduction capacity. If vaccination of
postpubertal females is undertaken, pregnancy should be avoided for 3 months following vaccination.
[See Contraindications (4.4) and Patient Counseling Information (17).]
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In counseling women who are inadvertently vaccinated when pregnant or who bacome pregnant within
3 months of vaccination, the healthcare provider should be aware of the following: (1) Reports have
indgicaied that coniraciing wild-fype measies during pregnancy enhances fetal risk. Increased rafes of
spontaneous abortion, stiltbirth, congenital defects, and prematurity have been observed subsequent to
wild-type measles during pregnancy. There are no adequate studies of the attenuated (vaccine) strain of
measles virus in pregnancy. However, it would be prudent to assume that the vaccine strain of virus is
also capable of inducing adverse fetal effects; (2) Mumps infection during the first trimester of pregnancy
may increase the rate of spontaneous abortion. Although mumps vaccine virus has been shown fo infect
the placenta and fetus, there is no evidence that it causes congenital malformations in humans {7}; (3) In
a 10-year survey involving over 700 pregnant women who received rubefla vaccine within 3 months
before or after conception (of whom 188 received the Wistar RA 27/3 strain), none of the newborns had
abnormalities compatible with congenital rubella syndroms {8}; and (4) Wild-type varicella can sometimes
cause congenital varicella infection.

From 1995 to 2013, Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., In¢., maintained a
Pregnancy Registry to monitor fetal outcomes following inadvertent administration of VARIVAX during
pregnancy or within three months prior to conception. In 2008, reports of exposure to two other varicella
(Oka/Merck)-containing vaccines, ProQuad and ZOSTAVAX® (Zoster Vaccine Live), were added to the
Registry. The Pregnancy Registry has been discontinued. As of March 2011, 811 women with pregnancy
cutcome information available for analysis were prospectively enrolled following vaccination with
VARIVAX, within three months prior to conception or any time during pregnancy. Of these women, 170
were seronegative at the time of exposure and 627 women had an unknown serostatus. The remaining
women were seropositive. Nine exposures to either ProQuad or ZOSTAVAX have been reported that met
criteria for inclusion into the Registry.

None of the 820 women who received a varicella-containing vaccine delivered infants with
abnormalities consistent with congenital varicella syndrome.

All exposures to VARIVAX, ProQuad, or ZOSTAVAX during pregnancy or within three months prior to
conception should be reported as suspected adverse reactions by contacting Merck Sharp & Dohme
Com., a subsidiary of Merck & Co., Inc., at 1-877-888-4231 or VAERS at 1-800-822-7967 or
www.vaers.hhs.gov.

8.3 Nursing Mothers

Do not administer ProQuad to nursing women. It is not known whether ProQuad is excreted in human
milk. Because many drugs are excreted in human milk, caution should be exercised when ProQuad Is
administered to a nursing woman. The secretion of measles and mumps viruses in human milk has not
been studied; however, studies have shown that lactating postpartum women vaccinated with live rubella
vaccine may secrete the virus in breast milk and transmit it to breast-fed infants. Limited evidence in the
literature suggests that virus, viral DNA, or viral antigen could not be detected in the breast milk of women
who were vaccinated postpartum with the vaccine sirain of varicella virus {9,10). [See Wamings and
Precautions (5.8).]

84 Pedlatric Use

Do not administer ProQuad to infants younger than 12 months of age or to children 13 years and
older. Safety and effectiveness of ProQuad in infants younger than 12 months of age and in children 13
years and aider have not been studied. ProQuad is not approved for use in persons in these age groups.
{See Adverse Reactions (6) and Clinical Studies (14).]

8.5 Gerlatric Use
ProQuad s not indicated for use in the geriatric population (>age 65).

11 DESCRIPTION

ProQuad (Measles, Mumps, Rubslla and Varicella Virus Vaccine Live) is a combined, attenuated, live
virus vaccine containing measles, mumps, rubella, and varicelia viruses. ProQuad is a sterile lyophilized
preparation of (1) the components of M-M-R Il (Measles, Mumps, and Rubella Virus Vaccine Live):
Measles Virus Vaccine Live, a more attenuated line of measles virus, derived from Enders' attenuated
Edmonston strain and propagated in chick embryo cell culture; Mumps Virus Vaccine Live, the Jeryl
Lynn™ (B level) strain of mumps virus propagated in chick embryo cell culture; Rubella Virus Vaccine
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Live, the Wistar RA 27/3 strain of live attenuated rubella virus propagated in WI-38 human diploid iung
fibroblasts; and (2) Varicella Virus Vaccine Live (Oka/Merck), the Oka/Merck strain of varicella-zoster
virus propagated in MRC-5 ceiis. The celis, virus pools, bovine serum, and human albumin used in
manufacturing are all tested to provide assurance that the final product is free of potential adventitious
agents.

ProQuad, when reconstituted as directed, is a sterile suspension for subcutaneous administration.
Each 0.5-mL dose contains not less than 3.00 log, TCIDs, of measles virus; 4.30 log4o TCIDsg of mumps

virus; 3.00 logy TCIDg of rubella virus; and a minimum of 3.99 log,, PFU of Oka/Merck varicelia virus,

Each 0.5-mL dose of the vaccine contains no more than 21 mg of sucrose, 11 mg of hydrolyzed
gelatin, 2.4 mg of sodium chioride, 1.8 mg of sorbitol, 0.40 mg of monosodium L-glutamate, 0.34 mg of
sodium phosphate dibasic, 0.31 mg of human albumin, 0.17 mg of sodium bicarbonate, 72 meg of
potassium phosphate monobasic, 60 mcg of potassium chloride; 36 mcg of potassium phosphate dibasic;
residual components of MRC-5 celis inciuding DNA and pratein; <16 meg of neomycin, bovine calf serum
(0.5 meg), and other buffer and media ingredients. The product contains no preservative.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

ProQuad has been shown to induce measles-, mumps-, rubella-, and varicella-specific immunity,
which is thought to be the mechanism by which it protects against these four childhood diseases.

The efficacy of ProQuad was established through the use of immunological correlates for protection
against measles, mumps, rubella, and varicella. Results from efficacy studies or field effactiveness
studies that were previously conducted for the component vaccines were used to define levels of serum
antibadies that correlated with protection against measles, mumps, and rubslla. Also, in previous studies
with varicella vaccine, antibody responses against varicella virus 25 gpELISA units/mL in a glycoprotein
enzyme-linked immunosorbent assay (gpELISA) (not commercially available) similarly comrelated with
long-term protection. In these efficacy studies, the clinical endpoint for measles and mumps was a clinical
diagnosis of either disease confirmed by a 4-fold or greater rise in serum antibody titers betwesn either
postvaccination or acute and convalescent titers; for rubella, a 4-fold or greater fige in antibody titers with
or without clinical symptoms of rubella; and for varicella, varicella-llke rash that cccurred >42 days
postvaccination and for which varicella was not excluded by either viral cultures of the lesion or
serolagical tests. Speclfic laboratery evidence of varicella either by serclogy or culture was not required to
confim the diagnosis of varicella. Clinical studies with a single dose of ProQuad have shown that
vaccination elicited rates of antibody responses against measies, mumps, and rubelia that were similar to
those cobserved after vaccination with a single dose of M-M-R Il fsee Clinical Studies (14)] and
seroresponse rates for varicella virus were similar to those observed after vaccination with a single dose
of VARIVAX [see Clinical Studies (14)]. The duration of protection from measles, mumps, rubella, and
varicella infections after vaccination with ProQuad is unknown.

124 Persistence of Antibody Responses after Vaccination

The persistence of antibody at 1 year after vaccination was evaluated in a subset of 2107 children
enrolled in the clinical trials. Antibody was detected in 98.9% (1722/1741) for measies, 98.7%
(1676/1733) for mumps, 99.6% (1796/1804) for rubella, and 87.5% (1512/1550) for varicella
(=5 gpELISA units/mL) of vaccinees following a single dose of ProQuad.

Experience with M-M-R |l demonstrates that antibodies to measies, mumps, and rubella viruses are
still detectable in most individuals 11 to 13 years after primary vaccination {11}. Varicella antibodies were
present for up to ten years postvaccination in most of the individuals tested who received 1 dose of
VARIVAX,

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenssis, Mutagenesis, Inpalrment of Fertility
ProQuad has not been evaluated for its carcinogenic, mutagenic, or teratogenic potential, or its
potential to impair fertility.
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14 CLINICAL STUDIES

Formal studies to evaluate the clinical efficacy of ProQuad have not been parformed.

Efficacy of the measles, mumps, rubella, and varicella components of ProQuad was previously
established in a series of clinical studies with the monovalent vaccines. A high degree of protection from
infection was demonstrated in these studies {12-19}.

m. jeity in Children 1 s fo 6 Yea

Prior to licensure, immunogenicity was studied in 5845 healthy children 12 months to 6 years of age
with a negative clinical history of measles, mumps, rubella, and varicella who participated in
5 randomized clinical trials. The immunogenlcity of ProQuad was similar to that of its individual
component vaccines (M-M-R Il and VARIVAX), which are currently used In routine vaccination.

The presence of detectable antibody was assessed by an appropriately sensitive enzyme-linked
immunosorbent assay (ELISA) for measles, mumps (wild-type and vaccine-type strains), and rubella, and
by gpELISA for varicella. For evaluation of vaccine response rates, a positive result in the measles ELISA
corresponded to measles antibody concentrations of 255 miU/mL when compared to the WHO i
(66/202) Reference Immunaglobulin for Measles.

Children were positive for mumps antibody if the antibody leve! was 210 ELISA units/mL. A positive
result in the rubella ELISA corresponded to concentrations of 210 IU rubella antibody/mL when compared
to the WHO Intemational Reference Serum for Rubella; children with varicella antibody leveis
25 gpELISA unitsfmL.  were considered to be seropositive since a response rate based on
25 gpELISA units/mL has been shown to be highly correlated with long-term protection.

Immunogenicity in Children 12 onths of Age After a Single Doss

in 4 randomized clinical trials, 5446 healthy children 12 to 23 months of age were administered
ProQuad, and 2038 children were vaccinated with M-M-R Il and VARIVAX given concomitantly at
separate injection sites. Subjects enrolled in each of these trials had a negative clinical history, no known
recent exposure, and no vaccination history for varicelia, measles, mumps, and rubella. Children were
excluded from study participation if they had an immune impaiment or had a history of allergy to
components of the vaccine(s). Except for in 1 trial fsee ProQuad Administered with Diphtheria and
Tetanus Toxoids and Acellular Pertussis Vaccine Adsorbed (DTaP) and Haemophilus influenzae type b
Conjugate (Meningococcal Protein Conjugate) and Hepatitis B (Recombinant) Vaccine below], no
concomitant vaccines were permitted during study participation. The race digtribution of the study
subjects across these studies following a first dose of ProQuad was as follows: 66.3% White: 12.7%
African-American; 9.9% Hispanic; 6.7% Asian/Pacific; 4.2% other; and 0.2% American Indian. The
gender distribution of the study subjects across these studies following a first dose of ProQuad was
52.6% male and 47.4% female. A summary of combined immunogenicity results 6 weeks following
administration of a single dose of ProQuad or M-M-R Il and VARIVAX is shown in Table 10. These results
were similar to the immune response rates induced by concomitant administration of single doses of
M-M-R Il and VARIVAX at separate injection sites (lower bound of the 85% CI for the risk difference in
measles, mumps, and rubella seroconversion rates were >-5.0 percentage points and the lower bound of
the 95% ClI for the risk difference In varicella seroprotection rates was either >-15 percentage points [one
study] or >-10.0 percentage points [three studies]).

Table 10: Summary of Combined immumogenlcity Results 6 Weeks Fallowing the Administration of a Single Dose of

ProQued (Varicelln Virus Potency 23.97 log;: PFU) or MM-R Il and VARIVAX {Per-Prolocel Population)

Observed
Responso Rate Ohsarved GMT
Group _Antigen n _[95% CI) (85% CI)
ProGuad Varicella 4381 91.2% 1656
(N=5446") (80.3%, 92.0%) {15.0, 15.9)
Measlas 4733 97.4% 3124.9
_ (96.9%, 97.9%) {3038.9, 3213.3) |
Mumps a73 08.8% 1053
{OD cutoti)t (67.9%, 99.4%) (88.0, 113.1)
Mumps (wild-ype | 3735 | 85.8% 83.1
| ELISAY — | (85.1%, 96.4%) {80.2, 05.0)
Rubella 4773 88.5% 918
_ _ | (98.1%, 98.8%) (89.6, 84.1)
M-M-RW + VARIVAX | Varicella 417 94.1% 16.6
(N=2038") (82.6%, 85.3%) (15.9, 17.4)
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Measles 1516 88.2% 2230.6
{97.4%, 98.8%) (2138.3, 2345.6)
Mumps 501 £0.4% 675
(OD cutol)’ (868.3%, 99.9%) {79.7, 96.0)
Mumps (wild-lypa | 1017 | 98.0% 80.8
EUISA) (97.0%, 56.8%) (86.2, 95.7)
Rubella 1528 93.5% 102.2
(87.7%, 99.0%) (87.8, 108.7)

* Includes ProQuad + Placebo followed by ProQuad (Visit 1) (Protoco] 009), ProQued Middle and
High Doses (Visit 1} (Pratocol 011), PraQuad {Lot 1, Lot 2, Lot 3) (Protoco) 012), both the
Concomitant and Nen-concamitant groupe (Protogal 013),

¥ The mumps antibody respanse was assessed by a vaccine-etrain ELISA in Protocols 009 and 011
and by a wild-type ELISA in Protocals 012 and 013, In the former assay, the seroatatus was
hased on the O cutoff of the assay. In the latter assay, 10 mumps ELISA unils was used as the
serostatus cuteff,

= Number of per-protocal subjects with evaluable serolegy.

Cl = Confidence interval.

GMT = Geometic mean tiler.

ELISA = Enzyme-linked immunosorbent assay.

PFU = Plaque-forming units.

OD = Optical densily.

Lite 2

HER B _ S of A ARer a 5e

In 2 of the 4 randomized diinical trials described above, a subgroup (N=1035) of the 5446 chiidren
administered a single dose of ProQuad were administered a second dose of ProQuad approximately 3 to
9 months after the first dose. Children were excluded from receiving a second dose of ProQuad if they
were recently exposed to or developed varicella, measies, mumps, and/or rubella prior to receipt of the
second dose. No concomitant vaccines were administered to these children. The race distribution across
these studies following a second dose of ProQuad was as follows: 67.3% White: 14.3%
African-American; 8.3% Hispanic; 5.4% Asian/Padific; 4.4% other; 0.2% American Indian; and 0.10%
mixed. The gender distribution of the study subjects across these studies following a second dose of
ProQuad was 50.4% male and 49.6% female. A summary of immune responses following a second dose
of ProQuad is presented in Table 11. Resuits from this study showed that 2 doses of ProQuad
administered at least 3 months apart elicited a positive antibody response to all four antigens in greater
than 98% of subjects. The geometric mean titers (GMTs) following the second dose of ProQuad
increased approximately 2-fold each for measles, mumps, and rubella, and approximately 41-fold for
varicella.

Table 11: Summary of Immune Responsa to a First and Second Dose of ProQuad

In SnbEdYuuof&aWhoReuiwd ProQuad with & Varicella Virus Dose 23.97 Logw PFU"
Dose 1 Dose 2
N=1007 N=1007
Obseorved Observed
Serostatus Response Observed GMT Response Rate | Ohbserved GMT
Cutofif Rate
Antigen Response n (95% CI) {83% CI) n (95% Ci) {05% CI)
t 08.1% 2956.8 (2786.3, 915 99.5% (98.7%, 5958.0 (5518.9,
Measios | 2120miUimL" | 815 (e7.0%, 3137.7) 99.8%) 6432 1)
98.9%)
97.8% 2966.0 (2793 .4, 943 99.4% (98.6%, 5819.3 (5486.2,
228 milimL | 943 | a6, 3149.2) 99.8%) 6386.6)
98.6%)
Mumps 20D Culeff 98.7% 106.7 {88.1, 820 89.9% (90.4%, 283.1 (2379,
(ELISA 97.7%, 114.8) 100%) 269.2)
antibody 00.3%)
uhits)
210 IU/mL 97.7% 01.1 (85.9, 56.8) 287 98.3% (97.2%, 168.8 (1491,
Rubefia 87 {86.5%, 99.0%) 168.2)
98.5%)
i <125t 86.6% 11.6 (10.9, 12.3) 864 89.4% (88.7%, 4775 (437.8,
Vericella | s geeisa | %4 | (aa1%, 06.8%) 5207)
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l ’ units 88.8%)
20D Cutoff 87.2% 116(109,124) | 695 | 99.4%(88.5%, | 478.7 (434.8,
(opELISA 6%, £9.8%) 527.1)
units) 89.6%) | [
* Includes the following treatment groupa: ProQuad + Placebo followed by ProQuad (Visit 1) (Protocol 008) and ProCwad

‘Middle and High Dose) (Protccol 011),

Samples from Protocols 009 and 011 were assayed in the lepacy format Measles ELISA, which reported antibedy titers in
MmhaEUSAurﬂb.ToconmﬁtenﬁumELlSAunlhhmthnL.ﬁlemhrmzmwmhmdividod by 0.1025.
The fowest measurable fiter postvaccination is 207.5 mill/mL. The response rate for measies In the legacy format is the
percent of subjects with a negative haseline measles antibody Giter, as defined by the optical density (OD) cutoff, with a
postvaccinalion measies antibody titer 2207.5 mili/mi
Samples from Protocols 009 and 011 were assayed in the legacy format Rubella ELISA, which reported antibody liters in
Rubeila ELISA units. To convert titers from ELISA units to iU/mL, titers for these 2 protocols were divided by 1.28.
ProQuad (Middle Dose) = ProQuad containing a varicella virus doee of 3.97 logs PFU.

ProQuad (High Doss) = ProQuad containing a varicella virus dose of 4.25 logs PFU,

ELISA = Enzyme-tinked immunoscrbent assay,

gPELISA = Glycopraiein enzyme-linked immunosorbent assay.

N = Number vaccinated at baseline.

n = Number of subjects who were par-protocol Posidose 1 and Postdosa 2 and satisfied the given prevaccination
serosiatus cutolf,

Cl = Confidence interval,

GMT = Geometric mean titer.

PFU = Piaque-forming units.

V,

In a clinical trial, 799 healthy 4- to 6-year-old children who had received M-M-R Il and VARIVAX at
least 1 month prior to study entry were randomized to receive ProQuad and placebo (N=399), M-M-R Il
and placebo concomitantly at separate injection sites (N=205), or M-M-R Il and VARIVAX concomitantiy
at separate injection sites (N=185). Children were eligible if they were previously administered primary
doses of M-M-R [l and VARIVAX, either concomitantly or non-concomitantly, at 12 months of age or
older. Children were excluded if they were recently exposed to measles, mumps, rubella, and/or varicelia,
had an immune impairment, or had a history of allergy to companents of the vaccine(s). No concomitant
vaccines were permitted during study participation. [See Adverse Reactions (6.1) for ethnicity and gender
information.}

A summary of antibody responses to measles, mumps, rubelia, and varicella at 6 weeks
postvaccination in subjects who had previously received M-M-R Il and VARIVAX is shown in Table 12.
Results from this study showed that a first dose of ProQuad after primary vaccination with M-M-R Il and
VARIVAX elicited a positive antibody response to all four antigens in greater than 98% of subjects.
Post-vaccination GMTs for recipients of ProQuad were similar to those following a secand dose of
M-M-R Il and VARIVAX administered concomitantly et separate injection sites (the lower bound of the
85% Ci around the fold difference in measles, mumps, rubella, and varicella GMTs excluded 0.5).
Additionally, GMTs for measies, mumps, and rubeila were similar to those following a second dose of
M-M-R Il given concomitantly with placeba (the lower bound of the 95% CI around the fold difference for
the comparison of measles, mumps, and rubella GMTs excluded 0.5).

Table 12: Summary of Antibody Responses to Moasles, Mumps, Rubella, and Varicsila at § Weeks Postvaccination in
Who Had

Subjects 4 1o 6 Years of Age Wi Praviously Received M-M-R Ii and VARIVAX (PerProtocol Population)
Ll l°|d Rise Geometric
n
aMT Seroposiitvity Rate Titer Wezn Fold
Group Number {85% ClI) {85% Cl) {85% CY) {85% C1)
|_{Description) n Weais:|els] _

Group 1 (N=359) 367 1885.9 100% 4.9% 121
{ProQuad + placebo) {1817.6, 2160.9) (99.0%, 100%) (2.8%, 7.6%) (113, 1.30)

Group 2 (N=205) 185 20469 100% 4.3% 1.28
{M-M-R 1l + placebo) {1816.2, 2308.2) (88.0%, 100%) {1.9%, 8.3%) {1.17, 1.40)

Group 3 {N=195) m 2084.3 99.4% 4.7% 1.31
(M-M-R Il + VARIVAX) (1852.3, 2345.5) (96.8%, 100%) {2.0%, 9.0%) {1.17, 1.46)

Mumps'
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Group 1 (N=399) 367 206.0 29.5% 27.2% 243
(ProQuad + placebo) (188.2, 225 4) (98.0%, 99.9%) (22.8%, 32.1%) | (2.19,2.60)
Group Z (N=2085) 185 3085 100% 41.1% 3.69
{M-M-R Il + placebo) (260.6, 352.9) (98.0%, 100%) (33.9%,485%) | (9.14,4.32)
Group 3 (N=195) m 2059 100% 41.5% 3.36
(M-M-R 1| + VARIVAX) (262.5, 333.5) (97.9%, 100%) {34.0%, 49.3%) | (2.84,3.97)
Rubelly
Group 1 (N=399) 367 217.3 100% 32.7% 3.00
(ProQuad + placabo) {200.1, 236.0) (89.0%, 100%) (27.0%, 37.8%) | (272 3.31)
Group 2 (N=205) 185 174.0 100% 31.9% 281
(M-M-R Il + placeho) {157.3, 192.6) {98.0%, 100%) (25.2%, 39.1%) | (241,327)
Group 3 (N=185) 17 154.1 89.4% 26.9% 247
{M-M-R Il + VARIVAX) (138.8, 170.9) {86.8%, 100%) (20.4%, 342%) | (2.17,2.81)
Varicella
Group 1 (N=389) 367 222 88.9% 80.7 12.43
(ProQuad + placebo) (2789, 372.2) (97.2%, 99.7%) (76.2%. 84.86%) | (10.63, 14.53)
Group 2 (N=205) 185 N/A NIA N/A N/A
(M-M-R Il + placebo)
Group 3 (N=185) m 209.3 80.4% 71.9% 8.50
{M-M-R 1| + VARIVAX} {171.2, 255.9) {96.8%, 100%) {64.6%, 78.5%) | (6.69, 10.81)

* Measles GMTS are reported in miU/mL; seropositivity comespands to 2120 miU/mL,

! Mumps GMTs are reported in mumps Ab unitsiml.; sercpositivily coresponds to 210 Ab uniis/mi..

