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[HaduviindnonduuuvitWoilossuido Human Papillomavirus 9 anuwius]
[sUunuuiihondrinauwunrnaudisuia]

1. Usznnosan

ANsenda 9 iuinduviledmonduuun letlosriunsfiaide Human Papillomavirus (HPV) w9 anoviug’

2. dauazanuissvassitenddoy

AsaNda 9 Wusumdundaandodnsuiiaidnnduiile usiaz 0.5 fiadans Usznoaushs HPV 6 L1 protein
30 lulmsnsu, HPV 11 L1 protein 40 lulasnsu, HPV 16 L1 protein 60 lulasnsu, HPV 18 L1 protein 40
lulmsnsu, HPV 31 L1 protein 20 luTasnsu, HPV 33 L1 protein 20 lulasnsu, HPV 45 L1 protein 20
luTasnsu, HPV 52 L1 protein 20 lulasnsu uaz HPV 58 L1 protein 20 lulasnsu

3. AnuarudINanAY

Asanada 9 Wwihedrinnuuiunzneudmsuiadinduiide vssaluviauaznasaiaovialdasudon
0.5 Iadfns

Aouwin ASeNAa 9 fdnwanduvosmiadla dnznouden wasannin g sy Asan&a 9 aulluvounad &
PN YU

4. .ndBNara@ns/ IndvaUaNdns

A ANURIMINRBNAFAANS

Pharmacotherapeutic group: Viral Vaccine
ATC code: JO7BMO3

na lnAnsaonana

msfiside HPV wuldiamzluan  asdnunTudesshe analogous animal papillomaviruses uaasTiidiuin
Uszandawaasindu L1 VLP onafsndosdunswaiunwes humoral immune responses  sutin Tuau Sadu
anunsnnszsiu humoral immune responses lsiausu Aawidslinsunalnnstlosfuiiuags

AMSANEININAAINAN

NseNaa 9 Usznaushuide HPV 4 apnug mﬁauﬁuﬁﬁasﬂu‘iﬂeﬁun'ﬁ’mwﬁa (HPV 6, 11, 16, 18) waz HPV
8n 5 awwug (31, 33, 45, 52 uaz 58) Tunsdnvmaaaindednun Tudnneeuazans A1sada awnsaan
atiinmsalvas Cervical intraepithelial neoplasia (CIN) (litsssuTafionu sauds CIN 2/3); AlS; wensauln;
Vulvar intraepithelial neoplasia (VIN) 2/3 waz Vaginal intraepithelial neoplasia (ValN) 2/3 fiidsndasriu
1o HPV awnug 6, 11, 16 wio 18 MuasAUsznovvasindu
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AsnNAaINNAdnYaINIsANEa 9

UssAvsmwuaz/miamnuanunsnTunsnsduniidudusesnsad@a 9 enuuwunsiia 3 1u Idvinnnsusadulu
9 MsAnvveeailn  MsAnsveeaiinieUsafiuls:ansnnessnnsanda 9 wWivuisuduiadunasniiu
anunsanssinls  iflasannnmsiatadu HPV Dusnssguveasunng lunstlosdunisiiodo HPV uaclsaiid
awande HPV anovusiidluiadulunasusava  dain msdnwveeaiin (Protocol 001) wieUs=iu
UszAndnnwosmsanda 9 Tunstlesrdu cervical, vulvar uas vaginal fidsdesduide HPV sldiusouioy
Aunsa@a

AMsUsaiudszandamsiorde HPV anwwug 6, 11, 16 uaz 18 laule bridging strategy uamsTifuds
anuaunsn lumsasziugfiduriu (Taann Geometric Mean Titers [GMT]) wainsan&a 9 isuwinAunisean
aa (Protocol 001, 009 waz 020)

Protocol 001 usufiuds:Andanuazenuaninsalumsnaduniiduiuvesnnsanda 9 senstlesfunmsinide
LLa:T‘mﬁﬁmmm'\n HPV anowug 6, 11, 16, 18, 31, 33, 45, 52 uaz 58 Tutﬁﬂm@ma:am%‘mq 16 da 26 ¥
(Fwu 14,204 au: 7,099 audl ldsun1smda 9; 7,105 au i lsun1smnaa)