¥ Rubelta fiters obtained by the legacy format were converted to thair comespending titers in the modified format. Rubella
sarostatus was determined after the conversian to ILI/mL: serapositivity comespoends to 210 IU/mL.

$ Varicella GMTs are reparied in gpELISA units/mL; seropositivity rate is repartad by % of subjects with poatvaccination
antibody titers 25 gpELISA unita/ml.. Percentages are calculated as the number of subjects who met the criterion divided
by the number of subjects contributing to the per-protocol analysis,

OPELISA = Glycoprolein enzyme-linked immunosarbent assay; ELIEA = Enzyme-linked immunosorbent assay; Cl =
Confidence interval; GMT = Geametric mean titer; N/A = Not applicable; N = Number of subjects vaccinated; n = number
of subjects in the per-profacol analysis.

] flowi ! tant Use with Other Vaagines
ProQuad with Pneumococcal 7-valent Conjugate Vaccine and/or VAQTA
In a clinical trial, 1027 healthy children 12 to 15 months of age were randomized to receive ProQuad
and pneumococcal 7-valent conjugate vaccine concomitantly (N=510) at separate injection sites ar
ProQuad and pneumococcal 7-valent conjugate vaccine non-concomitantly (N=517) at separate clinic
visits. [See Adverse Reactions (6.1) for ethnicity and gender information.] The statistical analysis of
non-inferiority in antibody response rates to measles, mumps, rubella, and varicella at 6 weeks
postvaccination for subjects are shown in Table 13. In the par-prolecol population, seroconversion rates
were not inferior in children given ProQuad and pneumacoccal 7-valent conjugate vaccine concomitantly
when compared to seroconversion rates seen in children given these vaccines non-concomitantly for
measles, mumps, and rubelia. In children with baseline varicella antibody titers <1.25 gpELISA units/mL,
the varicella seroprotection rates were not inferlor when rates after concomitant and non-concomitant
vaccination were compared 6 weeks postvaccination. Statistical analysis of non-inferiority in GMTs to
S. pneurnoniae serotypes at 68 weeks postvaccination are shown in Table 14. Geometric mean antibody
liters (GMTs) for S. pneumoniae types 4, 6B, 9V, 14, 18C, 19F, and 23F were not inferior when antibody
titers in the concomitant and non-concomitant groups were compared 6 weeks postvaccination.

Table 13: Statistical Analysis of Non-Inferiority in Antibody Response Rates to Meastes, Mumps, Rubella, and Varicella at 6
Weeks Postvaccination for Subjects initially Seronegative to Measles, Mumps, or Rubella, or With Varicella Antibody Titer
<1.25 gpELISA units at Baseline in the ProQuad + PCVT* Treatment Group and the ProQuad Followed by PCVT Control

Group {(Per-Protocol Anal
ProQuasd followed by
ProQuad + PCV7 PCVY
@) (N=259) Difference

Assay Estimated Estimated (percentage points)™

Parameter n_| Responss' | n | Response’ 5% CI)
Measles

% 2255 miUimL 406 97.3% 204 99.5% 2.2 (-4.8,0.2)
Mumps
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403 86.6% 208 90.6% 1.9 (4.5, 1.0)
877 88.7% 195 97.0% 0.8(-1.3,4.1)
ISA unibsfml 379 92.5% 192 87.9% 4.5 (-0.4, 104)

* PCVT = Pneumococcal 7-valent conjugate vaccine.

Seronegative defined as basefine measles antibody titer <255 miU/mL for meastes, baseling mumps antibody
fiter <10 ELISA Ab unite/mL for mumps, and baseline niballa antibody titer <10 IU/mL for rubslla

1 Estimated responses and their differences were based on statistice) analysis models adjusting for study center.

¥ ProQuad + PCV7 - ProQuad followed by PCV7.

Thaconclusimcfnm—infsnioﬁlyishasedonmaluwarboundofﬂmz-sidadss%mmmeﬂdtdﬂhrumbeing
greater than -10 percentage points {i.e., excluding a decrease aqual to or more than the prespecified criterion
of 10.0 percentage points). This indicates that the difference is statistically significantly less than the
prespecified dinically relsvant dacrease of 10.0 percentage paints at the 1-sided alpha = 0,025 lavel,

N = Number of subjecis vaccinaied in each freatment group.

n = Number of subjects with measles antibody fiter <255 miLmL, mumps antibody titer <10 ELISA Ab units/mL,
rubella antibody titer <10 HWimL, or varicells antibody fiter <125 gpELISA units/mL at baseline and with
postvaccination seralogy contributing to the per-protace! analysis.

Ab = antibody; ELISA = Enzyme-linked immunosorbent assay; gpELISA = Glycoprotein enzyme-linked

Immunosorbent assay; Cl = Confidence interval,

Table 14: Statistical Analysis of Non-Inforicrity in GMTs to S. pnesmonias Serotypes at 6 Weeks Postvaccination in the
PreQuad +pcvrrmmmsmggmmammmgmmcmemgmmw)

Group 1 Group 2
ProQuad + PCV7 PCV? followed by
N=510) ProQuad )
Estimated Estimated Fold-Differonce™*
 Serotype | Parameter | n Response' n Reaponue' {95% C1)
4 GMT 410 1.5 183 1.3 1.2(1.0,1.4)
68 GMT 410 8.8 192 8.4 1.1(0.8,1.2
W GMT__ | 409 29 198 | 26 12(1.0,1.3) _
“ GMT 408 6.5 193 5.7 1.1(1.0,1.3)
18C GMT 408 2.3 193 20 1.2{1.0, 1.3)
19F _GMT 408 3.5 162 3.1 1.1 (1.0, 1.3)
23F GMT 413 4.1 197 a7 1.1(1.0,1.3

* PCV7 = Pneumocaccal 7-valent conjugete vaccine.

T Estimated responaes and their fold-cifference were based an stafistical analysis models adjusting for
study center and prevaccination liler.

¥ ProQuad + PCV? | PCVT followed by ProQuad.

The conclusion of nen-inferiority is baset on the lower beund of the 2-sided 85% C) an tha fold-difference
being greater than 0.5, (Le., excluding a decrease of 2-fold ar mora). This indicates that the
fold-difference is statistically significanify less than the pre-specified clinically relevant 2-fold difference at
the 1-sided alpha = 0.025 level.

N = Number of subjects vaccinated in each treaiment group; n = Number of subjects contributing to the

per-protacol analyais for the given serolype; GMT = geamelric mean fiter: Cl = Confidence interval.

In a clinical trial, 653 healthy chiidren 12 to 15 months of age were randomized to receive VAQTA,
ProQuad, and pneumococcal 7-valent conjugate vaccine concomitantly (N=330) or ProQuad and
pneumocaoccal 7-valent conjugate vaccine concomitantly followed by VAQTA 6 weeks later (N=323). [See
Adverse Reactions (6.1) for ethniclty and gender information. ] Statistical analysis of non-inferiority of the
response rate for varicella antibody at 6 weeks postvaccination among subjects who recsived VAQTA
concomitantly or non-concomitantly with ProQuad and pneumoccoccal 7-valent conjugate vaccine Is
shown in Table 15. For the varicella component of ProQuad, in subjects with baseline antibody titers
<1.25 gpELISA units/mL, the proportion with a titer 25 gpELISA units/mL 6 weeks after their first dose of
ProQuad was non-inferior when ProQuad was administered with VAQTA and pneumococcal 7-valent
conjugate vaccine as compared to the proportion with a titer 25 gpELISA units/mL when ProQuad was
administered with pneumococcal 7-valent conjugate vaccine alone, Statistical analysis of non-inferiority of
the seropositivity rate for hepatitis A antibody at 4 weeks postdose 2 of VAQTA among subjects who
received VAQTA concomitantly or non-concomitantly with ProQuad and pneumococcal 7-valent
conjugate vaccine is shown in Table 16. The seropositivity rate to hepatitis A 4 weeks after a second
dose of VAQTA given concomitantly with PrcQuad and pneumococcal 7-valent conjugate vaccine
(defined as the percent of sublects with a titer 210 miUfmL) was non-inferior to the seropositivity rate
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observed when VAQTA was administered separately from ProQuad and pneumococcal 7-valent
conjugate vaccine. Statistical analysis of non-inferiority in GMT to S. pneumoniae serolypes at 6 weeks
postvaccination ainong subjects whe received VAQTA concomitantly or non-concomitantly with ProQuad
and pneumococcal 7-valent conjugate vaccine is shown in Table 17. Additionally, the GMTs for S.
pneumoniae types 4, 6B, 8V, 14, 18C, 19F, and 23F 6 weeks after vaccination with pneumococcal
7-valent conjugate vaccine administered concomitantly with ProQuad and VAQTA were non-inferior as
compared to GMTs observed in the group given pneumacoccal 7-valent conjugate vaccine with ProQuad
alone. An eariier clinical study invoiving 617 healthy children provided data that indicated that the
seroresponse rates 6 weeks post vaccination for measles, mumps, and rubella in those given M-M-R ||
and VAQTA concomitantly (N=309) were non-inferior as compared t historical controls.

Table 15: Statistical Analysis of Nonnferiority of the Response Rata for Varicella Antibody at 6 Weeks Postvaccination
Amonp Subjects Who Received VAQTA meonﬁhng or Non-Concomitanily With ProQuad and PCV7* (Per-Protocol
i)

Group 2: Non-concomitant
Group 1: Concomitant VAQTA with | VAQTA separate from ProQuad Difference’ (percentage
ProQuad + PCV7 {N=330} + PCV7 (N=323) points): Group 1 - Group 2
Estimated Estimatod (95% CI)
Parameter n Response! n Response'
XoSORELISA | 268 93.2% 232 98.3% 5.1 (-0.3,-1.4)

* PCV7 = Pneumotoccal 7-valent conjugata vaccine.

N = Number of subjects enrolted/randomized; n = Number of subjects conlributing to the per-protacol analysis for varicefla; Cl =
Confidence interval.

T Estimated responses and their differences were baged on a statistical analysis madsl adjusting for combined study center.

* 8 weeks following Dose 1.

§ Initial Serostatus <1.25 gpELISA units/ ml.

The canclusion of similarity (non-inferiorily) was based on the lower bound of the 2-gided 85% Gl on the risk difference excluding a
decrease of 10 percentage points or mare (lower bound >-10.0). This indicated that the risk diference was statistically significantly
greater than the pre-specified clinically relevant diffarence of -10 percentage paints at the 1-sided alpha = 0.025 levet.

Table 16: Statistical Analysis of Non-Infericrity of the Seroposifivity Rate (SPR) for Hepatitis A Antibody at 4 Weeks
Postdose 2 of VAQTA Among Suhbjacts Who Recelved VAQTA Concomitantly or Non-Concomitantly With ProQuad and

PCVT" (Per-Profocol Analysis Sef)
Group 2: Non-

Group 1: Concomitant | concomitant VAQTA
VAQTA with PreQuad separate from

+ PCV?7 Pronuad + PCV7?

Difference’
(N=330) {N=323) (percant
Estimatod Estimated points): Group 1 -
Parameter n Response' n Response’ | Group 2(95% CY) |
% 210 miU/mL? | 182% 100.0% 169% 99.3% 0.7 (-1.4, 3.8)

* PCVT7 =Pnoumococcal 7-velent conjugate vaccine.

Cl = Confidence interval; N = Number of subjects enralled/randomized: n = Number of

subj contrib to the per-proiocal anatysis for hepatitis A
tmhﬁmm@umsmd their differences were based on a sialistical analysis made!
adjusting for combined study center,

* 4 weeks following receipt of 2 doses of VAQTA.

§ Regardiess of inilial serostatus.

Tha condlusion of nen-inferiority was based on the lower bound of the 2-sided 959 CJ cn the
risk difference bsing greater than ~10 percentage points (j.e., exduding a decrease of 10
percaniage points or more) {lower bound >-10,0). This indicated that the risk difference was
statistically significantly greater than the pre-specified cfinically relevant difference of -10
percentage points at the 1-sided aipha = 0.025 level.

Table 17: Stalistical Analysis of Non-inferfority in Geometric Mean Titers (GMT) to 5. preumoniae Serotypes at 6 Weaks
Postvaccination Among Subjecis Who Received VAQTA Concomitantly or Non-Concomitanfly With ProQuad and PCV7?*

Par-Protocol Anal 8e
Group 1: Concomitant Group 2:
VAQTA with ProQuad + Non-concomitant
PCVY (N=330) VAQTA separate from
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ProQuad + PCV7T
(N=323)
Estimated Estimated Fold-Difference’
Serofype | n | Responss' | n | Response' ct

4 _246 1.9 247 1.7 1.1(0.9, 1.3)
6B 248 8.9 248 9.9 1.0(0.8, 1.2
oV 247 3.7 247 4.2 0.9 (0.8, 1.0)
14 248 7.8 247 7.6 1.0(0.8, 1.2)
18C | 247 — 20 247 | 27 T 1.1(08,13
18F 248 40 248 3.8 1.1{0.8,1.2
23F 247 5.1 247 44 1.1(1.0,13

* PCV7 = Pneumococcal 7-valent conjugate vaccine.

Cl = Confidence interval; GMT = Geometric mean fiter; N = Number of subjects
enrolled/randomized; n = Number of subjecis contibuting ta the per-pratocal analysis for
S. pneumoniae serotypes.

! Estimated responses and their fold-difference wera baaed on stafisfice! analysis models
adjusting for combined study center and prevaceination fiter.

The condlusion of non-inferiarity was based on the lower bound of the 2-sided 95% Cl on
the fold-diffarence being greater than 0.5 {/.e., excluding a decrease of 2-fold or more).
This indicates that the fold-difference was statistically significantly less than the
praspecified clinically relevant 2-fold difference at the 1-sided alpha = 0,025 level.

ProQuad Administersd with Diphtheria and Tetanus Toxoids and Acellular Perlussis Vaccine Adsarbed
(DTaP} and Haemophilus influenzae type b Conjugate (Meningococcal Protein Conjugate) and Hepalitls
B (Recombinant) Vaccine

In a clinical trial, 1913 healthy children 12 to 15 months of age were randomized to receive ProQusad
plus diphtheria and tetanus toxolds and aceliular pertussis vaccine adsorbed (DTaP) and Haemophilus
influenzae type b conjugate (meningococcal protein conjugate) and hepatitis B (recombinant) vaccine
concomitantly at separate injection sites (N=949), ProQuad at the initial visit followed by DTaP and
Haemophiius b conjugate and hepatitis B (recombinant) vaccine given concomitantly 6 weeks later
(N=485), or M-M-R il and VARIVAX given concomitantly at separate injection sites (N=479) at the first
visit. [See Adverse Reactions (6.1) for ethnicity and gender information.] Seroconversion rates and
antibody titers for measles, mumps, rubella, varicella, anti-PRP, and hepatilis B were comparable
between the 2 groups given ProQuad at approximately 6 weeks postvaccination indicating that ProQuad
and Hasmophilus b conjugate (meningococcal protein conjugale) and hepatitis B (recombinant) vaccine
may be administered concomitantly at separate injection sites (see Table 18 below). Response rates for
measles, mumps, rubella, varicella, Haemophilus influenzae type b, and hepatitis B were not inferior in
children given ProQuad plus Haemophilus influenzae type b conjugate (meningococcal protein conjugate)
and hepatitis B (recombinant) vaccines concomitantly when compared to ProQuad at the initial visit and
Haemoaphilus influenzae type b conjugate (meningococcal protein conjugate) and hepatitis B
(recombinant) vaccines given concomitantly 6 weeks later, There are insufficient data to support
concomitant vaccination with diphtheria and tetanus toxoids and acellular pertussis vaccine adsorbed
(data not shown).

Table 18: Summary of the Comparison of the Immunogenicity Endpoints for Meastes, Mumps, Rubslla, Varicella,
Haemophlius infivenzae type b, and Hepatitis B Responsas Following Vaccination with ProQuad, Haemophilus influenzae
typo b Conjugate (Meningococcal Protein Caonjugats), and Hepatifis B (Recombinant) Vaccine and DTaP Administered

. Concomitanty Versus Non-Concomitant Vaceination with ProQuad Followed by These Vaccines

Conecomitant Non-
Group Concomitant
| __Group |
_ N=849 __N=485 _
Vaccine Parameter Responss Response Risk Criterion for
Antigen Differance Non-inferiority
_ {85% CI) _
Measles % 2120 miU/mL 97.8% 98.7% 0.9 LB >5.0
{-2.3, 0.6) .
Mumps % 210 85.4% 85.1% 0.3 LB >5.0
ELISA Ab units/mL . (-1.7,.28) .
Rubella % =10 HUmL 98.6% 99.3% 4.7 LB »540
I _ {-1.8, 0.5) -
Varicella % 25 gpELISA 89.6% 80.8% =12 LB >10.0
23
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units/mL — (41, 20) }
HE-PRP % 21.0 mogimL 5% 86.5% 1.9 1B>-10.0
(4.1,0.8)
HepB % =10 milmL 95.0% 968% 28 [B>10.0
(4.6, -0.8)

l-llB-PRﬂl:;l-laemophﬂwﬂﬂuanzastype b, polyribosyl phosphate; HepB = hepatitis B; LB = lower bound, fimit for non-inferiority
comparison.
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16 HOW SUPPLIED/STORAGE AND HANDLING

No. 4999 — ProQuad is supplied as follows:
(1) a package of 10 single-dose vials of lyophilized vaccine, NDC 0006-49898-00 (package A)
(2) a separate package of 10 vials of sterile water diluent (package B).

To maintain potency, ProQuad must be stored frozen betwean -58°F and +5°F (-50°C to -15°C). Use

of dry ice may subject ProQuad to temperatures colder than -58°F (-50°C).

24

EXHIBIT 3
Page 42



Case 3:16-cv-01715-DMS-BGS Document 37-3 Filed 08/05/16 Page 45 of 134

Before reconstitution, store the lyophlilzed vaccine continucusly In a reflably maintained
freezer (e.g., chest, frost-free) for up to 18 months.

ProQuad may be stored at refrigerator temperature (36° to 48°F, 2° to 8°C) for up to 72 hours priar io
reconstitution. Discard any ProQuad vaccine stored at 36° to 46°F which is not'used within 72 hours of
removal from 5°F {-15°C) storage.

Protect the vaccine from light at all times since such exposure may inactivate the vaccine viruses.

IF NOT USED IMMEDIATELY, THE RECONSTITUTED VACCINE MAY BE STORED AT ROOM
TEMPERATURE, PROTECTED FROM LIGHT, FOR UP TO 30 MINUTES.

DISCARD RECONSTITUTED VACCINE IF IT IS NOT USED WITHIN 30 MINUTES.

DO NOT FREEZE RECONSTITUTED VACCINE.

Diluent should be stored separately at room temperature (68° to 77°F, 20° to 25°C), or in a refrigerator
(36° to 46°F, 2° to 8°C).

For Information regarding stabliity under conditions other than those recommended, call 1-800-
MERCK-90.

17 PATIENT COUNSELING INFORMATION

Provide the required vaccine information to the patient, parent, or guardian.

inform the patient, parent, or guardian of the bensefits and risks assoclated with vaccination.

Inform the patient, parent, or guardian that the vaccine recipient should avoid use of salicylates for 6
weeks after vaccination with ProQuad [see Adverse Reactions (6.1) and Drug interactions (7.2)].

Instruct postpubertal females to avoid pregnancy for 3 months following vaccination [see Indications
and Usage (1) and Use In Specific Populations (8.1)].

Inform patients, parents, or guardians that vaccination with ProQuad may not offer 100% protection
from measles, mumps, rubella, and varicella infection.

Instruct patients, parents, or guardians to report any adverse reactions to their health care provider.
The U.S. Department of Health and Human Services has established a Vaccine Adverse Event Reporting
System (VAERS) to accept all reports of suspected adverse events after the administration of any
vaccine, including but not limited to the reporting of events required by the National Childhood Vaccine
Injury Act of 1986. For information or @ copy of the vaccine reporting form, call the VAERS toll-free
number at 1-800-822-7867, or report online at http://iwww.vaers,hhs.gov.

Dist. by: Merck Sharp & Bohme Corp., a subsidiary of
€ MERCK & C0, INC, Whitehouse Station, NJ 08889, USA

For patent information: www.merck.com/product/patent/home.htmi

Copyright ® 2015 Merck Sharp & Dohme Corp., a subsldiary of Merck & Co., Inc.
All rights reserved.

uspi-v221-i-fro-hsa-1510r910
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information neoded to use
LARIVVA&)\('A?VWMW y. Sea full prescribing information

VARIVAX®

Varicella Virus Vaceine Live
Suspension for subculaneous Injection
Initial U.S. Approval: 1985

NDICATIONS AND USAGE
VARIVAX is a vacctine Indicated for active Immunization for the
prevention of varlceffa in individuals 12 months of age and cider. (1)

DOSAGE AND ADMINISTRATION
Each dose is approximately 0.5 mL after reconsthution and is
adminislered by subcutaneous injection. {2.1)
Childran (12 months fo 12 years of age)
= [ asecond dose is administered, there should be a minimum
intervel of 3 months between doses. (2.1)
Adolescents (213 years of age) and Adults
e  Two doses, io ba administerad a minimum of 4 weeks apart.
{2.1)

DOSAGE FORME AND STRENGTHS

Suspension for injection {approximately 0.5-mL dese) supplied es a

Lyophﬂlzad"u : (zm%; to ba reconstilited using the accompanying sterile
ent. (2.2, 3,

CONTRAINDICATIONS

¢ History of savere allergic reacticn to any component of the vaccine
(including neomycin and gelatin) or to a previous dose of varicalla
vaceine. (4.1)

«  Primary or ecquired Immunodeficiency states. (4.2)

e Any febrle liness or active infeclion, Including untreated
tuberculosis. (4.3)

= Pregnancy. {4.4, 8.1, 17)

WARNINGS AND PRECAUTIONS e,

* Evaluate Individuals for immune competence prior fo
administration of VARIVAX if there Is a famfly history of congenital
or hereditary immunodeficlency. {(5.2)

s Avoid contact with high-risk Individuals susceptible to varicella
because of possible ransmission of varicella vaccine virus. (5.4)

e Defer vacdnation for at least 5 months following blood or plasma
tranafusions, ar adminisiration of Immune globullns (IG). (5.5, 7.2)

» Avold use of salicylates for 6 weeks following administration of
VARIVAX to children and adolescents. (5.8, 7.1)

ADVERSE REACTIONS
= Frequently reported (210%) adverse reactions in children ages 1 to
12 years include:
o fever 21020°F (38.9°C) orak: 14.7%
o injection-site cornplaints; 19.3% (6.1)
e  Frequently raported (210%) adverse reactions In adolescents and
adulls eges 13 years and older include:
o fever 2100.0°F (37.8°C) oral: 10.2%
o injection-site complaints: 24.4% (6.1)
s  Other repartad adversa reactions in &li age groups include:
o varicella-fike rash (injection site)
o varicella-ike rash {generalized) {6.1)

To report SUSPECTED ADVERSE REACTIONS or exposure during
pregnancy or within three months prior o conception, contact
Werck Sharp & Dohme Corp., a subsidiary of Merck & Co., inc., at
1-877-8608-4231 o VAERS at 1-800-822.7867 or
www.vaers.hhs.gov.

DRUG INTERACTIONS

= Raye syndrome has been reportad in children and sdolescents
ft:ollcﬂwlng7 1)the use of salicylates during wild-type varicella Infection,
(58,7

«  Passively acquired antibodles from blood, plasma. or
Immunogicbulin potentially may inkihit the responsa to varicella
vaccination. (5.5, 7.2)

*  Tubercuiin skin testing may be performed before VARIVAX is
adminislered or on the same day, or six weeks following
vaccination with VARIVAX, (7.3)

USE IN SPECIAC POPULATIONS
Fregnancy: Do not administer VARIVAX io females who are pragnant;
the possible effects of the vaccine on feta! development are unknown.
Pragnancy should be avolded for 3 months following vaccination with
VARIVAX. (44,81, 17)

See 17 for PATIENT COUNSELING INFORMATION and
FDA-approved patient labsfing.
Revised: 07/2014

FULL PRESCRIBING INFORMATION: CONTENTS*

1 INDICATIONS AND USAGE

2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dose and Schedule
22 Raconstitution Instructions

3 DOSAGE FORMS AND STRENGTHS

4 CONTRAINDICATIONS
4.1 Severe Allergic Reaction
42 Im ression
43 Concumrent liness
44 Pregnancy

5 WARNINGS AND PRECAUTIONS
5.1 Managament of Allergic Reactions
5.2  Family History of Immunodeficlency
5.3 Usa in HIV-infeciad Individuals
54 Risk of Vaccine Virus Transmission
55 Immune Globullns and Transfusions

. arkefing
7 DRUGINTERACTIONS
71 Sallcylates

7.2 Immums Globulins and Transfusions
7.3 Tuberculin Skin Testing
8 USE IN SPECTFIC POPULATIONS
&1
83 Nursing Mothers
84 Pediatric Use
85 Geriatric Use
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
122 Phamacodynamics
124 Duration of Protection
14 CLINICAL STUDIES
4.1 Clinical Efficacy
14.2 Immunogenicity
14.3 Persistence of Immune Response
144 Studles with Othar Vaccines
15 REFERENCES
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

"Saclions or subsections omitted from the fusll prescribing Information
are not iated.

EXHIBIT 3

Page 45



Case 3:16-cv-01715-DMS-BGS Document 37-3 Filed 08/05/16 Page 48 of 134

FULL PRESCRIBING INFORMATION

1  INDICATIONS AND USAGE

VARIVAX® s a vaccine indicated for active immunization for the prevention of varicella in individuals 12
months of age and older.

2 DOSAGE AND ADMINISTRATION
Subcutaneous administration only

21 Recommended Dose and Schedule

VARIVAX is administered as an approximately 0.5-ml. dose by subcutaneous injection into the outer
aspect of the upper amm (deltoid region) or the anterolateral thigh.

Do not administer this product intravascularly or intramusculary.

Chil 2 fo

If a second dose is administered, there should be a minimum interval of 3 months between doses [see
Ciinical Studies (14.1)},

olesce 3 of

Two doses of vaccine, to he administered with a minimum interval of 4 weeks between doses [see
Clinical Studies (14.1)].

22 Reconstitution Instructions

When reconstituting the vaccine, use only the sterile diluent supplied with VARIVAX. The sterile
diluent does not contain preservatives or other anti-viral substances which might inactivate the vaccine
virus.

Use a sterile syringe free of presarvatives, antiseptics, and detergents for each reconsfitution and
injection of VARIVAX because these substances may Inactivate the vaccine virus.

To reconstitute the vaccine, first withdraw the total volume of provided sterile diluent Into a syringe.
Inject ail of the withdrawn diluent into the vial of lyophilized vaccine and gently agitate to mix thoroughly.
Withdraw the entire contents into the syringe and inject the total volume (approximately 0.5 mL) of
reconstituted vaccine subcutaneously, VARIVAX, when reconstituted, Is a clear, coloriess lo pale yellow
liquid.

Parenteral drug products should be inspected visuatly for particulate matter and discoloration prior to
administration, whenever solution and container permit. Do not use the product if particulates are present
or if it appears discolored.

To minimize foss of potency, administer VARIVAX immediately after reconstitution. Discard if
reconstituted vaccine is not used within 30 minutes.

Do not freeze reconstituted vaccine.

Do not combine VARIVAX with any other vaccine through reconstitution or mixing.

3 DOSAGE FORMS AND STRENGTHS

VARIVAX is a suspension for injection supplied as a single-dose vial of lyophilized vaccine to be
reconstituted using the accompanying sterile diluent fsee Dosage and Administration (2.2) and How
Supplied/Storage and Handling (16)]. A single dose after reconstitution is approximately 0.5 mi_.

4 CONTRAINDICATIONS

4.1 Severe Allergic Reaction

Do not administer VARIVAX te individuals with a history of anaphylactic or severe allergic reaction to
any component of the vaccine (including neomycin and gelatin) or to a previous dose of a
varicella-containing vaccine.
4.2 Immunosuppression

Do not administer VARIVAX to immunosuppressed or immunodeficient individuals, including those
with a history of primary or acquired immunodeficlency states, leukemia, lymphoma or other malignant
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naoplasms affecting the bone marrow or lymphatic system, AIDS, or other clinical manifestations of
infection with human immunodeficlency virus (HIV).

Do 7ot administer VARIVAX fo individuais receiving immunosuppressive therapy, including individuals
receiving immunosuppressive doses of corticosteroids.

VARIVAX is a live, attenuated varicella-zoster vaccine (VZV) and may cause an extensive
vaccine-associated rash or disseminated disease in individuals who are immuncsuppressed or
immunodeficient.

43 Concurrent liiness

Do not administer VARIVAX to individuals with any febrile Hiness. Do not administer VARIVAX to
individuals with active, untreated tuberculosis.
44 Pregnancy

Do not administer VARIVAX to individuals who are pregnant because the effects of the vaccine on
fetal development are unknown. Wild-type varicella (natural infection} is known to sometimes cause fota!
harm. If vaccination of postpubertal females is undertaken, pregnancy should be avoided for three
months following vaccination [see Use in Specific Populations (6.1) and Patient Counseling Information
(17)).

S  WARNINGS AND PRECAUTIONS

5.1 Management of Allergic Reactions

Adequate treatment provisions, including epinephrine injection (1:1000), shouid be avajlable for
immediate use should anaphylaxis oceur.
5.2 Family History of Inmunodeficiency

Vaccination should be deferred in patients with a family history of congenital or hereditary
immunodeficiency until the patient's immune status has been evaiuated and the patient has been found to
be immunocompetant.

53 Uss in HIV-Infected individuals

The Advisory Committee for Immunization Practices (ACIP) has recommendations on the use of
varicella vaccine in HiV-infected individuals.
54 Risk of Vaccine Virus Transmission

Post-marketing experience suggests that transmission of vaccine virus may occur rarely between
healthy vaccinees who develop a varicelia-like rash and healthy susceptible contacts. Transmission of
vaccine virus from a mother who did not develop a varicella-like rash to her newbormn Infant has baen
reporied.

Due to the concem for transmission of vaccine virus, vaccine recipiants should attempt to avoid
whenever possible close association with susceptible high-risk individuals for up to six weeks following
vaccination with VARIVAX. Susceptible high-risk individuals include:

*  Immunocompromised individuals;

*  Pregnant women without documented history of varicella or laboratory evidence of prior infection;

*  Newbom infants of mothers without documented history of varicella or laboratory evidence of prior

infection and all newborn infants bom at <28 weeks gestation regardiess of matemal varicella
immunity.
§5 Immune Globulins and Transfusions

Immunogiobulins should not be given concomitantly with VARIVAX. Vaccination should be deferred for
at least 5 months following blood or plasma transfusions, or edministration of immune globulin(s) {1}.

Following administration of VARIVAX, immune globulin(s) should not be given for 2 months thereafter
uniess its use outweighs the benefits of vaccination {1). [See Drug Interactions (7.2).]

5.6 Salicylate

Avoid use of salicylates (aspirin) or salicylate-containing products in children and adolescents 12
months through 17 years of age for six weeks following vaccination with VARIVAX because of the
assoclation of Reye syndrome with aspirin therapy and wild-type varicella infection. [See Drug
Interactions (7.1).]
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6 ADVERSE REACTIONS

6.1 Clinical Trials Experiance

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed
in the clinical trials of a vaccine cannot be directly compared to rates in the clinical trials of another
vaccine and may not reflect the rates observed in clinical practice. Vaccine-related adverse reactions
reported during clinical trials were assessed by the study investigators to be possibly, probably, or
definitely vaccine-related and are summarized below.

In clinical trials {2-9}, VARIVAX was administered to over 11,000 healthy children, edolescents, and
adults.

In a double-blind, placebo-controlled study among 914 healthy children and adolescents who were
serologically confirmed to be susceptible to varicella, the only adverse reactions that occurred at a
significantly (p<0.05) greater rate in vaccine recipients than in placebo recipients were pain and redness at
the injection site {2).

fid) ears
One-Dose Regimen in Chiidren

In cfinical trials involving healthy children monitored for up to 42 days after a single dose of VARIVAX,
the frequency of fever, injection-site complaints, or rashes were reported as shown in Table 1:

Table 1: Fever, Local Reactions, and Rashes (%) in Children 1 to 12 Years of Age 010 42

Days After Receipt of a ﬁqlo Dose of VARIVAX

Rezction N % Paak Occurrence
Expariencing Dwring
Reaction Postvaccination Days
Fever 2102.0°F (38.9°C) Oral B827 14.7% 01o 42
Injection-site complalnts 8916 19.3% Ow2
{pain/sorensass, sweiling and/or
erythema, rash, pruritus,
hematoma, induration, sfifiness)
[ Varicella-ike rash (injection &ite) 8016 4% 8019
Madian number of lesions 2
Varicslla-lke rash (generatized) 8916 a.8% Sto26
Median numbar of lesions 5

In addition, adverse events occurring at a rate of 21% are listed in decreasing order of frequency: upper
respiratory lliness, cough, irritability/nervousness, fatigue, disturbed sleep, diarrhea, loss of appetite,
vomiting, ofitis, diaper rash/contact rash, headache, teething, malaise, abdominal pain, other rash, nausea,
eye complaints, chilis, lymphadenopathy, myalgia, iower respiratory liness, allergic reactions (including
allergic rash, hives), stiff neck, heat rash/prickly heat, arthralgia, eczema/dry skin/dermatitis, constipation,
itching.

Pneumonitis has been reportad rarely (<1%) in children vaccinated with VARIVAX.

Febrile seizures have occurred at a rate of <0.1% in children vaccinated with VARIVAX.

Two-Dose Regimen in Chiidren

Nine hundred eighty-one (981) subjects in a clinical trial received 2 doses of VARIVAX 3 months apart
and were actively followed for 42 days after each dose. The 2-dose regimen of varicella vaccine had a
safety profile comparable to that of the 1-dose regimen. The overall incidence of injection-sita clinical
complaints (primarily erythema and swelling) observed in the first 4 days following vaccination was 25.4%
Postdose 2 and 21.7% Postdose 1, whereas the overall incidence of systemic clinical complaints in the
2-day follow-up pericd was lower Postdose 2 (66.3%) than Postdose 1 (85.8%).

HEOLET IR (v oo § & IO Bl Aa L]
In clinical trials inveolving healthy adolescents and adults, the majority of whom received two doses of
VARIVAX and were monitored for up to 42 days after any dose, the frequencies of fever, injection-site
complaints, or rashes are shown in Table 2.

SCan Ade
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Tamz:m,mmm,awmmMMmdmmohu After Receipt of VARIVAX
N Post

Reaction N % Post Peak Occumence In % Peak Occurmence In
Dose 1 Postvaceinaion Jose 2 | Posivaccination
Fever >100.0°F (37.8°C) Oral 1584 10.2% 1o 27 956 8.5% Oto42
Injection-site complaints 1606 | 244% 02 855 | 325% Oto2
(soreness, erythema,
sweiling, rash, pruritus,
pyrexia, hematoma,
nduration, numbnass)
Vartcella-iike rash (injection site) | 1606 % &Gto20 855 1% Oto6
Madlan number of lesions _2 1 2
Varicelia-like rash {generalized) 1608 5.5% Tio21 855 0.9% 0238
Medlan number of leslons 5 55

In addition, adverse events reported at a rate of 21% are listed in decreasing order of frequency: upper
respiratory iliness, headachs, fatigue, cough, myalgia, disturbed sleep, nausea, malaise, diarrhes, stiff
neck, irrtability/nervousness, lymphadenopathy, chills, eye complaints, abdominal pain, loss of appetite,
arthralgia, otitis, itching, vomiting, other rashes, constipation, lower respiratory finess, allergic reactions
(including allergic rash, hives), contact rash, cold/canker sore.

6.2 Post-Marketing Experience

Broad use of VARIVAX could reveal adverse events not observed in clinical trials.

The following additional adverse events, regardless of causality, have been reported during
post-marketing use of VARIVAX:

Body as a Whole

Anaphylaxis (including anaphylactic shock) and related phenomena such as angioneurotic edema,
facial edema, and peripheral edema.
Eye Disorders

Necrotizing retinilis (in immunocompromised individuals).
Hemic and Lymphatic System

Aplastic anemia; thrombocytopenia (including idiopathic thrombocytopenic purpura {ITP)).
Infections and Infestations

Varicella (vaccine strain).

Nervous/Psychiatric

Encephalitis; cerebrovascular accident; transverse myelitis; Guillain-Barré syndrome; Bell's palsy;
ataxia; non-febrile seizures; aseptic meningitis; dizziness; paresthesia,
Respiratory

Pharyngitis; pneumonia/pneumonitis.

Stevens-Johnson syndrome; erythema multiforme; Henoch-Schénlein purpura; secondary bacterial
infections of skin and soft tissue, including impetigo and cellulitis; herpes zoster.

7 DRUG INTERACTIONS

7.1 Salicylates

No cases of Reye syndrome have been observed following vaccination with VARIVAX. Vaccine
recipients should avoid use of salicylates for 8 weeks after vaccination with VARIVAX, as Reye syndrome
has been reported follawing the use of salicylates during wild-type varicslla infection [ses Wamings and
Precautions (5.6)].
7.2 Immune Globulins and Transfusions

Blood, plasma, and immune globulins contain entibodies that may interfere with vaccine virus
replication and decrease the immune response to VARIVAX. Vaccination should be deferred for at least 5
months following blood or plasma transfusions, or administration of immune globulin(s) {1}.

Following administration of VARIVAX, immune globulin{s) should not be given for 2 months thersafter
unless its use outweighs the bensfits of vaccination {1}. [See Wamings and Precautions (5.5).]
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7.3 Tuberculin Skin Testing

Tuberculin skin testing, with tubercuiin purified protein derivative (PPD), may be performed before
VARIVAX is administered or on the same day, or at least 4 weeks following vaccination with VARIVAX, as
other live virus vaccines may cause a temporary depression of tuberculin skin tast sensitivity leading to
false negative results.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category: Contraindication fsee Contraindications (4.4)] VARIVAX should not be
administered to pregnant females since wild-type varicella can sometimes cause congenital varicella
infection. Pregnancy should be avoided for three months following vaccination with VARIVAX fsee
Contraindications (4.4) and Patient Counseling Information (17)].

Pregnancy Registry

From 1995 to 2013, Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., maintained a
Pregnancy Registry to monitor fetal outcomes following inadvertent administration of VARIVAX during
pregnancy or within three months prior to conception. In 2008, reports of exposure to two other varicelia
(Oka/Merck)-containing vaccines, ProQuad® (Measles, Mumps, Rubella and Varicella Virus Vaccine
Live) and ZOSTAVAX® (Zoster Vaccine Live), were added to the Registry. The Pregnancy Registry has
been discontinued. As of March 2011, 811 women with pregnancy outcome information available for
analysis were prospectively enrolled following vaccination with VARIVAX, within three months prior to
conception or any time during pregnancy. Of these women, 170 were seronegative at the fime of
exposure and 627 women had an unknown serostatus. The remaining women were seropositive. Nine
exposures to either ProQuad or ZOSTAVAX have been reported that met criteria for inclusion into the
Registry.

None of the 820 women who received a varicella-containing vaccine delivered infants with
abnormalities consistent with congenital varicella syndrome.

All exposures to VARIVAX, ProQuad, or ZOSTAVAX during pregnancy or within three months prior to
conception should be reported as suspected adverse reactions by contacting Merck Sharp & Dohme
Corp., a subsidiary of Merck & Co., Inc, at 1-877-888-4231 or VAERS at 1-800-822-7967 or
www.vaers.hhs.gov.

8.3 Nursing Mothers

It is not known whether varicella vaccine virus is excreted in human milk. Therefore, because some
viruses are excreted in human milk, caution shouid be exercised if VARIVAX is administered to nursing
woman. [See Wamings and Precautions (5.4).]

84 Pedlatric Use

No clinical date are available on safety or efficacy of VARIVAX in chiidren less than 12 months of age.
8.5 Geriatric Use

Clinical studies of VARIVAX did not include sufficient numbers of seronegative subjects aged 65 and
over to determine whether they respond differently from younger subjects.

11 DESCRIPTION

VARIVAX [Varicella Virus Vaccine Live] is a preparation of the Oka/Merck strain of live, attenuated
varicella virus. The virus was initially obtained from a chiid with wild-type varicslla, then introduced into
human embryonic lung cell cultures, adapted to and propagated in embryonic guinea pig cell cultures and
finally propagated in human diploid cell cultures (WI-38). Further passage of the virus for varicella vaccine
was performed at Merck Research Laboratories (MRL) in human diplold cell cuitures {(MRC-5) that were
free of adventitious agents. This live, attenusted varicella vaccine is a lyophilized preparation containing
sucrose, phosphate, glutamate, and processed gelatin as stabilizers.

VARIVAX, when reconstituted as directed, Is a sterile preparation for subcutaneous injection. Each
approximately 0.5-mL dose contains a minimum of 1350 plaque-forming units (PFU) of OkaMerck
varicella virus when reconstituted and stored at room temperature for a maximum of 30 minutes. Each
0.5-mL dose also contains approximately 256 mg of sucrose, 12.5mg hydrolyzed gelatin, 32 mg of
sodium chioride, 0.5 mg of monosodium L-glutamate, 0.45 mg of sodium phosphate dibasic, 0.08 mg of
potassium phosphate monobasic, and 0.08 mg of potassium chloride. The product also contains residual
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components of MRC-5 cells including DNA and protein and trace quantities of sodium phosphate
monobasic, EDTA, neomycin and fetal bovine serum. The product contains no preservative.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

VARIVAX induces both cell-mediated and humoral immune responses to varicella-zoster virus. The
relzt:ve contributions of humoral immunity and cell-mediated immunity to protection from varicella are
unknown.
12.2 Pharmacodynamics
Transmissi

In the placebo-controlled efficacy trial, transmission of vaccine virus was assessed in household
seftings (during the 8-week postvaccination period) in 416 susceptible placebo reciplents who were
household contacts of 445 vaccine recipients. Of the 416 placebo recipients, three developed varicelia
and seroconverted, nine reported a varicella-like rash and did not seroconvert, and six had no rash but
seroconverted. If vaccine virus transmission occurred, it did so at a very low rate and possibly without
recognizable clinical disease in contacts. These cases may represent either wild-type varicella from
community contacts or a low incidence of transmisslon of vaccine virus from vaccinated contacts fsee
Wamings and Precautions (5.4)] {2,10}. Post-marketing experience suggests that transmission of vaccine
virus may occur rarely between healthy vaccinees who develop a varicella-lke rash and healthy
susceptible contacts. Transmission of vaccine virus from a mother who did not develop a varicella-like
rash to her newbom infant has also besen reported.

Overall, 8454 healthy children (12 months to 12 years of age) and 1648 adolescents and adulte {13
years of age and older) have besn vaccinated with VARIVAX in clinical trials. Eight cases of hempes
zoster have been reported in children during 42,558 person-years of follow-up in clinical trials, resulting in
a calculated incidence of at least 18.8 cases per 100,000 person-years. The completeness of this
reporting has not baen determined. One case of herpes zoster has been reparted in the adolescent and
adult age group during 5410 person-years of follow=up in clinical trials, resulting In a calculated incidence
of 18.5 cases per 100,000 person-years. All 9 cases were mild and without sequelas. Two cultures (one
child and one adult) obtained from vesicles were positive for wild-type VZV as confirmed by restriction
endenuciease analysis {11}. The long-term effect of VARIVAX on the incidence of hemes zoster,
particularly in those vaccinees exposed to wild-type varicella, is unknown at present.

in children, the reported rate of herpes zoster in vaccine recipienits appears not to exceed that
previously determined in a population-based study of healthy children who had experienced wild-type
varicella {12}. The incidence of herpes zoster in adults who have had wild-type varicella infection is higher
than that in children.

12.4 Duration of Protection

The duration of protection of VARIVAX is unknown; however, long-term efficacy studiss have
demonstrated continued protection up to 10 years after vaccination {13} [see Clinical Studies (14.1)]. A
boost in antibody levels has been observed in vaccinees following exposure to wild-type varicella which
could account for the apparent long-term protection after vaccination in these studies.

14 CLINICAL STUDIES

14.1 Clinical Efficacy

The protective efficacy of VARIVAX was established by: (1) a placebo-controlled, double-blind clinical
trial, (2) comparing varicella rates in vaccinees versus historical controls, and (3) assessing protection
from disease following household exposure,
One-Dose Regiman in Chiidren

Although no placebo-controlled tria! was carried out with VARIVAX using the current vaccine, a
placebo-controlled trial was conducted using a formulation containing 17,000 PFU per dose {2,14)}. In this
frial, a single dose of VARIVAX protected 96 to 100% of children against varicella over a two-year period.
The study enrolled healthy individuals 1 to 14 years of age (=491 vaccine, n=465 placebo). In the first
year, 8.5% of placebo recipients contracted varicella, while no vaccine recipient did, for a calculated
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protection rate of 100% duwing the first varicelia season. In the second year, when only a subset of
individuais agreed to remain in the blinded study {n=163 vaccine, n=161 placebo), 96% protective
efficacy was caicuiaied for the vaccine group as compared to placebo.