Protocol 002 Uszifiusnuanunsalumsnszdunfidusuvasmsanda 9 Twiinndlaandinenuony 9 fs 15 U uas
ansony 16 A4 26 T (fnuwu 3,066 au: wWinnele 1,932 au; Wiineny 666 A wazand 468 aunldsunsanaa 9)

Protocol 003 Usafiumnuanunsnlumsaszsunfidusuvasmsanda 9 Twdneouazanuony 16 &1 26 U ua:
TuLﬁnmﬁmazam%mq 16 A4 26 U (1w 2,515 au: wngsashawd 1,103 au, vnosneny 313 Au uazang
1,099 auldsunsmnda 9)

Protocol 005 uaz 007 ieUszfiumsignisonda 9 swAuiaduduiuuair aaduds:a Tudinenwony 11 s
159 (um 2,295 Au)

Protocol 006 Usziiunslgnnsenda 9 Twdnuedlauazaniony 12 fs 26 U ldsunnsan@aunnou (3uau 921
au: 615 au ldsun1sanda 9 uas 306 au ldsusnasn)

Protocol 009 Uszfiumnuanunsa lumsassduniiduiuvoinisanda 9 Twdnudeony 9 & 15 ¥ (fwu 600
au: 300 auldsunnsanda 9 uaz 300 Au ldsunNSANAR)

fnmsdnuuAnsuivenafidusunuuidonToedoya (immunological bridging studies) Wiuidn 2 ns@nun leun
Protocol 020 Usafiuanuanansalumsnssduniidufuvoinsanda 9 Wisudunsanda Twdnanouazdany
911 16-26 T (Fwu 500 au: 249 au ldsunnsonda 9 uaz 251 au ldsunnsmnada) Protocol 004 Usudiu
anuaunsn lumsnssiugfiduruvesnsanda 9 Tudinueduuazansony 16 fs 26 T Wisuiisuriuansony 27 &
45 7 ({hunu 1,210 au: 1Wuaniony 27 fiv 45 U duu 640 an waz iduifinnedauazaniang 16 1 26 U Suu
570 aw)

nnManeassveAaiin 1 nmsd@nwn (Protocol 010) fivinnsussifiunagoinsand@a 9 snuununsin 2 19u
Tosdsufiuanuanusn lumsnssdunfidusuvasnisanda 9 enuununsie 2 19y Twdnndlauandnwuisony 9
£ 14 U uar mson@a 9 enuuwunsde 3 19y Twidinnedeony 9 A 14 U uasfinnedluazaniony 16 &1 26 1
(@wu 1,516 au: 1Wwinnay 751 au; Wuwdineny 451 au wanluand 314 au) ﬁhmﬁﬂmqmauﬁﬂmﬁmaz
Wnenpiifiony 9 A 14 ¥ wihdu 11.5 7 Auruadvenywaudinnelauazaniiifiony 16 fis 26 ¥ windu 21.0 ¥

assinaulainasliiadu lunsazuananisdriisdennudssannns Idsuido HPV snfounasusyluani
iar ldsuannnsinindu

nsAnEigivanuls:andnnuoinsaida 9 siovda HPV agnius 6, 11, 16, 18

mswspuiisuanuaiusn lunsnssdunfidudusesnisanda 9 uazsanA@asioldo HPV awnug 6, 11, 16
uaz 18 ldvinmsdnunTuansony 16-26 ¥ an Protocol 001 ifinndleny 9-15 U an Protocol 009  ua:
Wnensuazianueny 16-26 © aan Protocol 020 Primary analyses lsvinms@nunlasle per-protocol
immunogenicity population Tugfilsdsuiaduasu 3 1n aaTurhnaifinaueulismi dunasidaidont
Anua aamthdmsughananswinadoudi 6 uas ifoudl 7 vasnmsia Lifaudsavusnndnannuuunsdnesn
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uazhiieldsuide [PCR negative (Twifinnelauazaniony 16 fs 26 U; Protocol 001) wa: seronegative
(Protocol 001, 009 uaz 020) Aeuiiazldsuiaduiduusn] AAuTasiuido HPV ansviugivinnnsd@nun uas ol
famall PCR-negative (Tuifinuslsuazansony 16 & 26 T; Protocol 001) sioido HPV anpWugiivinnsdnu
$a96 7 160l

MslTiveadfives non-inferiority szninadii ldsunsan@a 9 uazmsenda  Ihinnsusafiuanndoya a
Woudl 7 Assediu GMT @y anti-HPV 6, anti-HPV 11, anti-HPV 16 uaz anti-HPV 18 su38 cLIA s
povauaIwoINfiduduinlay GMT woasnnsanda 9 lldsesniansmnda (answit 1) duiu Uszandamwes
A"sANAA 9 sio persistent infection uarlsaiiAsnAuide HPV awnug 6, 11, 16 uaz 18 mmiﬂmmaumu‘lﬁ
Nwaivuwinansanda

o517 1 nswEuuisunisnouanasuosnddudu (35 cLIA) ssninanmsanda 9 uaznnsanaa siodo
HPV anawug 6, 11, 16 uas 18 ‘[um‘inmﬁmazam%mq 9-26 1 wavnsdnin Per Protocol
Immunogenicity (PPI)* uazTuiinunouazieuony 16-26 U

ANSeAEa 9 ANSAEA n;:"r;l;f;:/
POPULATION T " GMT 1. ” GMT
R I I I el AT

Anti-HPV 6
Ermeleeny 300 100 &g;g'g 300 100 (ﬁig'g Lor | 083
9151 273) (98.7, 100) (oo, | (28D (98.6, 100) ) : 1.23)
FmeauAzAnS 6792 99.8 (ggfi 6795 99.8 (ggi'g Lop | (099,
ot 16-26 1 (3993) (99.6, 99.9) o) 3975) | (99.7, 99.9) oo e) : 1.06)"
oL gt ETAL ] 249 98.2 758.3 251 98.7 618.4 (1.04,
oty 16-26 1 (228) (95.6, 99.5) fggj’)‘ (226) (96.2, 99.7) %5956‘_'30)* 123 1 g s
Anti-HPV 11
Fivedeony 300 100 (ﬁég'g 300 100 &‘2‘%3 0os | (080
9-15 1 273) (98.7, 100) oo, | (@60 (98.6, 100) T : 1.08)
FmeauAzAnS 6792 100 (gﬁg'g 6795 99.9 (ggg'g 0so | ©77,
ot 16-26 1 (3995) (99.9, 100) So5.0) (3082) |  (99.8, 100) Gor 4 : 0.83)1
;"izml“gf?g”%m” 249 100 (ggé; 251 100 (éggé oge | ©78,

! (228) (98.4, 100) ) (226) (98.4, 100) So0) 1.04)f
Anti-HPV 16
Finvedeony 300 100 6739.5 300 100 6887.4 (0.85,
9151 (276) (98.7, 100) (76}5’:'15)' (270) (98.6, 100) (76622250_58)' 097 1 111y
Frmeauazans 6792 100 écl)g% 6795 100 (gcl)gg'g oo | (095,
ot 16-26 1 (4032) (99.9, 100) o) | (@062 | (998 100) Croa) : 1.03)"
ﬁ?f'fgf?g%m 249 100 (ggigé, 251 100 (gg%'.i, 104 | 089

! (234) (98.4, 100) ) (237) (98.5, 100) o) 1.21)
Anti-HPV 18
Finvedeony 300 100 (iggg'g 300 100 (gggg Los | (9L
9-15 ¢ (276) (98.7, 100) Soon, | @69 (98.6, 100) Socra) : 1.29)f
P r—" 6792 99.8 (32‘2"3 6795 99.7 (ggg'; 11e | (14
ot 16-26 1 (4539) (99.7, 99.9) aor ) (4541) | (99.5,99.8) Cor s, : 1.23)f
ﬁg“';é’f?g%m” 249 99.6 (322:431. 251 99.6 (ngg:g' L1 | o1,