In early clinical trials, a total of 4240 children 1 to 12 years of age received 1000 to 1625 PFU of
aftenuated virus per dose of VARIVAX and have been followed for up to nine years post single-dose
vaccination. in this group there was considerable variation in varicella rates among studies and study
sites, and much of the reported data were acquired by passive follow-up. It was observed that 0.3 to 3.8%
of vaccinees per year reported varicella (called breakthrough cases). This represents an approximate
83% (95% confidence interval [CI}, 82%, 84%) decrease from the age-adjusted expected incidence rates
in susceptible subjects over this same period {12}. in those who developed breakthrough varicella
posivaccination, the majority experienced mild disease (median of the maximum number of lesions <50).
In one study, a total of 47% (27/58) of breakthrough cases had <50 lesions compared with 8% (7/92) in
unvaccinated individuals, and 7% (4/58) of breakthrough cases had >300 lesions compared with 50%
(46/92) in unvaccinated individuals {15}.

Among a subset of vaccinees who were actively followed in these early trials for up to nine years
postvaccination, 178 individuals had household exposure to varicella. There were no reports of
breakthrough varicella in 84% (150/179) of exposed children, while 16% (29/179) reported a mild form of
varicella {38% [11/29] of the cases with a maximum total number of <50 lesions; no individuals with >300
lesions). This represents an 81% reduction in the expected number of varicella cases utllizing the
historical attack rate of 87% following household exposure to varicella in unvaccinated individuals in the
calculation of efficacy.

In later clinical trials, a total of 1114 children 1 to 12 years of age received 2800 to 8000 PFU of
attenuated virus per dose of VARIVAX and have been actively followed for up to 10 years post
single-dose vaccination. it was observed that 0.2% to 2.3% of vaccinees per year reported breakthrough
varicetla for up to 10 years post single-dose vaccination. This represents an estimated efficacy of 94%
(95% CI, 93%, 86%), compared with the age-adjusted expected incidence ratas in susceptible subjects
over the same period {2,12,16}. In those who developed breakthrough varicella postvaccination, the
majority experienced mild disease, with the median of the maximum total number of lesions <50. The
severity of reported breakthrough varicella, as measured by number of lesions and maximum
temperature, appeared not to increase with time since vaccination.

Among a subset of vaccinees who were actively followed in these later trials for up to 10 years
postvaccination, 95 individuals were exposed to an unvaccinated individual with wild-type varicells in a
household sefting. There were no reports of breakthrough varicella in 92% (87/95) of exposed children,
while 8% (8/95) reported a mild form of varicella (maximum total number of lesions <50; observed range,
10 to 34). This represents an estimated efficacy of 80% (95% Cl, 82%, 96%) based on the historical
attack rate of 87% following household exposure to varicella in unvaccinated individuals in the calculation
of efficacy.

Two-Dose Regimen in Children

In a dinical trial, a total of 2216 children 12 months to 12 years of age with a negaltive history of
varicella were randomized to receive either 1 dose of VARIVAX (n=1114) or 2 doses of VARIVAX
(n=1102) given 3 months apart. Subjects were actively followed for varicella, any varicella-fike illness, or
herpes zoster and any exposures to varicella or herpes zoster on an annual basis for 10 years after
vaccination. Persistence of VZV antibody was measured annually for 9 years. Most cases of varicella
reported in recipients of 1 dose or 2 doses of vaccine were mild {13}. The estimated vaccine efficacy for
the 10-year observation period was $4% for 1 dose and 98% for 2 doses (p<0.001). This translates o a
3.4-fold lower risk of developing varicella >42 days postvaccination during the 10-year observation period
in children who recsived 2 doses than in those who received 1 dose (2.2% vs. 7.5%, respectively).
Clinical Data in Adolescents and Adulls
Two-Dose Regimen in Adolescents and Adults

In early dinical trials, a total of 796 adolescents and adults received 805 to 1230 PFU of attenuated
virus per dose of VARIVAX and have been followed for up to six years following 2-dose vaccination. A
total of 50 clinical varicella cases were reported >42 days following 2-dose vaccination. Based on passive
follow-up, the annual varicella breakthrough event rate ranged from <0.1 to 1.9%. The median of the
maximum total number of lesions ranged from 15 io 42 per year.
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Although no placebo-controlled trial was carried out in adolescents and adults, the protective efficacy
of VARIVAX was determined by evaluation of protaction when vaccinees received 2 doses of VARIVAX 4
or 8 weeks apart anti were subsequently axposed to varicella in a household setting. Among the subset
of vaccinees who were actively followed in these early trials for up to six years, 76 individuals had
housshold exposure to varicella. There were no reports of breakthrough varicella in 83% (63/76) of
exposed vaccineas, while 17% (13/76) reported a mild form of varicella. Among 13 vaccinated individuals
who developed breakthrough varicella after a household exposure, 82% (8/13) of the cases reported
maximum total number of lesions <60, while no individual reported >75 lesions. The attack rate of
unvaccinated adults exposed to a single contact in a household has not been previously studied. Utilizing
the previously reported historical aftack rate of 87% for wild-type varicella following household exposure
to varicella among unvaccinated children in the calculation of efficacy, this represents an approximate
80% reduction in the expected number of cases in the household setting.

In later clinical trials, a total of 220 adolescents and adults received 3315 to 9000 PFU of attenuated
virus per dose of VARIVAX and have been actively followed for up to six years following 2-dose
vaccination. A total of 3 clinical varicella ceses were reported >42 days foliowing 2-dose vaccination. Two
cases reported <50 lesions and none reported >75. The annual varicella breakthrough event rate ranged
from 0 to 1.2%. Among the subset of vaccinees who were actively followed in these later trials for up to
five years, 16 individuals were exposed to an unvaccinated individual with wild-type varicella in a
household setting. There were no reports of breakthrough varicella among the exposed vacciness.

There are insufficient data to assess the rate of protective efficacy of VARIVAX against the serious
complications of varicella in adults (e.g., encephalitis, hepatitis, pneumonitis) and during pregnancy
{congenital varicella syndrome).

14.2 Immunegenicity

In clinical trials, varicella antibodies have been evaluated following vaccination with formulations of
VARIVAX containing attenuated virus ranging from 1000 to 50,000 PFU per dose in healthy individuals
ranging from 12 months to 55 years of age {2,9}.

One-Dose Regimen in Children

In prelicensure efficacy studies, seroconversion was observed in 97% of vaccinees at approximately 4
to 6 weeks postvaccination in 6889 susceptible children 12 months to 12 years of age. Titers 25 gpELISA
units/mL were induced in approximately 76% of children vaccinated with a single dose of vaccine at 1000
to 17,000 PFU per dose. Rates of breakthrough disease were significantly lower among children with VZV
antlbody ﬂters 25 ngLISA umtsImL compared with children with titers <5 gpELISA units/mL.

“Ina ultlcer study 2216 heaithy children 12 months to 12 years of age received either 1 dose of
VARIVAX or 2 doses administered 3 months apart. The immunogenicity results are shown in Table 3.

Table 3: Summary of VZV Antibody Responses at 8 Weeks Postdose 1 and 6 Weeks Postidose 2 in Initlally

Seronegative Children 12 Months to 12 Years of Age (Vaccinations 3 Months Apart)
VARIVAX VARIVAX

1-Dose Regimen 2-Dose Regimen {3 months apart)
{N=1114) _ {N=1102)
6 Weoks 6 Weaeks Postdose | 6 Weeks Posidose
Postvaccination 1 (n=851) 2 {(n=769)
n=892 .
|_Serocenvareion Rate 98.9% 00.5% 99.9%
Percant with VZV Antibody 84.8% 87.3% 98.5%
Titer =5 goELISA units/mL
Geometric mean tiers in 12.0 128 141.5
POELISA units/ml. (95% Cl) {112 12.8) {11.8, 3.7} {132.3, 161.3)
N = Number of subjecis vaccinated.

n = Number of subjects ncluded in immunogenicity analyais.

The resuits from this study and other studies in which a second dose of VARIVAX was administered 3
to 6 years afier the initial dose demonstrate significant boosting of the VZV antibodies with a second
dose. VZV antibody levels after 2 doses given 3 to 6 years apart are comparable to those obtained when
the 2 doses are given 3 months apart.
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Ina multlcentar study mvolvmg susoaptlble adolescents and adults 13 years of age and older, 2 doses
of VARIVAX administered 4 to 8 weeks apart induced a seroconversion rate of approximately 75% in 539
individuals 4 weeks after the first dose and of 99% in 479 individuals 4 weeks after the second dose. The
average antlbody response in vaccinees who received the second dose B weeks after the first dose was
higher than that in vaccinees who received the second dose 4 weeks after the first dose. In another
multicenter study involving adolescents and adults, 2 doses of VARIVAX administered 8 wesks apart
induced a seroconversion rate of 94% in 142 individuals 6 weeks after the first dose and 99% in 122
individuais 6 weeks after the second dose.
14.3 Persistence of Inmune Response

In clinical studies involving healthy children who received 1 dose of vaccine, detectable VZV
antibodies were present in 99.0% (3886/3926) at 1 year, 99.3% (1555/1566) at 2 years, 98.6%
(1106/1122) at 3 years, 99.4% (1168/1175) at 4 years, 99.2% (737/743) at 5 years, 100% (142/142) at 6
years, 97 4% (38]39) at7 years, 100% (34/34) at 8 years, and 100% (16/16) at 10 years postvaccination.

In reciplenis of 1 doss of VARIVAX over 9 years of follow-up, the geometric mean titers (GMTs) and
the percent of subjects with VZV antibody titers =5 gpELISA units/mL genenally increased. The GMTs and
percent of subjects with VZV antibody ftiters >5 gpELISA units/mL in the 2-dose recipients were higher
than those in the 1-dose recipients for tha first year of follow-up and generally comparabie thereafter. The
cumulative rate of VZV antibody persistence with both regimens remained very high at year 9 (99.0% for
the 1-dose group and 98 8% forthe 2-dose group)

, /

In clinlsal studies involvlng heallhy adolesoenls and adults who received 2 doses of vaccine,
detectable VZV antibodies were present in 97.9% (568/580) at 1 year, 97.1% (34/35) at 2 years, 100%
(144/144) at 3 years, 97.0% (98/101) at 4 years, 97.4% (76/78) at 5 years, and 100% (34/34) at 6 years
postvaccination.

A boost in antibody levels has been observed in vaccinees following exposure to wild-type varicella,
which could account for the apparent long-term persistence of antibody [evels in these studies.

14.4 Studies with Other Vaccines
£ istration

In combined clinical studies involving 1080 chitdren 12 to 36 months of age, 653 received VARIVAX
and M-M-R I concomitantly at separate Injection sites and 427 received the vaccines six weeks apart.
Seroconversion rates and antibody levels to measles, mumps, rubella, and varicella were comparable
between Ihe two gmups at approxxmately slx weeks post-vaocmatlon

In a cllmcal study involvlng 318 chlldren 12 months to 42 months of age, 160 received an
investigational varicella-containing vaccine (a formulation combining measles, mumps, rubella, and
varicella in one syringe) concomitantly with booster doses of DTaP and OPV (no longer licensed in the
United States). The comparator group of 144 children received M-M-RII concomitantly with booster
doses of DTeP and OPV followed by VARIVAX six weeks later. At six weeks postvaccination,
seroconversion rates for measles, mumps, rubella, and VZV and the percentage of vaccinees whose
titers were boosted for diphtheria, tetanus, pertussis, and polio were comparable between the two groups.
Anti-VZV levels were decreased when the investigational vaccine containing varicella was administered
concomitantly with DTaP {17}. No dlinically significant differences were noted in adverse reactions
between the two groups

in a dinlcal study involwng 307 chlldren 12 to 18 months of age, 150 received an investigational
varicella-containing vaccine (a formulation combining measles, mumps, rubella, and varicella in one
syringe) concomitantly with a booster dose of PedvaxHIB [Haemophilusb Conjugate Vaccine
{Meningococcal Protein Conjugate)], while 130 received M-M-R II concomitantly with a booster dose of
PedvaxHIB foliowed by VARIVAX 6 weeks later. At six weeks postvaccination, seroconversion rates for
measies, mumps, rubella, and VZV, and GMTs for PedvaxHIB were comparable between the two groups.
Anti-VZV levels were decreased when the investigational vaccine containing varicella was administered
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concomitantly with PedvaxHIB {18}. No clinically significant differences In adverse reactions were seen
betwean the two groups _

In a dlnllll study Involvmg 822 children 12 o 15 months of age, 410 received COMVAX, M-M-R1I,
and VARIVAX concomitantly at separate injection sites, and 412 recalved COMVAX followed by M-M-R II
and VARIVAX given concomitantly at separate injection sites, 6 weeks ater. At 6 wesks postvaccination,
the immune responses for the subjects who received the concomitant doses of COMVAX, M-M-R II, and
VARIVAX were similar to those of the subjects who received COMVAX followed 6 weeks later by
M-M-RTI and VARIVAX with respect fo all antigens administered. There were no clinically important
differences in reaction rates when the three vaccines were administered concomitantly versus six weeks
apart.
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16 HOW SUPPLIED/STORAGE AND HANDLING

No. 4826/4309 —VARIVAX is supplied as follows:

(1) a single-dose vial of lyophilized vaccine (package A), NDC 0006-4826-00

(2) a box of 10 vials of diluent (package B).

No. 4827/4309 —VARIVAX is supplied as follows:

(1) a box of 10 single-dose vials of lyophilized vaccine (package A), NDC 0006-4827-00
(2) a box of 10 vials of diluent (package B).

Storage
Vaccine Vial

During shipment, maintain the vaccine at a temperature between —-58°F and +5°F (~50°C and -15°C).
Use of dry ice may subject VARIVAX to tempsratures colder than —58°F (~50°C).

Before reconstitution, store the lyophilized vaccine in a freezer at a temperature batween —58°F and
+5°F (-50°C and -15°C). Any freezer (e.g., chest, frost-free) that reliably maintalns a temperature
between -58°F and +5°F (-50°C and ~-15°C) and has a separate sealed freezer door is acceptable for
storing VARIVAX.VARIVAX may be stored at refrigerator temperature (36°F to 46°F, 2°C to 8°C)forup to
72 continuous hours prior to reconstitution. Vaccine stored at 2°C to 8°C which is not used within 72
hours of removal from +5°F (—15°C) storage should be discarded.

Before reconstitution, protect from light.

DISCARD IF RECONSTITUTED VACCINE IS NOT USED WITHIN 30 MINUTES.

Diluent Vial

The vial of diluent should be stored separately at room temperature (68°F to 77°F, 20°C to 25°C), orin
the refrigerator.

For further product information, call 1-800-3-VARIVAX (1-800-982-7482).

17 PATIENT COUNSELING INFORMATION
See FDA-Approved Patient Labeling (Patient Information).

Discuss the following with the patient:

¢ Question the patient, parent, or guardian about reactions to previous vaccines.

» Provide a copy of the patient information (PPI) located at the end of this insert and discuss any
guestions or concems.

 Inform patient, parent, or guardian that vaccination with VARIVAX may not result in protection of all
healthy, susceptible children, adolescents, and aduits.
Inform female patients to avoid pregnancy for three months following vaccination.
Inform patient, parent, or guardian of the benefits and riks of VARIVAX.
Instruct patient, parent, or guardian to report any adverse reactions or any symptoms of concern to
their healthcare profassional.

The U.S. Depariment of Health and Human Services has established a Vaccine Adverse Event
Reporting System (VAERS) to accept all reports of suspected adverse events after the administration of
any vaccine. For information or a copy of the vaccine reporting form, call the VAERS toli-free number at
1-B00-822-7967, or report online at http://www.vaers.hhs.gov.
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Dist by: Merck Sharp & Dohms Corp.,  subsidinry of
€9 MERCK & CO, INC, Whitehouse Station, N 08889, USA

For patent information: www.merck.com/product/patent/home.htmi

Copyright ® 2013 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.
All rights reserved.
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M-M-R® 1
(MEASLES, MUMPS, and
RUBELLA VIRUS VACCINE LIVE)

DESCRIPTION

M-M-R® II (Measles, Mumps, and Rubella Virus Vaccine Live) is a live virus vaccine for vaccination
against measles (rubeola), mumps, and rubella {(German measles).

M-M-R1I is a sterile iyophilized preparation of (1) ATTENUVAX® (Measles Virus Vaccine Live), a
more attenuated line of measles virus, derived from Enders' attenuated Edmonston strain and
propagated in chick embryo cell culture; (2) MUMPSVAX® (Mumps Virus Vaccine Live), the Jeryl Lynn™
(B level) strain of mumps virus propagated in chick embryo cell cuiture; and (3) MERUVAX® II {Rubella
Virus Vaccine Live), the Wistar RA 27/3 strain of live attenuated rubelia virus propagated in WI-38 human
diploid lung fibrobtasts.{1,2}

The growth medium for measles and mumps is Medium 199 (a buffered salt solution containing
vitamine and amino acids and supplemented with fetal bovine serum) containing SPGA (sucrose,
phosphate, giutamate, and recombinant human albumin) as stabllizer anxl neomycin.

The growth medium for rubella is Minimum Essential Medium (MEM) |a buffered salt solution
containing vitamins and amino acids and supplemented with fetal bovine serum] containing recombinant
human albumin and neomycin. Sorbitol and hydrolyzed gelatin stabilizer are added to the individual virus
harvests.

The cells, virus pools, and fetal bovine serum are all screened for the absence of adventitious agents.

The raconstituted vaccine Is for subcutanecus administration. Each 0.5 mL dose contains not less
than 1,000 TCiDg, (tissue culture infectious doses) of measles virus; 12,500 TCIDs, of mumps virus; and
1,000 TCIDsg, of rubella virus. Each dose of the vaccine is caiculatad to contain sorbitol (14.5 mg), sodium
phasphate, sucrose (1.9 mg), sodium chioride, hydrolyzed gelatin (14.5 mg), recombinant human albumin
(0.3 mg), fetal bovine serum (<1 ppm), other buffer and media ingredients and approximately 25 meg of
neomycin. The product contains no preservative.

Before reconstitution, the lyophilized vaccine is a light yellow compact crystalline plug. M-M-R II, when
reconstituted as directed, is clear yellow.

CLINICAL PHARMACOLOGY

Measles, mumps, and rubslla are three common childhood diseases, caused by measles virus,
mumps virus (paramyxoviruses), and rubella virus (togavirus), respectively, that may be associated with
serious complications and/or death. For example, pnreumonia and encephglitis are caused by measies.
Mumps is associated with aseptic meningitis, deafness and orchitis; and rubella during pregnancy may
cause congenital rubella syndrome in the infanis of infected mothers.

The impact of measles, mumps, and rubella vaccination on the natural history of each disease in the
United States can be quantified by comparing the maximum number of measles, mumps, and rubella
cases reported in a given year prior to vaccine use to the number of cases of each disease reported in
1995. For measles, 894,134 cases reporied in 1941 compared to 288 reported in 1995 resulted in
a 99.97% decrease in reported cases; for mumps, 152,209 cases reported in 1968 compared to 840
casas reported in 1995 resuited in a 99.45% decrease in reported cases; and for rubella, 57,686 cases
reported in 1969 compared to 200 cases reporied in 1995 resulted in a 99.65% decrease.{3}

Clinical studies of 284 triple seronegative children, 11 months to 7 years of age, demonstrated that
M-M-R 11 is highly immunogenic and generally well tolerated. in these studies, a single injection of the
vaccine induced measles hemagglutination-inhibition (HI) antibodies in 95%, mumps neutralizing
antibodies in 96%, and rubella Hl antibodies in 99% of susceptible persons. However, a small percentage
(1-5%) of vaccinees may fail to seraconvert after the primary dose (see also INDICATIONS AND USAGE,
Recommended Vaccination Schedule).

A study{4} of 6-month-old and 15-month-old infants bom to vaccine-immunized mothers demonstrated
that, following vaccination with ATTENUVAX, 74% of the 6-month-old infants deveioped detectable
neutralizing antibody (NT) titers while 100% of the 15-month-old infants developed NT. This rate of
seroconversion is higher than that previously reported for 8-month-old infants bom to naturally immune
mothers tested by HI assay. When the 8-month-old infants of immunized mothers were revaccinated at
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15 months, they developed antibody titers equivalent to the 15-month-old vaccinees. The lower
seroconversion rate in 6-month-olds has two possible explanations: 1) Due to the limit of the detection
level of the assays (NT and enzyme immunoassay [EIA]), the presence of trace amounts of undetectable
maternal aitibody mignt interfere with the seroconversion of infants; or 2)The immune system of
6-month-olds is not always capable of mounting a response to measles vaccine as measured by the two
antibody assays.

There is some evidence to suggest that infants who are born to mothers who had wild-type measles
and who are vaccinated at less than one year of age may not develop sustained antibody levels when
later revaccinated. The advantage of early protection must be weighed against the chance for failure to
respond adequately on reimmunization.{5,6}

Efficacy of measles, mumps, and rubella vaccines was established in a series of double-blind
controlled field trials which demonstrated a high degree of protective efficacy afforded by the individual
vaccine components.{7-12) These studies also established that seroconversion in response to
vaccination against measles, mumps, and rubella paralleled protection from these diseases.{13-15}

Following vaccination, antibodies associated with protection can be measured by neutralization
assays, HI, or ELISA (enzyme linked immunosorbent assay) tests. Neutralizing and ELISA antibodies to
measles, mumps, and rubella viruses are still detectable in most individuals 11 to 13 years after primary
vaccination.{16-18} See INDICATIONS AND USAGE, Non-Pregnant Adolescent and Adult Females, for
Rubella Susceptibility Testing.

The RA 2773 rubella strain in M-M-R 1 elicits higher immediate post-vaccination HI, complement-fixing
and neutralizing antibody levels than other strains of rubella vaccine{19-25} and has been shown to
induce a broader profile of circulating antibodies including anti-theta and anti-iota precipitating
antibodies {26,27) The RA 27/3 rubelia strain immunologically simulates natural infection more closely
than other rubslla vaccine viruses{27-29)} The increased levels and broader profile of antibodies
produced by RA 27/3 strain rubslla virus vaccine appear to correlate with greater resistance to subclinical
reinfection with the wild virus,{27,29-31} and provide greater confidence for lasting immunity.

INDICATIONS AND USAGE

Recommended Vaccination Schedule

M-M-R II is indicated for simultaneous vaccination against measles, mumps, and rubella In individuals
12 months of age or older.

Individuals first vaccinated at 12 months of age or older shoukd be revaccinated prior to elementary
school entry. Revaccination Is intended to seroconvert those who do not respond to the first dose. The
Advisory Committee on Immunization Practices (ACIP) recommends administration of the first dose of
M-M-R II at 12 to 15 months of age and administration of the second dose of M-M-R II at 4 fo 6 years of
age.{32} In addition, some public heaith jurisdictions mandate the age for revaccination. Consult the
complete text of applicable guidelines regarding routine revaccination including that of high-risk adult
populations.

Measles Outbreak Schedule
Infants Between 6 to 12 Months of Age

Local heaith authorities may recommend measles vaccination of infants between 6 to 12 months of
age in outbreak situations. This population may fail to respoand to the components of the vaccine. Safety
and effectiveness of mumps and rubella vaccine in infants less than 12 months of age have not baen
established. The younger the infant, the lower tha likelihood of seroconversion (see CLINICAL
PHARMACOLOGY). Such infants should receive a second dose of M-M-R II between 12 to 15 months of
age followed by revaccination at elementary school entry.{32}

Unnecessary doses of a vaccine are best avoided by ensuring that written documentation of
vaccination is preserved and a copy given to each vaccinee's parent or guardian.

Other Vaccination Considerations
Non-Pregnant Adolescent and Aduft Females

Immunization of susceptible non-pregnant adolescent and adult females of childbearing age with live
attenuated rubella virus vaccine is indicated if certain precautions are observed (see below and
PRECAUTIONS). Vaccinating susceptible postpubertal females confers individual protection against
subsequently acquiring rubella infection during pregnancy, which in tum prevents infection of the fetus
and consequent congenital rubella injury {33}
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Women of childbearing age should be advised not to become pregnant for 3 months after vaccination
and should be informed of the reasons for this precaution,

The ACIP has stated “If it is practical and if reliable Iaboratory services are available, women of
childoearing age who are potential candidates for vaccination can have serologic tests to determine
susceplibllity to rubella. However, with the exception of premaritai and prenatal screening, routinely
performing serologic tests for afl women of childbearing age to determine susceptibility (so that vaccine is
given only to proven susceptible women) can be effective but is expensive. Also, 2 visits to the
health-care provider would be necessary — one for screening and one for vaccination. Accordingly,
fubella vaccination of a woman who s not known to be pregnant and has no history of vaccination is
justifiable without serologic testing — and may be preferable, particularly when costs of serolagy are high
and follow-up of identified susceptible women for vaccination is not assured.”{33}

Postpubertal females should be informed of the frequent accurrence of generally self-limited arthralgia
and/or arthritis beginning 2 to 4 weeks after vaccination (see ADVERSE REACT 1ONS).

Postpartum Women

It has been found convenient in many instances to vaccinate rubella-susceptible women in the
immediate postpartum period (see PRECAUTIONS, Nursing Mothers).
Other Populations

Previously unvaccinated children older than 12 months who are in contact with susceptible pregnant
women should receive live attenuated rubelta vaccine (such as that contained in monovalent rubella
vaccine or in M-M-R II) to reduce the risk of exposure of the pregnant woman.

Individuals planning trave) outside the United States, if not immune, can acquire measles, mumps, or
rubella and import these diseases into the United States. Therefore, prior to international travel,
individuals known to be susceptibie to one or more of these diseases can either receive the indicated
monovalent vaccine (measles, mumps, or rubella), or a combination vaccine as appropriate. However,
M-M-RII is prefarred for persons likely to be susceptible to mumps and rubella; and if monovalent
measles vaccine is not readily available, travelers should raceive M-M-R I regardiess of their immune
status to mumps or rubella.{34-36)

Vaccination is recommended for susceptible individuals in high-risk groups such as college students,
health-care workers, and military personnel.{33,34,37}

According to ACIP recommendations, most persons born in 1956 or earlier are likely to have been
infected with measles naturally and generally need not be considered susceptible. All chitdren,
adolescents, and adults born after 1956 are considered susceptlible and shouid be vaccinated, if there
are no contraindications. This includes persons who may be immune to measles but who lack adequate
documentation of immunity such as: (1) physician-diagnosed measles, {2) taboratory evidence of
measles immunity, or (3)adequate immunization with live measles vaccine on or after the first
birthday.{34}

The ACIP recommends that "Persons vaccinated with inactivated vaccine followed within 3 months by
live vaccine should be revaccinated with two doses of live vaccine. Revaccination is particularly important
when the risk of exposure to wild-type measles virus is increased, as may occur during international
travel."{34}

Post-Exposure Vaccination

Vaccination of individuals exposed to wild-type measles may provide some protection if the vaccine
can be administered within 72 hours of exposure. If, however, vaccine is given a few days before
exposure, substantial protection may be afforded.(34,38,39) There is no conclusive evidence that
vaccination of individuals recently exposed to wild-type mumps or wild-type rubella will provide
protection.{33,37}

Use With Other Vaccines
Ses DOSAGE AND ADMINISTRATION, Use With Other Vaccines.

CONTRAINDICATIONS

Hypersensitivity to any component of the vaccine, including gelatin.{40}

Do not give M-M-R II to pregnant females; the possible effects of the vaccine on fetal development
are unknown at this time. If vaccination of postpubertal females is undertaken, pregnancy should be
avoided for three months following vaccination (see INDICATIONS AND USAGE, Non-Pregnant
Adolescent and Adult Females and PRECAUTIONS, Pregnancy).
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Anaphylactic or anaphyiactold reactions to neomycin (each dosa of reconstituted vaccine contains
approximately 25 meg of neomycin),

Febrile respiratory iliness or other active febrile infection. However, the ACIP has recommended that
all vaccines can be administered to persons with minor ilinesses such as diarhea, mild upper respiratory
infection with or without low-grade fever, or other low-grade febrile iliness.{41}

Patients recsiving immunosuppressive therapy. This contraindication does not apply to patients who
are receiving corticosteroids as replacement therapy, e.g., for Addison's disease.

Individuals with blood dyscrasias, leukemia, lymphomas of any type, or other malignant neoplasms
affecting the bone marrow or lymphatic systems.

Primary and acquired immunodeficiency states, including patients who are immunosuppressed in
assoclation with AIDS or other clinical manifestations of infection with human immunodeficiency
viruses;{41-43} cellular immune deficiencies; and hypogammaglobulinemic and dysgammaglobulinemic
states. Measles inclusion body encephaiitis{44} (MIBE), pneumonitis{45} and death as a direct
consequence of disseminated measles vaccine virus infection have been reported in
immunocompromised individuals inadvertently vaccinated with measles-containing vaccine.

Individuals with a family history of congenital or hereditary immunodeficiency, until the immune
competence of the potential vaccine recipient is demonstrated.

WARNINGS

Due caution should be employed in administration of M-M-R II to persons with a history of cerebral
injury, individual or family histories of conwvulsions, or any other condition in which stress due to fever
should be avoided. The physician should be alert to the temperature elevation which may occur following
vaccination (see ADVERSE REACTIONS).

Hypersensilivity to Eggs

Live measles vaccine and live mumps vaccine are produced in chick embryo cell culture. Persons with
a history of anaphylactic, anaphylactoid, or other immediate reactions (e.g., hives, swelling of the mouth
and throat, difficulty breathing, hypotension, or shock) subsequent to egg ingestion may be at an
enhanced risk of immediate-type hypersensitivity reactions after receiving vaccines containing traces of
chick embryo entigen. The potential risk to benefit ratio should be carefully evaluated before considering
vaccination in such cases. Such individuals may be vaccinated with exireme caution, having adequate
treatment on hand should a reaction occur (see PRECAUTIONS).{46}

However, the AAP has stated, "Most children with a history of anaphylactic reactions to eggs have no
untoward reactions to measles or MMR vaccine. Persons are not at increased risk if they have egg
allergies that are not anaphylactic, and they should be vaccinated in the usual manner. In addition, skin
testing of egg-allergic children with vaccine has not been predictive of which children will have an
immediate hypersensitivity reaction...Persons with allergies to chickens or chicken feathers are not at
Increased risk of reaction to the vaccine."{47)}

Hypersensitivily to Neomycin

The AAP states, "Persons who have experienced anaphylactic reactions to fopically or systemically
administered neomycin should not receive measles vaccine. Most often, however, neomycin allergy
manifests as a contact dermatitis, which Is a delayed-type (cell-mediated) immune response rather than
anaphylexis. In such persons, an adverse reaction to neomycin in the vaccine would be an erythematous,
pruritic nodule or papule, 48 to 96 hours after vaccination. A history of contact dermatitis to neomycin is
not a contraindication to recelving measles vaccine."{47}

Thrombocytfopenia

Individuals with current thrombocytopenia may develop more severe thrombocytopenia following
vaccination. In addition, individuals who experienced thrombocytopenia with the first dose of M-M-R 1I (or
its component vaccines) may develop thrombocytopenia with repeat doses. Serologic status may be
evaluated to determine whether or not additional doses of vaccine are needed. The potential risk to
benefit ratio should be carefully evaluated before considering vaccination in such cases (see ADVERSE
REACTIONS).
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PRECAUTIONS

General

Adequate treatment provisions, including epinephrine Injection (1:1000), should be available for
immediate use should an anaphylactic or anaphylactoid reaction occur.

Special care should be taken to ensure that the Injection does not enter a blood vessel.

Children and young adults who are known to be infected with human immunodeficiency viruses and
are nol immunosuppressed may be vaccinated. However, vaccinees who are infected with HIV should be
monitored closely for vaccine-preventable diseases because immunization may be less effective than for
uninfected persons (see CONTRAINDICATIONS).{42,43)

Vaccination should be deferred for 3 months or longer following blood or plasma transfusions, or
administration of immune globulin (human).{47}

Excretion of small amounts of the live attenuated rubella virus from the nose or throat has occurred in
the majority of susceptible individuals 7 to 28 days after vaccination. There is no confirmed evidance to
indicate that such virus Is transmitted to susceptible persons who are in contact with the vaceinated
individuals. Consequently, transmission through close personal contact, while accepted as a theorelical
possibility, is not regarded as a significant risk.{33)} However, transmission of the rubella vaccine virus to
infants via breast milk has been documented (see Nursing Mothers).

There are ho reports of transmission of live attenuated measles or mumps viruses from vaccinees to
susceptible contacts.

It has been reported that live attenuated measles, mumps and rubelia virus vaccines given individually
may result in a temporary depression of tuberculin skin sensitivity. Therefore, if a tuberculin test is to be
done, it should be administered either before or simultaneously with M-M-R II.

Children under treatment for tuberculosis have not experienced exacerbation of the disease when
immunized with live measies virus vaccine;{48} no studies have been reported to date of the effect of
measles virus vaccines on untreated tuberculous children. However, individuals with active untreated
tuberculosis should not be vaccinated.

As for any vaccine, vaccination with M-M-R II may not result in protection in 100% of vaccinees.

The health-care provider should determine the current health status and previous vaccination history
of the vaccinee.

The health-care provider should question the patient, parent, or guardian about reactions to a previous
dose of M-M-R II or other measles-, mumps-, or rubella-containing vaccines.

Information for Patlents

The health-care provider should provide the vaccine information required to be given with each
vaccination to the patient, parent, or guardian.

The health-care provider should inform the patient, parent, or guardian of the benefits and risks
assoclated with vaccination. For risks agsociated with vaccination see WARNINGS, PRECAUTIONS, and
ADVERSE REACTIONS.

Patients, parents, or guardians should be instructed fo report any serious adverse reactions to their
health-care provider who in tum should report such events to the U.S. Department of Health and Human
Services through the Vaccine Adverse Event Reporting System (VAERS), 1-800-822-7967.{49}

Pregnancy should be avoided for 3 months following vaccination, and patients should be informed of
the reasons for this precaution (see INDICATIONS AND USAGE, Non-Pregnant Adolescent and Aduit
Females, CONTRAINDICATIONS, and PRECAUTIONS, Pragnancy).

Laboratory Tests

See INDICATIONS AND USAGE, Non-Pregnant Adolescent and Adult Females, for Rubslia

Susceptibility Testing, and CLINICAL PHARMACOLOGY.
Drug interactions

See DOSAGE AND ADMINISTRATION, Use With Other Vaccines.
Immunosuppressive Therepy

The immune status of patients about to undergo immunosuppressive therapy shouid be evaluated sa
that the physician can consider whether vaccination prior to the initiation of treatment is indicated (see
CONTRAINDICATIONS and PRECAUTIONS).

The ACIP has stated that "patients with leukemia in remission who have not received chemotherapy
for at least 3 months may recsive live virus vaccines. Short-term (<2 weeks), low- to moderate-dose
systemic corticosteroid therapy, topical steroid therapy (e.g. nasal, skin), long-term altemate-day
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treatment with low to moderate doses of short-acting systemic steroid, and intra-articular, bursal, or
tendon injection of corticosteroids are not immunosuppressive in their usual doses and do not
contraindicate the administration of [measles, mumps, or rubella vaccine)."{33,34,37}

immune Globuiin

Administration of immune globulins concurrently with M-M-RII may interfere with the expected
Immune response.{33,34,47)

See also PRECAUTIONS, General.

Carcinogenesis, Mutagenesis, Impairment of Fertility

M-M-R IT has not been evaluated for carcinogenic or mutagenic potential, or potential to impair fertility.
Pregnancy
Pregnancy Category C

Animal reproduction studies have not been conducted with M-M-R IL. It is also not known whether
M-M-R1I can cause fetal harm when administered to a pregnant woman or can affect reproduction
capacity. Therefore, the vaccine should not be administered to pregnant females; furthermore, pregnancy
should be avoided for 3 months following vaccination (see INDICATIONS AND USAGE, Non-Fregnant
Adolescent and Adult Females and CONTRAINDICATIONS).

In counseling women who are inadvertently vaccinated when pregnant or who become pregnant
within 3 months of vaccination, the physician should be aware of the following: (1) in a 10-year survey
involving over 700 pregnant women who received rubslla vaccine within 3 months before or after
conception (of whom 189 received the Wistar RA 27/3 strain), none of the newborns had abnormalities
compatible with congenital rubella syndrome;{50} (2)Mumps infection during the first trimester of
pregnancy may increase the rate of spontaneous abortion. Although mumps vaccine virus has been
shown to infect the piacenta and fetus, there is no evidence that it causes congenital mafformations in
humans;{37} and (3) Reports have indicated that contracting wild-type measles during pregnancy
enhances fetal risk. Increased rates of spontaneous abortion, stillbirth, congenital defects and prematurity
have been observed subsequent to infection with wild-type measles during pregnancy.{51,52} There are
no adequate studies of the attenuated (vaccine) strain of measles virus in pregnancy. However, it would
be prudent to assume that the vaccine strain of virus is also capable of inducing adverse fetal effects.
Nursing Mothers

It is not known whether measles or mumps vaccine virus is secreted in human milk. Recent studies
have shown that lactating postpartum women immunized with live attenuated rubella vaccine may segrete
the virus in breast milk and transmit it to breast-fed infants.{53} In the infants with serological evidence of
rubella infection, none exhibited severe disease; however, one exhibited mild clinical illness typlcal of
acquired rubella.{54,55) Caution should be exercised when M-M-RII is administered to a nursing
woman.

Pediatric Use

Safety and effectiveness of measles vaccine in infants below the age of 6 months have not been
established (see also CLINICAL PHARMACOLOGY). Safety and effectiveness of mumps and rubella
vaccine in infants less than 12 months of age have not been established.

Geriatric Use

Clinical studies of M-V-R II did not include sufficient numbers of seronegative subjects aged 65 and
over to determine whether they respond differently from younger subjects. Other reported clinical
experience has not identified differences in responses batween the elderly and younger subjeats.

ADVERSE REACTIONS

The following adverse reactions are listed in decreasing order of severity, without regard to causality,
within each body system category and have been reported during clinical trials, with use of the marketed
vaccine, or with use of monovalent or bivalent vaccine contalning measles, mumps, or rubella:

Body as a Whole

Pannicuiitis; atypical measles; fever; syncope; headache; dizziness; malaise; Irritability.
Cardiovascular System

Vasculitis.

Digestive System
Pancreatitis; diarrhea; vomiting; parotitis; nausea.
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Endocrine System

Diabetes mellitus.

Hemic and Lymphatic System

Thrombocytopenia {see WARNINGS, Thrombocylopenia), purpura; regional lymphadenopathy;
leukocytosis.
immune

Anaphylaxis and anaphylactoid reactions have been reported as well as related phenomena such as
angioneurotic edema (including peripheral or facial edema) and bronchial spasm in individuals with or
without an allergic history.

Musculoskeletal

Arthritis; arthralgia; myalgia.

Arthralgia and/or arthritis (usually transient and rarely chronic), and polyneuritis are features of
infection with wild-type rubslla and vary In frequency and severity with age and sex, being greatest in
adult females and least in prepubertal children. This type of involvement as well as myalgia and
paresthesia, have also been reported following administration of MERUVAX II.

Chronic arthritis has been associated with wild-type rubella infection and has been related to
persistent virus and/or viral antigen Isolated from body tissues. Only rarely have vaccine recipients
developed chronic joint symptoms.

Following vaccination in children, reactions in joints are uncommon and generally of brief duration. In
women, incidence rates for arthritis and arthraigia are generally higher than those seen in children
(children: 0-3%; women: 12-26%),{17,56,57} and the reactions tend to be mora marked and of longer
duration. Symptoms may persist for a matter of months or on rare occasions for years. In adolescent
giris, the reactions appear to be intermediate in Incidence bstween those seen in children and in aduit
women. Even in women older than 35 years, these reactions are generally well tolerated and rarely
interfere with normal activities.

Nervous System

Encephalitis;  encephalopathy; measles inclusion body encephalitis (MIBE) (see
CONTRAINDICATIONS); subacute sclerosing panencephalitis (SSPE); Guillain-Barré Syndrome (GBS);
acute disseminated encephalomyeliis (ADEM); transverse muyelitis; febrile convulsions: afebrile
convuisions or seizures; ataxia; polyneuritis; polyneuropathy; ocular palsies; paresthesia.

Encephalitis and encephalopathy have been reported approximately once for every 3 million doses of
M-M-R [l or measles-, mumps-, and rubella-containing vaccine administered since licansure of these
vaccines,

The risk of serious neurological disorders following live measles virus vaccine administration remains
less than the risk of encephalitis and encephalopathy following infection with wild-type measles {1 per
1000 reported cases).{58,59}

In severely Immunocompromised individuals who have been inadvertently vaccinated with measlas-
containing vaccine; measles inclusion body encephalitis, pneumonitis, and fatal outcome as a direct
consequence of disseminated measles vaccne virus infecton have been reported (see
CONTRAINDICATIONS). In this population, disseminated mumps and rubella vaccine virus infection
have also baen reported.

There have been reports of subacute sclerosing panencephalitis (SSPE) in children who did not have
a history of infection with wild-type measles but did receive measles vaccine. Some of these cases may
have resulted from unrecognized measles in the first year of life or possibly from the measles vaccination.
Based on estimated nationwide measles vaccine distribution, the association of SSPE cases to measles
vaccination is about one case per million vaccine doses distributed. This is far less than the association
with infection with wild-type measles, 6-22 cases of SSPE per million cases of measles. The results of a
retrospective case-controlled study conducted by the Centers for Disease Control and Prevention
suggest that the overall effect of measles vaccine has been to protect against SSPE by preventing
measles with its inherent higher risk of SSPE.(60}

Cases of aseptic meningitis have been reparted to VAERS following measles, mumps, and rubella
vaccination. Although & causal relationship between the Urabe strain of mumps vaccine and aseptic
meningitis has been shown, there is no evidence to link Jeryl Lynn™ mumps vaccine to aseptic
meningitis.

Respiratory System
Pneumonia; pneumonitis (see CONTRAINDICATIONS); sore throat; cough; rhinitis.
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Skin

Stevens-Johnson syndrome; erythema multiforme; urticaria; rash; measles-like rash; pruritis.

Local reactions including burning/stinging at injection site; wheal and flare; redness (erythema);
swaliing; inciuration; tendemess; vesiculation at injection site.

Special Senses — Ear
Nerve deafness; otitis media.
Special Senses — Eye

Retinitis; optic neuritis; papillitis; retrobulbar neuritis; conjunctivitis.
Urogenital System

Epididymitis; orchitis.

Other

Death from various, and in some cases unknown, causes has been reported rarely foliowing
vaccination with measles, mumps, and rubella vaccines; however, a causal relationship has not been
established in healthy individuals (see CONTRAINDICATIONS). No deaths or permanent sequelae were
reported in a published post-marketing surveillance study in Finland involving 1.5 million children and
adults who were vaccinated with M-M-R 11 during 1982 to 1993.{61}

Under the National Childhood Vaccine Injury Act of 1986, health-care providers and manufacturers
are required to record and report certaln suspected adverse events occurring within specific time periods
after vaccination. However, the U.S. Department of Health and Human Services (DHHS) has established
a Vaccine Adverse Event Reporting System (VAERS) which will accept all reports of suspected
events.{49} A VAERS report form as well as information regarding reporting requirements can ba
obtained by calling VAERS 1-800-822-7967.

DOSAGE AND ADMINISTRATION

FOR SUBCUTANEOUS ADMINISTRATION
Do not inject intravascularly.

The dose for any age is 0.5 mL administered subcutaneously, preferably into the outer aspect of the
upper arm.

The recommended age for primary vaccination is 12 to 15 months.

Revaccination with M-M-RII is recommended prior to elementary school entry. See also
INDICATIONS AND USAGE, Recommended Vaccination Schedule.

Children first vaccinated when younger than 12 months of age should receive another dose between
12t0 156 months of age followed by revaccination prior to elementary school entry.{32} See aiso
INDICATIONS AND USAGE, Measles Outbreak Schedule.

Immune Globulin (IG) is not to be given concurrently with M-M-R I (see PRECAUTIONS, General and
PRECAUTIONS, Drug interactions).

CAUTION: A sterile syringe free of preservatives, antiseptics, and detergents should be used for each
injection and/or reconstitution of the vaccine because these substances may inactivate the live virus
vaccine. A 25 gauge, 5/8" neadle is recommended.

To reconstitute, use only the diluent supplied, since it is free of preservatives or other antiviral
substances which might inactivate the vaccine.

Single Dose Vial — First withdraw the entire volume of diluent into the syrings to be used for
reconstitution. Inject all the diluent in the syringe into the vial of lyophilized vaccine, and agitate to mix
thoroughly. If the lyophilized vaccine cannot be dissolved, discard. Withdraw the entire contents into a
syringe and inject the total volume of restored vaccine subcutaneously.

It is important to use a separate sterile syringe and needle for each individual patient to prevent
transmission of hepatitis B and other infectious agents from one person to another.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration whenever solution and container permit. M-M-R II, when reconstituted, is clear yellow.

Use With Other Vaccines

M-M-R II should be given one month before or after administration of other live viral vaccines.

M-M-RII has been administered concurrently with VARIVAX® [Varicella Virus Vaccine Live
(Oka/Merck)], and PedvaxHIB® [Haemophilus b Conjugate Vaccine (Meningococcal Protein Conjugate))
using separate injection sites and syringes. No impairment of immune response to individually tested
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vaccine antigens was demonstrated. The type, frequency, and severity of adverse experiences observed
with M-M-R II were similar to those seen when each vaccine was given alone.

Routine administration of DTP (diphtheria, tetanus, pertussis) and/or OPV (oral poliovirus vaccine)
concurrently with measles, mumps and rubella vaccines is not recommended because there are limited
data relating to the simultaneous administration of these antigens.

However, other schedules have been used. The ACIP has stated "Although data are limited
concerning the simultaneous administration of the entire recommended vaccine series {i.e., DTaP for
DTwP], IPV [or OPV], Hib with or without Hepatitis B vaccine, and varicella vaccine), data from numerous
studies have indicated no interferance between routinaly recommended childhood vaccines (either live,
attenuated, or killed). These findings support the simultaneous use of all vaccines as recommended."{62}

HOW SUPPLIED

No. 4681-— M-M-R 11 is supplied as follows: (1) a box of 10 single-dose vials of lyophilized vaccine
(package A), NDC 0006-4681-00; and (2)a box of 10 vials of diluent {package B). To conserve
refrigerator space, the diluent may be stored separately at room temperature.

Storage

To maintain potency, M-M-R If must be stored between -58°F and +46°F (-50°C to +8°C). Use of
dry ice may subject M-M-R II to temperatures colder than -58°F {50°C).

Protect the vaccine from light at all times, since such exposure may inactivate the viruses.

Before reconstitution, store the lyophilized vaccine at 36°F to 46°F (2°C to 8°C). The diluent may be
stored in the refrigerator with the lyophillzed vaccine or separately at room temperature. Do not freeze
the diluent.

It is recommended that the vaccine be used as soon as possible after reconstitution. Store
reconstituted vaccine in the vaccine vial in a dark place at 36°F to 46°F (2°C to 8°C) and discard if not
used within 8 hours.

For information regarding stability under conditions other than those recommended, call 1-
800-MERCK-80.
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MORAL REFLECTIONS
ON VACCINES PREPARED FROM
CELLS
DERIVED FROM ABORTED HUMAN FOETUSES

The matter in question regards the lawfulness of production, distribution and
use of certain vaccines whose production is connected with acts of procured abortion.
It concemns vaccines containing live viruses which have been prepared from human
cell lines of foetal origin, using tissues from aborted human foetuses as a source of
such cells. The best known, and perhaps the most important due to its vast distribution
and its use on an almost universal level, is the vaccine against Rubella (German
measles).

Rubella and its vaccine

Rubella (German measles)' is a viral illness caused by a Togavirus of the genus
Rubivirus and is characterized by a maculopapular rash. It consists of an infection
which is common in infancy and has no clinical manifestations in one case out of two,
is self-limiting and usually benign. Nonetheless, the German measles virus is one of
the most pathological infective agents for the embryo and foetus. When a woman
catches the infection during pregnancy, especially during the first trimester, the risk of
foetal infection is very high (approximately 95%). The virus replicates itself in the
placenta and infects the foetus, causing the constellation of abnormalities denoted by
the name of Congenital Rubella Syndrome. For example, the severe epidemic of
German measles which affected a huge part of the United States in 1964 thus caused
20,000 cases of congenital rubella®, resulting in 11,250 abortions (spontaneous or
surgical), 2,100 neonatal deaths, 11,600 cases of deafness, 3,580 cases of blindness,
1,800 cases of mental retardation. It was this epidemic that pushed for the
development and introduction on the market of an effective vaccine against rubella,
thus permitting an effective prophylaxis against this infection.

The severity of congenital rubella and the handicaps which it causes justify
systematic vaccination against such a sickness. It is very difficult, perhaps even
impossible, to avoid the infection of a pregnant woman, even if the rubella infection
of a person in contact with this woman is diagnosed from the first day of the eruption
of the rash. Therefore, one tries to prevent transmission by suppressing the reservoir
of infection among children who have not been vaccinated, by means of early
immunization of all children (universal vaccination). Universal vaccination has
resulted in a considerable fall in the incidence of congenital rubella, with a general
incidence reduced to less than 5 cases per 100,000 livebirths. Nevertheless, this
progress remains fragile. In the United States, for example, after an overwhelming
reduction in the number of cases of congenital rubella to only a few cases annually,

! 1. E. Banatvala, D.W.G. Brown, Rubella, The Lancet, 3rd April 2004, vol. 363, No. 9415, pp.1127-
1137

* Rubella , Morbidity and Mortality Weekly Report, 1964, vol. 13, p.93. S.A. Plotkin, Virologic
Assistance in the Management of German Measles in Pregnancy, JAMA, 26 October 1964, vol.190,
PpP-265-268
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i.e. less than 0.1 per 100,000 live births, a new epidemic wave came on in 1991, with
an incidence that rose to 0.8/100,000. Such waves of resurgence of German measles
were also seen in 1997 and in the year 2000. These periodic episodes of resurgence
make it evident that there is a persistent circulation of the virus among young aduits,
which is the consequence of insufficient vaccination coverage. The latter situation
allows a significant proportion of vulnerable subjects to persist, who are a source of
periodic epidemics which put women in the fertile age group who have not been
immunized at risk. Therefore, the reduction to the point of eliminating congenital
rubella is considered a priority in public health care.

Vaccines currently produced using human cell lines that come from aborted foetuses

To date, there are two human diploid cell lines which were originally prepared from
tissues of aborted foetuses ( in 1964 and 1970) and are used for the preparation of
vaccines based on live attenuated virus: the first one is the WI-38 line (Winstar
Institute 38), with human diploid lung fibroblasts, coming from a female foetus that
was aborted because the family felt they had too many children (G. Sven et al., 1969).
It was prepared and developed by Leonard Hayflick in 1964 (L. Hayflick, 1965; G.
Sven et al., 1969)° and bears the ATCC number CCL-75. WI-38 has been used for the
preparation of the historical vaccine RA 27/3 against rubella (S.A. Plotkin et al,
1965)*. The second human cell line is MRC-5 (Medical Research Council 5) (human,
lung, embryonic) (ATCC number CCL-171), with human lung fibroblasts coming
from a 14 week male foetus aborted for “psychiatric reasons” from a 27 year old
woman in the UK. MRC-5 was prepared and developed by J.P. Jacobs in 1966 (J.P.
Jacobs et al, 1970)°. Other human cell lines have been developed for pharmaceutical
needs, but are not involved in the vaccines actually available®,

}. L. Hayflick, The Limited In Vitro Lifetime of Human Diploid Cell Strains, Experimental Cell
Research, March 1965, vol.37, no, 3, pp. 614-636.

G. Sven, S. Plotkin, K. McCarthy, Gamma Globulin Prophylaxis; Inactivated Rubella Virus;
Production and Biological Control of Live Attenuated Rubella Virus Vaccines, American journal of
Diseases of Children, August 1969, vol. 118, no. 2, pp.372-381.

*8. A. Plotkin, D. Cornfeld, Th.H. Ingalls, Studies of Immunization With Living Rubella Virus, Trials
in Children With a Strain coming from an Aborted Fetus, American Joumnal of Diseases in children,
October 1965, vol. 110, no. 4, pp.381-389.

3 J.P. Jacobs, C.M. Jones, J.P. Baille, Characteristics of a Human Diploid Cell Designated MRC-5,
Nature, 11" July 1970, vol.277, pp.168-170.

¢ Two other human cell lines, that are permanent, HEK 293 aborted fetal cell line, from primary human
embryonic kidney cells ransformed by sheared adenovirus type 5 (the fetal kidney material was obtained
from an aborted fetus, in 1972 probably), and PER.C6, a fetal cell line created using retinal tissue from an
18 weck gestation aborted baby, have been developed for the pharmaceutical manufacturing of
adenovirus vectors (for gene therapy). They have not been involved in the making of any of the attermated
live vituses vaccines presently in use because of their capacity to develop tumorigenic cells in the
recipient. However some vaccines, still at the developmental stage, against Ebola virus (Crucel LNV and
the Vaccine Research Center of the National Institutes of Health's Allergy and Infectious Diseases,
NIAID), HIV (Merck), influenza (Medimmune, Sanofi pasteur), Japanese encephalitis (Crucell NV, and
Rhein Biotech N.V.) are prepared using PER.C6® cell line (Crucell N.V., Leiden, The Netherlands).
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The vaccines that are incriminated today as using human cell lines from aborted
foetuses, WI-38 and MRC-5, are the following:

A) Live vaccines against rubelld’:

- the monovalent vaccines against rubella Meruvax®II (Merck) (U.S.), Rudivax®
(Sanofi Pasteur, Fr.), and Ervevax® (RA 27/3) (GlaxoSmithKline, Belgium);

- the combined vaccine MR against rubella and measles, commercialized with the
name of M-R-VAX® (Merck, US) and Rudi-Rouvax® (AVP, France);

- the combined vaccine against rubella and mumps marketed under the name of
Biavax®II (Merck, U.S.),

- the combined vaccine MMR (measles, mumps, rubella) against rubella, mumps and
measles, marketed under the name of M-M-R® II (Merck, US), ROR.®,
Trimovax® (Sanofi Pasteur, Fr.), and Priorix® (GlaxoSmithKline UK).

B) Other vaccines, also prepared using human cell lines from aborted foetuses:

- two vaccines against hepatitis A, one produced by Merck (VAQTA), the other one
produced by GlaxoSmithKline (HAVRIX), both of them being prepared using MRC-
5;
- one vaccine against chicken pox, Varivax®, produced by Merck using WI-38 and
MRC-5;

- one vaccine against poliomyelitis, the inactivated polio virus vaccine Poliovax®
(Aventis-Pasteur, Fr.) using MRC-5;

- one vaccine against rabies, Imovax®, produced by Aventis Pasteur, harvested from
infected human diploid cells, MRC-5 strain;

- one vaccine against smallpox, ACAM 1000, prepared by Acambis using MRC-5,
still on trial.

The position of the ethical problem related to these vaccines

7 Against these various infectious discases, there arc some alternative vaccines that are prepared using
animals’ cells or tissues, and are therefore ethically acceptable. Their availability depends on the
country in question. Concemning the particular case of the United States, there are no options for the
time being in that country for the vaccination against rubella, chickenipox and hepatitis A, other than
the vaccines proposed by Merck, prepared using the human cell lines WI-38 and MRC-5. There is a
vaccine against smallpox prepared with the Vero cell line {derived from the kidney of an African green
monkey), ACAM2000 (Acambis-Baxter) ( a second-generation smallpox vaccine, stockpiled, not
approved in the US), which offers, therefore, an alternative to the Acambis 1000, There are alternative
vaccines against mumps (Mumpsvax, Merck, measles (Attenuvax, Merck), rabies (RabAvert, Chiron
therapeutics), prepared from chicken embryos. (However serious allergies have occurred with such
vaccines), poliomyelitis (ElPOL, Aventis-Pasteur, prepared with monkey kidney cells) and smallpox (a
third-generation smallpox vaccine MVA, Modified Vaccinia Ankara, Acambis-Baxter).

In Europe and in Japan, there are other vaccines available against rubella and hepatitis A,
produced using non-human cell lines, The Kitasato Institute produce four vaccines against rubella,
called Takahashi, TO-336 and Matuba, prepared with cells from rabbit kidney, and one (Matuura)
prepared with cells from a quail embryo. The Chemo-sero-therapeutic Research Institute Kaketsuken
produce one another vaccine against hepatitis A, called Ainmugen, prepared with cells from monkey
kidney. The only remaining problem is with the vaccine Varivax® against chicken pox, for which there
is no alternative.

¥ The vaccine against rubella using the strain Wistar RA27/3 of live attenuated rubella virus, adapted
and propagated in WI-38 human diploid lung fibroblasts is at the centre of present controversy
regarding the morality of the use of vaccines prepared with the help of human cell lines coming from
aborted foetuses.
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From the point of view of prevention of viral diseases such as German
measles, mumps, measles, chicken pox and hepatitis A, it is clear that the making of
effective vaccines against diseases such as these, as well as their use in the fight
agajnst these infections, up to the point of eradication, by means of an obligatory
vaccination of all the population at risk, undoubtedly represents a “milestone” in the
secular fight of man against infective and contagious diseases.

However, as the same vaccines are prepared from viruses taken from the
tissues of foetuses that had been infected and voluntarily aborted, and the viruses were
subsequently attenuated and cultivated from human cell lines which come likewise
from procured abortions, they do not cease to pose ethical problems. The need to
articulate a moral reflection on the matter in question arises mainly from the
connection which exists between the vaccines mentioned above and the procured
abortions from which biological material necessary for their preparation was obtained.

If someone rejects every form of voluntary abortion of human foetuses, would
such a person not contradict himself/herself by allowing the use of these vaccines of
live attenuated viruses on their children? Would it not be a matter of true (and illicit)
cooperation in evil, even though this evil was carried out forty years ago?

Before proceeding to consider this specific case, we need to recall briefly the
principles assumed in classical moral doctrine with regard to the problem of
cooperation in eviP’, a problem which arises every time that a moral agent perceives
the existence of a link between his own acts and a morally evil action carried out by
others.

The principle of licit cooperation in evil

The first fundamental distinction to be made is that between Jormal and
material cooperation. Formal cooperation is carried out when the moral agent
cooperates with the immoral action of another person, sharing in the latter’s evil
intention. On the other hand, when a moral agent cooperates with the immoral action
of another person, without sharing his/her evil intention, it is a case of material
cooperation.

Material cooperation can be further divided into categories of immediate
{direct) and mediate (indirect), depending on whether the cooperation is in the
execution of the sinful action per se, or whether the agent acts by fulfilling the
conditions — either by providing instruments or products — which make it possible to
commit the immoral act. Furthermore, forms of proximate cooperation and remote
cooperation can be distinguished, in relation to the “distance” (be it in terms of
temporal space ot material connection) between the act of cooperation and the sinful
act committed by someone else. Immediate material cooperation is always proximate,
while mediate material cooperation can be either proximate or remote.

Formal cooperation is always morally illicit because it represents a form of
direct and intentional participation in the sinful action of another person.'® Material

" DM. Prummer O. Pr., De cooperatione ad malum, in Manuale Theologiae Movralis secundum
Principia 8. Thomae Aquinatis, Tomus I, Friburgi Brisgoviae, Herder & Co., 1923, Pars I, Trat. IX,
Caput I, no. 2, pp. 429-434.

K.H. Peschke, Cooperation in the sins of others, in Christian Ethics. Moral Theology in the Light of
Vatican II, vol.l, General Moral Theology, C. Goodliffe Neale Ltd., Arden Forest Industrial Estate,
Alcester, Warwickshire, B49 6Br, revised edition, 1986, Pp- 320-324,

-A. Fisher, Cooperation in Evil, Catholic Medical Quarterly, 1994, pp. 15-22.
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cooperation can sometimes be illicit (depending on the conditions of the “double
effect” or “indirect voluntary” action), but when immediate material cooperation
concerns grave attacks on human life, it is always to be considered illicit, given the
precious nature of the value i question''.

A further distinction made in classical morality is that between active (or
positive) cooperation in evil and passive (or negative) cooperation in evil, the former
referring to the performance of an act of cooperation in a sinful action that is carried
out by another person, while the latter refers to the omission of an act of denunciation
or impediment of a sinful action carried out by another person, insomuch as there was
a moral duty to do that which was omitted'?. Passive cooperation can also be formal
or material, immediate or mediate, proximate or remote. Obviously, every type of
formal passive cooperation is to be considered illicit, but even passive material
cooperation should generally be avoided, although it is admitted (by many authors)
that there is not a rigorous obligation to avoid it in a case in which it would be greatly
difficult to do so.

Application to_the use of vaccines prepared from cells comine from embrvos or
foetuses aborted voluntarily

In the specific case under examination, there are three categories of people
who are involved in the cooperation in evil, evil which is obviously represented by the
action of a voluntary abortion petformed by others: a) those who prepare the vaccines
using human cell lines coming from voluntary abortions; b) those who participate in
the mass marketing of such vaccines; c) those who need to use them for health
reasons.

Firstly, one must consider morally illicit every form of formal cooperation
(sharing the evil intention) in the action of those who have performed a voluntary
abortion, which in turn has allowed the retrieval of foetal tissues, required for the
preparation of vaccines. Therefore, whoever — regardless of the category to which he
belongs — cooperates in some way, sharing its intention, to the performance of a
voluntary abortion with the aim of producing the above-mentioned vaccines,
participates, in actuality, in the same moral evil as the person who has performed that
abortion. Such participation would also take place in the case where someone, sharing
the intention of the abortion, refrains from denouncing or criticizing this illicit action,
although having the moral duty to do so (passive formal cooperation).

.D. Tettamanzi, Cooperazione, in Dizionario di Bioetica, S. Leone, S. Privitera ed., Istituto Siciliano di
Bioetica, EDB-ISB, 1994, pp.194-198,

L. Melina, La cooperazione con azioni moralmente cattive contro la vita umana, in Commentario
Interdisciplinare alla “Evangelium Vitae”, E. Sgreccia, Ramdn Luca Lucas ed., Libreria Editrice
Vaticana, 1997, pp.467-490,

.E. Sgreccia, Monuale di Bioetica, vol. 1, Reprint of the third edition, Vita e Pensiero, Milan, 1999,
pp.362-363.

' Cf. John Paul II, Enc. Evangelium Vitae, no. 74.

" No. 1868 of the Catechism of the Catholic Church.
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In a case where there is no such formal sharing of the immoral intention of the
person who has performed the abortion, any form of cooperation would be material,
with the following specifications.

As regards the preparation, distribution and marketing of vaccines produced as
a result of the use of biological material whose origin is connected with cells coming
from foetuses voluntarily aborted, such a process is stated, as a matter of principle,
morally illicit, because it could contribute in encouraging the performance of other
voluntary abortions, with the purpose of the production of such vaccines.
Nevertheless, it should be recognized that, within the chain of production-distribution-
marketing, the various cooperating agents can have different moral responsibilities.

However, there is another aspect to be considered, and that is the form of
passive material cooperation which would be carried out by the producers of these
vaccines, if they do not denounce and reject publicly the original immoral act (the
voluntary abortion), and if they do not dedicate themselves together to research and
promote alternative ways, exempt from moral evil, for the production of vaccines for
the same infections. Such passive material cooperation, if it should occur, is equally
illicit.

As regards those who need to use such vaccines for reasons of health, it must
be emphasized that, apart from every form of formal cooperation, in general, doctors
or parents who resort to the use of these vaccines for their children, in spite of
knowing their origin (voluntary abortion), carry out a form of very remote mediate
material cooperation, and thus very mild, in the performance of the original act of
abortion, and a mediate material cooperation, with regard to the marketing of cells
coming from abortions, and immediate, with regard to the marketing of vaccines
produced with such cells. The cooperation is therefore more intense on the part of the
authorities and national health systems that accept the use of the vaccines.

However, in this situation, the aspect of passive cooperation is that which
stands out most. It is up to the faithful and citizens of upright conscience (fathers of
families, doctors, etc.) to oppose, even by making an objection of conscience, the ever
more widespread attacks against life and the “culture of death” which underlies them.
From this point of view, the use of vaccines whose production is connected with
procured abortion constitutes at least a mediate remote passive material cooperation to
the abortion, and an immediate passive material cooperation with regard to their
marketing. Furthermore, on a cultural level, the use of such vaccines contributes in the
creation of a generalized social consensus to the operation of the pharmaceutical
industries which produce them in an immoral way.

Therefore, doctors and fathers of families have a duty to take recourse to
alternative vaccines' (if they exist), putting pressure on the political authorities and

* The alternative vaccines in question are those that are prepared by means of cell lines which are not
of human origin, for example, the Vero cell line (from monkeys) (D. Vinnedge), the kidney cells of
rabbits or monkeys, or the cells of chicken embryos. However, it should be noted that grave forms of
allergy have occurred with some of the vaccines prepared in this way. The use of recombinant DNA
technology could lead to the development of new vaccines in the near future which will no longer
require the use of cultures of human diploid cells for the attenuation of the virus and its growth, for
such vaccines will not be prepared from a basis of attenuated virus, but from the genome of the virus
and from the antigens thus developed (G. C. Woodrow, W.M. McDonnell and F.K. Askari). Some
experimental studies have already been done using vaccines developed from DNA that has been
derived from the genome of the German measles virus. Moreover, some Asiatic researchers are trying
to use the Varicella virus as a vector for the insertion of genes which codify the viral antigens of
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health systems so that other vaccines without moral problems become available. They
should take recourse, if necessary, to the use of conscientious objection'® with regard
to the use of vaccines produced by means of cell lines of aborted human foetal origin.
Equally, they should oppose by all means (in writing, through the various
associations, mass media, etc.) the vaccines which do not yet have morally acceptable
alternatives, creating pressure so that alternative vaccines are prepared, which are not
connected with the abortion of a human foetus, and requesting rigorous legal control
of the pharmaceutical industry producers.

As regards the diseases against which there are no alternative vaccines which
are available and ethically acceptable, it is right to abstain from using these vaccines
if it can be done without causing children, and indirectly the population as a whole, to
undergo significant risks to their health. However, if the latter are exposed to
considerable dangers to their health, vaccines with moral problems pertaining to them
may also be used on a temporary basis. The moral reason is that the duty to avoid
passive material cooperation is not obligatory if there is grave inconvenience.
Moreover, we find, in such a case, a proportional reason, in order to accept the use of
these vaccines in the presence of the danger of favouring the spread of the
pathological agent, due to the lack of vaccination of children. This is particularly true
in the case of vaccination against German measles'’.

In any case, there remains a moral duty to continue to fight and to employ
every lawful means in order to make life difficult for the pharmaceutical industries
which act unscrupulously and unethically. However, the burden of this important
battle cannot and must not fall on innocent children and on the health situation of the
population - especially with regard to pregnant women.

To summarize, it must be confirmed that;

-there is a grave responsibility to use alternative vaccines and to make a conscientious
objection with regard to those which have moral problems;

- as regards the vaccines without an alternative, the need to contest so that others may
be prepared must be reaffirmed, as should be the lawfulness of using the former in the
meantime insomuch as is necessary in order to avoid a serious risk not only for one’s

Rubella. These studies are still at a preliminary phase and the refinement of vaccine preparations which
can be used in clinical practice will require a lengthy period of time and will be at high costs, .D.
Vinnedge, The Smallpox Vaccine, The National Catholic Bioethics Quatterly, Spring 2000, vol.2, no. 1,
p-12. .G.C. Woodrow, 4n Overview of Biotechnology As Applied to Vaccine Development, in «New
Generation Vaccinesy, G.C. Woodrow, MM. Levine eds., Marcel Dekker Inc., New York and Basel,
1990, see pp.32-37. W.M. McDonnell, FX. Askari, Immunization, JAMA, 10* December 1997,
vol.278, no.22, pp.2000-2007, see pp. 2005-2006.

' Such a duty may lead, as a consequence, to taking recourse to “objection of conscience™ when the
action recognized as illicit is an act permitted or even encouraged by the laws of the country and poses
a threat to human life. The Encyclical Letter Evangelium Vitae underlined this “obligation to oppose”
the laws which permit abortion or euthanasia “by conscientious objection” (no.73)

'* This is particularly true in the case of vaccination against German measles, becavse of the danger of
Congenital Rubella Syndrome. This could occur, causing grave congenital malformations in the foetus,
when a pregnant woman enters into contact, even if it is brief, with children who have not been
immunized and are carriers of the virus. In this case, the parents who did not accept the vaccination of
their own children become responsible for the malformations in question, and for the subsequent
abortion of foetuses, when they have been discovered to be malformed.
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own children but also, and perhaps more specifically, for the health conditions of the
population as a whole — especially for pregnant women;

- the lawfulness of the use of these vaccines should not be misinterpreted as a
declaration of the lawfulness of their production, marketing and use, but is to be
understood as being a passive material cooperation and, in its mildest and remotest
sense, also active, morally justified as an extrema ratio due to the necessity to provide
for the good of one’s children and of the people who come in contact with the
children (pregnant women);

- such cooperation occurs in a context of moral coercion of the conscience of parents,
who are forced to choose to act against their conscience or otherwise, to put the health
of their children and of the population as a whole at risk. This is an unjust alternative
choice, which must be eliminated as soon as possible,
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Harvard mumps outbreak grows to
40 cases

REUTERS/FILE

The mumps outbreak at Harvard University has tripled in size since mid-March, with
40 cases confirmed since the beginning of the year, according to the state
Department of Public Health,

By Felice J. Freyer | GLOBE STAFF APRIL 26, 2016
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Harvard mumps outbreak grows to 40 cases - The Baston Globe /2918, 10:21 AM
As of April 1, the US Centers for Disease Control and Prevention reported
467 mumps cases nationwide, but did not delineate how many were at
universities.

Zoback said the infected students had all been vaccinated against mumps, as
required by law. It’s possible the vaccine didn’t work in some people, or that
the virus mutated in ways that made the shot less effective. The mumps
vaccine fails to induce immunity in about 12 percent of people who receive it,
so mumps outbreaks occur occasionally even in highly vaccinated
populations.

“This shows the importance of both personal protection and immunization,”
Zoback said. “Immunization prevents a wider outbreak when we see periodic
increases like this.”

Mumps is spread through saliva — by coughing or sneezing; sharing utensils
or cups; or handling objects touched by a sick person. Harvard has been
urging students to wash hands frequently.

Barreira told the Crimson that students must “take seriously that they
shouldn’t be infecting one another. . . . The concern is that if there’s a spike
this week, that means those students expose others, so now we're looking at
a potential serious interruption to commencement for students. Students
will get infected, and then go into isolation.”

Mumps cases have also been reported at Boston University, the University of
Massachusetts Boston, Tufts University, and Bentley University, as well as
colleges and universities in other states.

hitpec/fwww.bostonglioba.comimetno/2018/04/20 hervard-mumps-outbroak-grows-cases /ALWARTng YHI2alividOSLL fatory. htmi Page Sof 8
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Harvard mumps outbreak grows to 40 cases - The Boston Globe 6720718, 10:21 AM
A mumps outbreak at Harvard University has tripled in size since mid-
March, with 40 cases confirmed since the beginning of the year, according to
the state Department of Public Health.

As of Monday, 11 students remained in isolation, said university
spokeswoman Lindsey Baker.

This year’s Harvard outbreak tops the last big mumps cluster in
Massachusetts, when 39 confirmed and probable cases were recorded at
Boston College in 2013.

The Harvard Crimson reported Tuesday that Dr. Paul J. Barreira, director of
Harvard University Health Services, expressed worries the outbreak might
affect commencement.

But Baker said Harvard does not expect to make changes to its
commencement plans because of the illnesses. Barreira was merely
cautioning that individual students may miss out on the graduation
ceremony and other end-of-semester activities if they become ill and have to
be isolated, she said.

Although mumps cases have been reported at other universities, Harvard is
the only one with such large numbers, said Scott Zoback, spokesman for the
state health department.

Statewide, 67 cases have been reported since the beginning of the year, he
said.

httpa:/jwww.bostongiobe.com/matro/2016/04/26 harvard-mumps-outbreak-grows-cases/dLWSRTrg YHI 2ol JivMO3LL fstory.htmi Page 2of8
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Harvard mumps outbreak grows to 40 casas - The Bostoen Globe 8729718, 15:21 AM

For example, Indiana health officials have confirmed 22 mumps cases at
Indiana University in Bloomington, 24 at Butler University in Indianapolis,
five at Indiana University-Purdue University Indianapolis, and eight at
Purdue University in West Lafayette.

Mumps symptoms include puffy cheeks or jaws from swollen salivary glands,
as well as fever, headache, muscle aches, and fatigue.

Felice J. Freyer can be reached at felice freyer @globe.com.
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Whooping Cough Cases on the Rise

By Matt McCullock | mmgcullock @kf mailto:mmecullock@kf
Published 08/10 2015 04:37PM Updated 08/10 2015 06:21PM WICHITA FALLS, TX

Officials with the Wichita Falls-Wichita County Health District are wondering why whooping cough
numbers are on the rise with reports of 13-cases of pertussis in children since January of this year.

"l guess it's just our turn to have the whooping cough," Wichita County nursing administrator, Lynette
Williams said.

"All of the kids that have had it have been immunized, and so we're not really sure where they're
getting it from,” Williams said. "This summer we've seen an increase in it so we're trying to figure out
what's going on and make sure everyone gets their immunizations before school starts.”

Deborah Booher is in charge of investigating and identifying diseases in the county.
She has noticed a trend with the infection.

"I noticed in 2012, there was 14-cases in Wichita County,” Booher said. "It seems like according to my
Epidemiology Red Book, every three to four years pertussis is an epidemic even though we get
vaccinations and our children get vaccinated, it still makes the rounds in any given area at any given
time.”

She says that a lot of times, children don't realize they have the infection.

"The thing I've heard with the older kids is ,'Oh well she just had this cough for a few days and finally |
just decided to take her to the ER. She never ran a fever, felt bad and still went here or there and then
they find out they had it," Booher said.

So if you suspect your child has been exposed to whooping cough, don't hesitate to take them to the
doctor—especially with the start of the upcoming school year right around the corner.

If you would like your child to get vaccinated for pertussis, you can visit your family physician or bring
them to the Health District.

Copyright 2016 Nexslar Broadcasting, Inc. All rights reserved. This material may not be published, broadcast, rewritten, or
redistributed.
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6 University of Missouri students
confirmed with mumps

POSTED 5:34 AM, JULY 28, 2015, BY ASSOCIATED PRESS
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This is an archived article and the information in the article may be outdated. Please look at the time stamp on the story to see

when it was last updated.

COLUMBIA, Mo. {AP) _Lab results have
confirmed that six University of Missouri
students came down with the mumps, while
a seventh suspected case came back
negative.

The Columbia Daily Tribune reports the
Columbia/Boone County Department of health and Human Services expects lab
results for four more suspected cases by the end of the week.

Test results confirmed five mumps cases last week. Health department
spokeswoman Andrea Waner says those five and the newest confirmed case all are
university students who have had two doses of the mumps, measles and rubella
(MMR) vaccine.

The seventh case that tested negative also is a University of Missouri student.

Waner says most people recover fully within @ few weeks and serious complications
lof5 Page 85 8/5/16, 6:23 PM
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Mumps outbreak sweeps Long Beach;
affected residents had already been

vaccinated

18 people known to have contracted the disease; health officials say

more cases possible

When most pecple hear about the mumps, they usually think of It a5 a disease
that nobody catches anymore,

But according to Nassau County health offidals, 18 people in the Long Beach
arex have come down with the once commeon infection, best known for
causing swelling along the jawline,

County Health Commissioner Dr. Lawrence Elsenstein tells us that of the 18
confirmed cases, most patients are between the ages of 19 and 20. A few,
howevet, are In their 50s.

The patients came down with symptoms over the last few days — despite
having already been vaccinated.

“Sometimes nature throws a strain at us that might have mutated a little bit,
and coverage of the vaccdine Is not 100 percent?” Eisenstein explalned.

Asidefrom its trademark swelling, the mumps also causes a headache, fever
and palns.

There's no treatment, The mumps usually clears up onits own,

If you think yau're skck with the mumps, officlals say you shauld call your
doctor right away and <all your boss 1o say you're not going to work.

“Since there Is no cure, the most Important thing s, if you're sick and you have
mumps, please stay home for five days” Elsenstein says.

People with the mumps should cover their mouths when they cough or
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sneeze, and avold sharing drinks or kissing.

The health department says they could see a few more cases pop up before the

outbreak starts to die down.
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By Nsikan Akpan | Apr. 11,2014 ,12:00 PM
Get the measles
vaccine, and
you won't get
the measles—or
give it to anyone
else. Right?
Well, not always. : .

Contaglious. Measles NYCstockerhSto

i tes fop 80% in ckphoto/Thinkst

vaccination rates top 80% i :
A person fully high-density cities fike Now York, ook ﬂl::;f;
vaccinated but new data suggest even the Eichenwaldicn

. immunized can catch and
against measles spread the disease, ¢
has contracted
the disease and passed it on 1o others. The stariling
case study contradicts received wisdom ahout the
hitp:fjwww.sclencemag.org/news/2014 /04/meastes-outbreak-traced-fully-vaceinated-patient-first-time Page 1018
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http://www.sciencemag.org/news/2014/04 /meastes-outbroak-traced-fully-va ecinated-patient-first-time

vaccine ana suggests Inat a recent swell o7 measies
outbreaks in developed nations could mean more
ilinesses even among the vaccinated.

When it comes to the measies vaccine, two shots are
better than one. Most people in the United States are
initially vaccinated against the virus shorily afler their

even if a fully vaccinated person does becorne infected
—a rare situation known as “vaccine failure™—they
werent thought to be contagious.

That's why a fully vaccinated 22-year-old theater
employee in New York City who developed the measles
in 2011 was released without hospitalization or
quarantine. But like Typhoid Mary, this patient turned out
to be unwittingly contagious. Ultimately, she
transmitted the measles to four other people,
according to a recent report in Clinical Infectious
Diseases that tracked symptoms in the 88 people with
whom “Measles Mary” interacted while she was sick.
Surprisingly, two of the secondary patients had been
fully vaccinated, And although the other two had no
record of receiving the vaccine, they both showed signs
of previous measles exposure that should have
conferred immunity.

A closer look at the blood sampies taken during her
treatment revealed how the immune defenses of
Measles Mary broke down. As a first line of defense
against the measles and other microbes, humans rely
on a naturat buttress of IgM antibodies. Like a wooden
shieid, they offer some protection from microbial
assaults but aren't impenetrable. The vaccine (or a case
of the measles) prompts the body to supplement this
primary buffer with a stronger armor of IgG antibodies,
some of which are able to neutralize the measles virus
s0 it can't invade cells or spread to other patients. This

secondary immune response was presumed to last for
decades.

By analyzing her blood, the researchers found that
Measles Mary mounted an igM defense, as if she had
never been vaccinated. Her blood also contained a
potent arsenal of IoG antibodies, but a closer look
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revealed that none of these IgG antibodies were actually
capable of neutralizing the measles virus. it seemed that
her vaccine-given immunity hiad waned.

Although public healih officials have assumed that
measles immunity lasts forever, the case of Measles
Mary highlights the reality that “the actual duration of
immunity] following infection or vaccination is unclear,”
says Jennifer Rosen, who led the investigation as
director of epidemiology and surveiliance at the New
York City Bureau of Immunization. The possibility of
waning immunity is particularly worrisome as the virus
surfaces in major U.S. hubs like Boston, Seattie, New
York, and the Los Angeles area. Rosen doesn't believe
this single case merits a change in vaccination strategy
—for example, giving adults booster shots—but she
says that more regular surveillance to assess the
sirength of people’s measles immunity is warranted.

If it tums out that vaccinated people lose their immunity
as they get older, that could leave them vulnerable to
measles outbreaks seeded by unvaccinated people—
which are increasingly common in the United States and
other developed countries. Even a vaccine failure rate of
3% to 5% could devastate a high school with a few
thousand students, says Robert Jacobson, director of
clinical studies for the Mayo Clinic's Vaccine Research
Group in Rochester, Minnesota, who wasn'{ involved
with the study. Still, he says, “The most important
‘vaccine failure’ with measies happens when people
refuse the vaccine in the first place.”

Posted in. Health

Nsikan Akpan
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https://www.cdph.ca.gov/HE

In December 2014, a large outbreak of measles started in California when at least 40 people who visited or worked at
Disneyland theme park in Orange County confracted measles; the outbreak also spread to at least half a dozen other
states. On April 17, 2015, the outbreak was declared over, since at least two 21-day incubation periods (42 days) have
elapsed from the end of the infectious period of the last known outbreak-related measles case.

Measles is a highly contagious viral disease. It is widespread in many parts of the world, including Europe, Africa, and
Asia. Measles begins with a fever that lasts for a couple of days, followed by a cough, runny nose, conjunctivitis (pink
eye), and a rash. The rash typically appears first on the face, along the hairline, and behind the ears and then affects
the rest of the body. Infected people are usually contagious from about 4 days before their rash starts to 4 days
afterwards. Children routinely get their first dose of the MMR (measles, mumps, rubella) vaccine at 12 months old or
later. The second dose of MMR is usually administered before the child begins kindergarten but may be given one
month or more after the first dose. For anyone planning to travel internationally, the California Department of Public

Health (CDPH) strongly encourages all Californians to make sure they are protected against measles and other

dangerous diseases before they go abroad.

For additional information on California measles cases, please see the Measles Surveillance Updates.

How Well-Vaccinated Is Your Child's Child Care Facility/School?

Child care facilities with low vaccination rates are at increased risk for outbreaks of vaccine-preventable diseases.
Some children are allowed by California law to skip immunizations if a parent submits a personal beliefs exemption
(PBE) or medical exemption (PME) at enroliment. Other children, may be admitted to child care on the ‘condition’ they
complete remaining vaccinations when due. Often there is no follow-up and these children remain under-vaccinated. To
lookup vaccination rates at your child caref school, click beiow:

Child Cars/Preschool | Kindergarten | 7th Grade

Facts

Measles FAQs
Disease and vaccine information from the Centers
for Disease Control.

Measles Images
Color images from the CDC.

Information for Health Professionals

Measles Clinical Guidance
Identification, Testing and Isolation of Suspect
Measles Cases

Statewide CDPH/LHD measles outbreak update Feb 3
2015 (PowerPoint, new window)

CDPH Measles Investigation Quick Sheet (PDF, New
Window)

Concise guide for local health department disease

investigation of measles.

Measles Source Identification Worksheet (Word, New
Window)

Measles source identification worksheet for cases

without an obvious source of infection (Updated

March 2014).

Prevention and Control

Measles Contact Interview Form (Word, New Window)
Put Measles on the Spot Poster (PDF, New Window)

Measles Alert Poster: Tell Staff and Get a Mask (PDF,
New Window)

MMR Vaccine Information Statements in Several
Languages (CDC)

School Measles Exposure Letter Template (Word, New
Window)

School Measles Exposure Letter Template en Espafiol
(Word, New Window)

Resources

CDC Manual for the Surveillance of Vaccine-
Preventable Diseases

Information about measles including laboratory

testing, surveillance and outbreak control.

Immunization Branch, California Dept. of Public Health

Measles - CDC Pink Back (PDF, New Window)
A twenty page document with information about the
disease and vaccine.
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CDPH HC Faciiity Infection Control for Suspect Measies
Patients (PDF, New Window)
Measles Infection Control in Health Care Facilities.

Measles Alert Poster for Clinicians (PDF, New Window)
Poster to remind clinicians to consider measles when
they see a rash illness.

CDPH Measles Laboratory Testing (PDF, New Window)
Specimen collection and laboratory test
interpretation.

CDPH-VRDL Guidelines for Laboratory Services
Guidelines for laboratory services offered by the
CDPH Viral and Rickettsial Diseases Laboratory.

Blood Specimen Collection Using Capillary Tubes (PDE
New Window)

Instructions on collecting a blood specimen for

testing using capillary tubes.

Measles Specimen Collection Using Capillary Tubes
(PDF, New Window)

Poster presented at American Public Health

Association (APHA) meeting after Measles outbreak

in San Diego, 2008.

ACIP Recommendations for the MMR Vaccine
Vaccine use and strategies for measles elimination.

IG for the Prophylaxis of Measles (PDF, New Window)
CDPH recommendations for the use of immune
globulin (IG) for the prophylaxis of measles

Data and Surveillance

Vaccine Preventable Disease Reports

The Immunization Branch collects and publishes
information on vaccine-preventable diseases in
California. This page includes the most recent
reports as well as information on when and how to
report VPD cases.

Measles Surveillance Updates
Forms

Measles Case Report Form

CDC Vaccine Preventable Diseases
A large collection of Web pages about the
prevention of communicable diseases.

Measles Educationai Resources

Espariol (Spanish)

Vacunas Y Mi Salud
Casos de Sarampion Aumentan en California
Sarampién INFOQ

Last modified on: 2/2/2016 9:24 AM
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OFFICE OF ADMINISTRATIVE LAW
OGOV 300 Capitol Mali, Suite 1250 Sacramento, California

---------------------------------------------------------------------------------------------------------------------------------------------------------------------------------

The California Code of Regulations (CCR), is the official compilation and publication of the regulations adopted, amended or
repealed by state agencies pursuant to the Administrative Procedure Act (APA). Properly adopted regulations that have been
filed with the Secretary of State have the force of law.

The CCR is compiled into Titles* and organized into Divisions containing the regulations of state agencies.
The CCR is available from a variety of sources:

-» Online. OAL contracts with Barclays, a division of Thomson-Reuters to provide a free online version of the Official
CCR. If you have difficulties accessing the CCR website, please e-mail OAL at staff@oal.ca.gov or contact Barclays at
1-800-888-3600. (See Browsing Tips below.)

-%» Most County Clerks and County Law Libraries have printed copies of the CCR.

-+ State depository libraries also have a copy of the CCR.

% To order a hard-copy version of the CCR or purchase individual Titles, please contact Barclays, publisher of the Official
CCR, at 1-800-888-3600 or visit them online at www.barclaysccr.com.

HISTORICAL INFORMATION ON REGULATIONS

For information on how to find past versions of a regulation, please click here.

CAUTION REGARDING OFFICIAL CODE:

Government Code section 11344 requires OAL to provide for the official compilation, printing and publication of state
regulations in the California Code of Regulations. The online CCR contains the full text of the California Code of Regulations.
OAL updates the official hard-copy and online versions of the code once weekly to reflect newly adopted, amended or
repealed regulations. OAL cannot verify the authenticity of regulations downloaded from websites other than
http://ccr.oal.ca.gov/, or confirm whether those versions reflect the existing content of the code.

CCR BROWSING TiPS:

Pop-Up Blocker/Westlaw: If a yellow "pop-up blocker detected” screen appears, you may simply click on "continue to
weblinks" to access the online CCR. If a window appears stating "Westlaw is unable to accept your password," clear cookies
and close your browser before trying again.

Documents in Sequence: The Documents in Sequence function at the bottom of each section will allow you to view CCR
sections in sequence. For example, if you retrieve 1 CCR § 260, click Docs in Sequence to view 1 CCR § 270. Use the Prev
and Next arrows located at the bottom of the document to view other consecutive documents.

* NOTE ABOUT TITLE 24:

Title 24, the Building Standards Code, is maintained by the Building Standards Commission, not by OAL, and is not included
in the on-line CCR or printed CCR. To locate a copy of Title 24, please contact the Building Standards Commission
www.bsc.ca.gov/.

EXHIBIT 7
Page 97



Case 3:16-cv-01715-DMS-BiriitibRCHRBY Bfivic s P8/05/16  Page 100 of 134
Copyright © 2007 State of California

This site is managed with GRsus

EXHIBIT 7
Page 98



Case 3:16-cv-01715-DMS-BGS Document 37-3 Filed 08/05/16 Page 101 of 134

ﬁ State of California—Health and Human Services Agency
N7 B California Department of Public Health
O)CDPH

KAREN L. SMITH, MD, MPH EDMUND G. BROWN JR.
Director and State Heaith Officer Govemeor
July 2, 2015

TQ: Interested Parties

FROM: Sarah Royce, M.D., M.P.H, Chief ﬂ y/"?“"
Center for Infectious Diseases
Division of Communicable Disease Control, Immunization Branch

SUBJECT: Senate Bill 277

Governor Brown signed Senate Bill (SB) 277 on June 30, 2015. Effective one year from now in
July 2016, SB 277 wiill:
* No longer permit immunization exemptions based on personal beliefs for children in child
care and public and private schools;
¢ Permit personal belief exemptions submitted before January 1, 2016 to remain valid until
a pupil reaches kindergarten or 7th grade;
» Remove immunization requirements for:
o Students in home-based private schools
o Students enrolled in an independent study program who do not receive
classroom-based instruction
o Access to special education and related services specified in an individualized
education program

Students in the above categories will still need to provide immunization records to their
schools before entry, and schools will still need to report to the California Department of
Public Health (CDPH) the immunization status of all students at the existing checkpoints
of child care, kindergarten and 7th grade;

» Allow medical and personal beliefs exemptions from any new immunization requirement
initiated by CDPH for attendance at school or child care.

Additional information about the implementation of SB 277 will become available by 2016.

The language of SB 277 is available at
https://leginfo.legislature.ca.qov/faces/billNavClient.xhtml?bill id=2015201608B277.

The Governor’s signing message is available at

http://gov.ca.gov/docs/SB 277 Signing Message.pdf.

Immunization laws currently in effect may be found at

http://www.shotsforschool.org/immunizationiaws/.

Immunization Branch / Division of Communicable Disease Control
850 Marina Bay Parkway, Bldg. P, 2™ Floor, Richmond, CA 94804
(510) 620-3737 « FAX (510) 620-37’74!1E )('leétle_:rmset Address: www.getimmunizedca.org
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OUR WORK LEGAL DOCKET LEGISLATION
KNOW YOUR RIGHTS GET HELP

Know Your Rights: Suspensions, Expulsions, and Involuntary
Transfers
Schogl Discipline: A Guide for Students & Parents

Leer en espafiol »

What is suspension?

Suspension is a form of school discipline which temporarily removes you from a class or from school.
Your school may prohibit you from school grounds, a classroom, or place you in a supervised (“in-
school”) suspension classroom separate from other students.

When can my school suspend me?
¢ Your school cannot suspend you for just anything. It can suspend you only for behavior explicitly
listed in the California Education Code.

® Your school cannot suspend you for school absences or tardiness.

¢ A school cannot suspend students below the fourth grade from school or place them in “in-school”
suspension for “willful defiance.”

e Your school may only suspend you for conduct related to a school activity or school attendance.
This includes conduct at school, during school-sponsored activities, and on your way to and from
school.

What must my school do before it suspends me?

¢ Your school must first try other interventions to change your behavior. Your school may only
suspend you after other interventions fail, unless your behavior is serious, violent, or dangerous to
others.

e Other interventions can include conferences with your parents, referrals to counselors or
psychologists, or anger management programs. School districts should also document the
interventions they use.

What are my rights during the suspension process?

* You have the right to an informal pre-suspension conference with school or district staff, unless
there is an emergency situation.

* You have other rights during the process intﬁéﬂf\gﬁe right to tell your side of the story and present
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What are my rights after a final decision of suspension?
® Your school must send a written notice of its decision to your parents/guardians.

® Your school cannot suspend you for more than five days in a row or for more than 20 total school
days in cne school year.

® You may have the right to appeal your school’s final decision.

What is expulsion?

Expulsion means your school district prevents you from attending traditional schools in your school
district.

When can my school expel me?

® Your school is required to expel you only for the following behaviors: possessing or selling firearms,
threatening another person with a knife, selling a controlled substance, attempting or committing a
sexual assault, possessing an explosive, or inflicting serious bodily injury.

® Your school may choose to expel you for other behavior, but only behaviors explicitly listed in the
California Education Code.

® Your school may expel you only for conduct on school grounds or at a school related activity off
school grounds.

® You cannot be expelled from your school for “willful defiance”

What must my school do before it expels me?

® You have the right to an expulsion hearing within 30 school days of the proposed expulsion. Prior
to your hearing, your district must continue to offer you an educational program. Your school district
will make its final expulsion decision at your hearing.

® Your school district must provide you written notice of your expulsion hearing date at least ten days
prior to your hearing.

® You have theright to request your student records and inspect evidence to be used against you
before your expulsion hearing.

What are my rights during & after the expulsion process?

¢ You have rights during your expulsion hearing, including the right to bring advocates to help tell
your side of the story.

* You have rights after an expulsion hearing, including the right to a written final decision, and the
right to an appeal.

¢ If youwin your hearing, you almost always have the right to return to your school.

* You may be eligible to return to your school district after expulsion. Check with your district for its
process.
EXHIBIT 11
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An involuntary transfer is when a school district transfers a student to an alternative school against the
wishes of the student or their parent/ guardian. Schools have a lot of discretion in transfers, but there
are important limits on their discretion. What are alternative schools? Alternative schools include
county community schools, community day schools, and continuation schools. These schools may be
beneficial for some students, but they often do not provide the same educational or extra-curricular
opportunities as traditional schools.

What are my rights in involuntary transfers to county community
schools?

¢ You may be involuntary transferred to a county community school if you are expelled, referred by
a School Attendance Review Board (SARB), or referred under court order.

® You may not be transferred to a county community school solely because you are homeless or a
foster youth.

e You have the right to object to your transfer to a county community school if the school cannot meet
your educational needs, you have safety concerns, or if the school is geographically inaccessible.

® Your school district may not transfer you to a county community school that does not have enough
space for you.

e |f you are transferred to a county community school based on a SARB referral, you have the right to
return to your original school or another traditional school at the end of the transfer period.

What are my rights in involuntary transfers to community day
schools?

e Your school district may only involuntary transfer you to a community day school if you are
expelled, on probation, referred by a SARB, or referred through a district-level referral process.

® You do not have aright to appeal your transfer to a community day school, but you can always appeal
an expulsion that led to your transfer.

What are my rights if | am involuntarily transferred to a
continuation school?

e Your district may only involuntarily transfer you to a continuation school if you have committed a

violation in the California Education Code, or you have had irregular attendance in your required
classes.

# Your district may not transfer you to a continuation school unless other attempts to change your

behavior fail or your presence at school causes a danger to others or disrupts the instructional
process.

* Your district may only transfer you to a continuation school in the semester when the act occurred or
in the semester after.

What are my rights before and after a final decision to

involuntarily transfer me to a cfgﬂal;fﬂmlmtion school?
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involuntary transfer to a continuation school. You have the right to present your side of the story
with evidence, advocates, and witnesses,

¢ No one from your school may be involved in the final decision to transfer.
® You have the right to receive a written notice of your district’s final transfer decision.

e You have the right to return to a traditional high school the following school year with consent of
your school district superintendent.

Learn more

Leer en espafiol »

For more detailed information on your rights and responsibilities during suspension, expulsion, and
involuntary transfers, visit: www.aclunc.org/kyr If you are an English language learner, foster youth, or a
student with a disability you have additional rights and protections.

Tools for achieving fair discipline

If you think your school is not complying with the law, please contact us.

Download this guide »

EXHIBIT 11
Page 122



Csjon Valley Unfor Séhcbi iskir PédidiaaPMS-BGS  Documentigfod, . Kiled 08/00/0 4. RRg8 dan bl CatendarPrin...

l1ofl

August 2016

Cajon Valley Union School District / Calendar

Maon

Tus

Fr

10

1

12

1

L]

7

18
First Day of Schaol

]

o

1]

EXHIBIT 12
Page 123

8/5/16,9:29 AM



Case 3:16-cv-01715-DMS-BGS Document 37-3

Loomis Union School District

JULY:2016
“M T W T F

July 2016 - June 2017 | 1

@5 s 7 8

1N 12 13 14 15

Instructional Calendar S P EE S

Board Approved: June 16, 2016 25 26 27 28 29

AUGUST 2014 SEPTEMBER 2014 OCYOBER 2014 NOVEMBER2014
1 2 3 4 5 1 2 3 4 5 6 7
8 9 101112 (s 7 8 ¢ 10 11 12 13 14

15 16 17 18 19
22 23 24 25 2%
29 30 3N

DECEMBER 2016

APRIL 2017

T3 SsCT
10 11 12 13 14|
1718 19 20 21

25 26 27 28

12 13 14 15 1%
19 20 27 22 23
26 27 28 29 30

JANUARY 2017

4 5 4
‘910 11 12 13

a9z 18 19 20

23 24 25 26 27
30 A

MAY 2017

1 2 3 4

8 9 10 11@

15 16 17 18 19

22 23\24/25 2¢
30 31

Regular Schoo! Opening And Closing Dades

First Timester: Aug11 - Nov 4
Second Timester: Nov7 - Mar3
Third Trimester: Mar é-June 2

{ S7days)
( 63 days)
(58 days}
{180 days)

First day of School: August 11, 2016
Last day of School: June 2, 2017
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Movember 21-25, 2016

[December 19, 2016 - January 3, 2017

[April10- 14, 2017

Non-Student Days 3
Staff Development: /16, 10/28. 2/3. 310

Minimum days: U

4 Conlerence Days 11/15-17, 3/15

1 last day of school /2
6 Miniraum days for staff development
1174, 31114, 12114, 3/14, 4/24, 5/12

Repurt Curds Sant Home
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Union School District

2016-17 STUDENT CALENDAR
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SEP 16 OCT 18 26 Early Ralease Mondays
mlitlw]r]F m|Tt|w|T]EF Tocr 3 Early Relaasa Mondaya
102 3J415]s 7 End 18t Quarter (Markham)
sle]7]8]8 f11]12]13] 14 10,17.24 Eerly Reloase Mondays
12113] 14| 15] 16 17]18|19]|20] 21 28 End of 15k Trimester (Siama & Schnell)
19 s 4)25]26]|27] 28 31 Early Reloase Mondays
26127| 28|20t 30 M Wnov 1-4 Conferances - Min Dy {Sisira‘and Schnell anly)
7 Earty Relsase Mondays
NOV ‘16 DEC 16 11 Vateran's Diy - Mo School
mlijw]T|F mitfiw|r]rF 14 Eerly Releass Mondays
: ¥ o 3 1] 2 21-25  Fill Raceas - No School
718|9]10]11 5]el7|8]s9 28 Early Release Mandays
14]i5]16] 17 [ 18 12]13] 14 15Jm DEC 5,12 Esrly Release Mondayn
21]22123)2a)25]| [1of20Q21] 22] 23 16 End of 15t Samestar (Maricham) - Min Day Distiet wida
(28] 26 | 30 26| 27 26] 28] 30 18-30  Winier Recess - N School
AN 2 Winter Recsss - Ho School
JAN 7 FEB "7 9 Early Rolease Mondays
mit|wiTt]F mlrlw|rir 16 Martin Luther King Jr. Day - No School
2134 8 1]12] 3 23,30 Emxly Relaase Mondays
gl 10]|31]12] 13 sJ718]¢e|0] [FEB = Ennly Relonse Mondays
16 17| 18 20 13]14]15[ 18] 97 13 Lincoin's Birthday - No School
23] 2425|2827 202122 17 End of 2nd Trimester (Sisrra & Schnell)
30] 31 27 ] 28 20 President’s Day - No School
23,24 Confarsnces - Min Dey (Dixirict wids)
MAR 17 APR 17 27 Early Reloase Mondsys
MEEAERE; mlrlwlr]r] uar s Earty Releass Mondays
11213 10 End of 3rd Quarter (Markham)
N EERE 345867 18,20 Early Rsivase Mondays
13{14)15)16 | 17 wi11]12]13] 14 i Early Reiaase Mondays
20021 [22]23 |24 HEIEAEIEEIR 55 Early Reloase Mondays
2r]zs|29lan]a 24{25|26 27| 28 10-14 8ping Recess - No Schiool
17 Spring Racees - Mo Schoo)
MAY *17 JUN 17 24 Early Reloasa Mondays
M|lriw|T]F MmlTiw|T] F]| [war 1,2 Early Release Mondays
112]13|4]|5 1] 2 15,22 Early Ralsass Mondays
(830 f10]11]12 s|le|[7]8]se 26 LAST DAY OF CLASSES/ Min Day
w].]7]18] 19 121314 15] 18 29 Memorial Day
2|2 |24(25 50 [®B|2[7[22]|=
29] 30| 31 [ l26i{ar|2s]20]|30] foun HAVE A FUN SUMMER!
ISchool Hours Early Release Mondays
3
Markham School 7:50 - 1:05
Slerra School 8:45-1:45
Schnell School 6:00 - 1:56
First Day of Classes: Thursday, August 11, 2016
Last Day of Classes: F , May 26, 2017
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SAN RAFAEL CITY SCHOOLS 2016-2017 DISTRICT CALENDAR REVISED 2/8/2016
Month M T W T F ) Calender Datails
1 2 3 4 5 ug. 15: K-8 Staff Davalopment First Day of School;
August 8 1 9110111 12] Aup. 16-17: K-8 Teacher Wark Days ALL STUDENTS
2016 B 16 | 17| 18 | 19 | 10 g- 15 and 17; 9-12 Teacher Workdays August 18, 2016
22 23 24 25 26 g. 18: 8-17 Siaff Development
28 | 30| 31 ug. 18: First Day of School, PreK-12 Teacher Work Davs
1 2 K-8 Teachers: August 16 and 17, 2016
Sepzt:;:ber 5] 6 7 8 9 Sept. §: Labor Day Holiday 9-12 Teachers:August 15 and 17, 2016
12 13 ] 14] 181 16]) 21 K-8 Teachers: Oclober 17, 2016
18 20 | 21 2 | 23 6-12 Teachers: January 9, 2017
36 27 1 28 29 an K-5 Teachers: March 20, 2017
3 4 5 6 7 6-12 Teachers: Juns 8, 2017
0;::?" Wl liz] 131 12 Oct. 17-21: K-5 Confersnce Weak
17 181 19| 20 | 21 20 [Oct. 17: K-5 Teacher Work Day Staff Developiant Davs
24 |25 | 26 | 27 | 28 Ocl. 17: 6-8 &laff Davatapment -8 Teachers:August 15, 2016
31 Oct, 17: 9-12 Non slud/Non tchr 9-12 Teachers: August 16, 2016
1 2 3 4 Nov, 11: Veteran’s Day 6-8 Teachers. Oclobsr 17, 2016
November 7 [] g 10 | 15 : Nov. 23 & 25: | ocal Retoss Days -5 Teachers: January 8, 2017
2016 M 115] 16 A7 | 18 } 18 [Nov. 24: Thanksgiving 6-8 Teachers: March 20, 2017
21 | 22 jga] 2] 35 K-5 Teachers: Juna 8, 2017
28 29 | 30
e 1 2 Classified Staff Holldavs
= -December
5016 5 7 8 9 July 4
12 5 Doc.23 & 26: Christmas Eve & Christmas Day Seplember 5
18 (Observed) November 11
. Dac.30: New Year's Eve (Observed) November 24 and 26
-2 b3l 4 .4.5 k. 8% Jan.2: New Year's Day (Observed) 56 and
January -;;—F—- RIEETEE Jan, § K-5 Staff Development mm::ﬁ,, 2 a0
17 46 Jan 9. 8-12 Teacher Workday January 16
23 [Jan.16: MLK Holiday Fabruary 20 end 24
30 April 14 (Friday of Spring Break)
February . May 29
2017 m Thanksgiving Bregic;
200 Feb. 20-24° Mid-Winter Break November 23 - 25, 2015
27
March L A Winter Break:
2017 [ 71 38 9 | 10 March 20-24: K-5 Confersnce Week December 23, 2016-lanuary 8, 2017
13 ] 14 ] 15 | 16 | 17 | 22 |Mmarch 20: K-5 Tchr Work Day
20 21 | 22| 22 | 24 March 20: -8 Staff Development Wid-Wintor Brealk:
27 28 29 30 39 March 20: 8-12 Non slud/Non ichr day Febniaty 20-24, 2017
April 3 4 5 6 7
2017 EEEEEAEEEED ]ﬂpﬂl 10-14: Spring Break " Spring Break;
17 | 18 | 19} 20 | 24 15 April 10-14, 2017”
24 |25 | 26| 27 | 28
May 1 21 3] 4 5 st Semestorends
2017 8 g | 10| 11 | 12 [May 25: Mamorial Day December 22, 2016
15 16 | 17 18 19 22
2 | 23| 24 ] 25 | 28 2™ Somoster ends:;
20 | 30 | 31 June B, 2017
e 1 2
"g:; [ & 7 8 | .8 [June 8: Last Day of Schoal K-12 Last Dy of School:
12 | 13| 14 ] 5 | 18 6 [June &: K5 Stalf Davelopment Juna 8, 2017
19 | 20 | 21| 22 | 23 Juna 8: 8-12 Workday Bth grads Promalions
26 | _2=7_ A 29 30 — G High School Gradustions
Student Days: 180 Total Staff Days: 184 Teacher Work Days: 4
3 High Schoal Siaff Development Days: 1

* Revised Calendar refiects change in Spring Break
dates from Apsil 17-21, 2017 to April 10-14, 2017

Board Approved:
21812018
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KEY Bold—NonSchool Davs

VISTA UNIFIED SCHOOL DISTRICT  5oard A meerioroeel: 1212113

* _ Mininmm
Dars 2016-2017 School Calendar
Sahool Student Teacher
Month [} T W T F Days Deys KeyDates | Explanations
July 1
4 5 6 7 8 July 4 Indapendence Day {Legel Holidsy)
i1 i2 i3 4 15
18 19 20 21 22
25 28 27 28 29
August 1 2 3 4 5
8 9 10 11 {2 Aug. 15 Bistrict Professional Developmant Day {Non-Shudent Day)
15 ¢ fi] 18 19 Aug. 18 Site Professional Developmeni Day (Non-Student Day)
2 23 24 25 28 Avg. 17 First Day of School
20 30 31 11 13
September 1 2 )
5 8 77 &8 9 Sept. § Labar Day Holiday {Logs! Holday}
12 13 14 15 16 Sept. 7 TK-8 Professional Development Day (Minimum Day)
19 20 21 2 23
26 27 28 20 30 2t 21
Octaber 3 4 5§ & 7
10 11 12 13 14 Oct. 8-7 MVHS Fingte — (Mirimum Days)
17 18 198 2 21
24 25 28 27 28
31 2 21
November 1 2 3 4 Nov. 11 Vetarans' Day Holiday {Legal Hobday)
7 8 o 10° 11 Nov. 7-10 TK-5 Parent Teacher Conferances {Minimum Day)
14 18 1B 17 18 Nov.8& 10 | 68 Parent Teacher Confarences (Minimum Day)
21 2 23 21 2 Nov. 21.25 TK-12 Non-Student Days
®__2 % 16 16 Nov.24 | Thanksgiving Holiday fLegel Holiday)
Decembar 1 2 Dec. 15-18 MVHS Finals
5 ] 7 8 9 Deo. 14-16 RBVHS & VHS Finals
12 13 14 15* 18 Dec. 18-30 Winlor Recess (Schoo! Resumss Jan. 4)
B 2 21 2 2 Dec. 23 Obsarved Chrizimas Eva (Legal Holday)
2 27 22 20 a0 12 12 Dec. 26 Observed Christwas Day (Logal Holidsy)
January 2 3 4 5 & Jan. 2 Observed New Years Day {Logal Holkday)
9 10 1 12 13 Jan. 3* HS Professional Development Day (Non Studeni Day)
15 17 18 18 20 Jan. 3* TK-8 Non Student DayiNen Staff Day
28 24 25 28 27 Jan 13 District Professional Davelopment Day {Non-Shxdent Day)
30 31 18 20 Jan. 18 ML. King Bifthday {Logel Hobday)
February 1 2 3
8 7 & 9 10 Feb. 8 TK-8 Professionel Devetopment Day (Minimum Dey)
13 14 165 18 1z Feb. 17 Linooin's Binthday {Observed Hoiiday)
2 2 2 23 24 Feb. 20 President's Day {Lagaf Holiday)
27 28 18 18
March 1 2 3
8 7 8 9 0 Mar. 148 18 | 6-8 Parent Teacher Canforencas (Minimum Day)
13 1+ 15 1. 17 Mar. 16-17 MVHS Finals (Minimum Daye)
20 21 2 23 24 Mar. 27-31 Spring Break
30 18 18
Apri 3 4 5 e 7
10 11t 12 13 14 Apr. 18 Esster
17 18 19 20 21
24 25 26 27 > 20 20
May 1 2 3 4 b5
8 ] 10 11 12
15 18 17 18 19
22 23 24 25 28 22 2 May 28 Memariat Day Holiday (Legal Holiday)
2 0 31
June 1 2
# e A e o9 June 5°7° | RBVHS & VHS Finals Misimum Daye)
12 13 14 15 16 June @ & 7* | MVHS Finals (Minimum Deys)
1 20 21 2 23 June 7 Last Day of School
26 27 28 20 30 5 5 |
182 STUDENT DAYS
EXHIBIT 12
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PERSONAL BELIEFS EXEMPTION TO REQUIRED IMMUNIZATIONS Sy

STUDENT NAME (LAST, FIRST, MIDDLE) GENDER BIRTHDATE MONTH DAY YEAR TELEPHONE NUMBER
oM [F ——t e
PARENT/GUARDIAN — NAME ADDRESS

A. AUTHORIZED HEALTH CARE PRACTITIONER LICENSED IN CALIFORNIA — FILL OUT THIS SECTION

I am a (check one): [J M.D./D.O. []Nurse Practitioner [ ] Physician Assistant [J Naturopathic Doctor [] Credentlaled Schooi Nurse

Provision of Information: | have provided the parent or guardian of the student named above, the adult who has assumed
responsibility for the care and custody of the student, or the student if an emancipated minar, with information regarding 1) the
benefits and risks of immunization and 2} the health risks to the student and to the community of the communicable diseases for
which immunization is required in California (immunizations listed in Table below).

Practiioner name, address, telephone number:

Slgnature of authorized health care practitioner

Date - within 6 months before entry to child care or school

B. PARENT OR GUARDIAN — FILL OQUT THESE SECTIONS

I. Check cne of the boxes below:

[J Receipt of Informatlon: | have received information provided by an authorized health care practitioner regarding 1) the benefits
and risks of immunization and 2) the health risks to the student named above and to the community of the communicable
diseases for which immunization is required in California (immunizations listed in Table belowy).

[ Religious beliefs: | am a member of a religion which prohibits me from seeking medical advice or treatment from authorized
health care practitioners. (Signature of a heaith care practitioner not required in Part A.)

Signature of parent or guardian Date - within 6 months before entry to child eare or scheol

Il. AFFIDAVIT

Immunizations already received: | have provided the child care or school with a record of all immunizations the student has
received that are required for admission (California Health and Safety Code §120365).

Immunizations for which exemption is requested: An unimmunized student and the student's contacts at school and home
are at greater risk of becoming ill with a vaccine-preventable disease. | understand that an unimmunized student may be
excluded from attending school or child care during an outbreak of, or after exposure to, any of thege diseases for the protection
of the student and others (17 CCR §6060). | hereby request exemption of the student named above from the required
immunizations checked below because such immunization is contrary to my beliefs.

School Category Table of Required Immunizations — Check box{es) to request exemption.
Chiid Care Only [l Haemophilus influenzae type b (Hib meningitis)
Child Care and K-12"" Grade [ DTaP (Diphtheria, Tetanus, Pertussis [whaoping coughl) []Hepatitis B

[ MMR (Measles, Mumps, Ruballa) [1Pelio [ Varicella (Chickenpox)
7™ Grade Advancement [] Tdap (Tetanus, reduced Diphtheria, Pertussis [whooping cough)
{or admission at 7-12" Grade)

Signature of parent or guardian Date

The Califomia Department of Public Health places strict controls on the gatharing and use of personally identifiable data. Personal information is not disclosed, made
avallable, or otherwise usad for purposes other than those specified &t the time of collection, except with consent or as authorized by law or regulation, The Department's
Information management practices are consistent with the Informatlon Practices Act (Civil Code Section 1798 et seq.), the Public Records Act (Government Code Section
6250 et seq.), Government Code Sections 11015.5 and 11019.8, and with other applicable laws pertaining to Information privacy.
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