! (234) (97.6, 100) S (236) (97.7, 100) oo 1.37)f

*UszannsTu PPl dsznoushonil Idsumsiaiaduasu 3 by asTushananinuuu s lifimsidsauwnminanauwumsdnen wu
ineusidaLdeniiAinua amihdmsurhananssninadioud 6 uasfoui 7 wesnnsiin wazliimsldsuide (PCR negative [Tuwidinndeuazans
21y 16 & 26 1] ua: seronegative) HPV anoriusgiivinmsdnun (aneviug 6, 11, 16 uas 18) roudiazldsuinduiduusn wasludnneua:
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am3ony 16 A 26 ¥ 9 PCR negative siaida HPV anuviugivinnsdnun Tuauds 1 idou nasldsuiaduidui 3 (ifouil 7) doyadwmsu
iAvedauazansony 16 fis 26 U unann Protocol 001 uas Foyadmsuidnneiaony 9-15 Yunann Protocol 009 dayadwsuidinunuuazifany
21y 16-26 T wnann Protocol 020

IN=F it lesunsdu Tiidhsn Tunguit ldsunisdainduatnaion 1 1

Hwugidhshumsdnuiiinanieeed

SmMU=milli-Merck units

p-value <0.001

#Ansuacdie non-inferiority dosddndAnawwas 95% Cl was GMT ratio unanii 0.67

Cl=Confidence Interval

GMT=Geometric Mean Titers

cLIA= Competitive Luminex Immunoassay

nMs@naivanuilszdndmnuoinisada 9 siorda HPV anuviug 31, 33, 45, 52 uax 58

Uszdnsnnwainnsnnda 9 Tuam%‘am 16-26 ¥ lsvihAnsusaiiuTunnsd@nenuuy active comparator-controlled,
double-blind, randomized clinical study (Protocol 001) diansvienua 14,204 au (ANSA1&a 9 = 7,099;
ANSANAa = 7,105) ihsmmsdnsuazldsunisiaindulas lilfuiiunsnsiadansesdouiniinnsdaide HPV
wioll smwznaInsfaeuigsunsAnenauds 67 inounas ldsuiadwdui 3 Taudienisogiuvassuznande
43 \fiow

AansUszifiu primary efficacy azimann composite clinical endpoint wasn15iia cervical cancer, vulvar
cancer, vaginal cancer, CIN 2/3 »n&a AIS, VIN 2/3 uaz ValN 2/3 AvAude HPV anuwug 31, 33, 45, 52
waz 58 ANsUsufindelszansandaldsunisiususia lusnannasusafinnisifia cervical, vulvar waz vaginal
disease lsid1szdulnfnn was persistent infection MAvIAUIde HPV auwWug 31, 33, 45, 52 uaxz 58
uanatnil nsdnedildusaiudenansmuvosn1sada 9 sasnsnmuRAaUnfvog Pap tests, cervical waz
external genital procedures (191 biopsy) waz cervical definitely therapy procedures #1As79 04 uido
HPV anuviug 31, 33, 45, 52 uaz 58

fnsUsafudszanaan Tunnsd@nun Per Protocol Efficacy (PPE) Tuansony 16-26 © i Litasldsuido HPV
anuusiazinmsdnen Aounns ldsuiaduiduusn luaufusoudt 7 Buiaus:andmnwndudioud 7 nnsanda 9
fuszansnin Tunstloariu persistent infection warlsaiiAsldosruide HPV arewug 31, 33, 45, 52 uaz 58
(M54 2) ANSANEa 9 asnsnanaiinisaimnuiiadndvaslsaannisnsia Pap tests, cervical procedures
(1wu biopsy) uaz cervical definitely therapy procedures #iAsaAuide HPV ansviug 31, 33, 45, 52 uas 58
(5mds msldviaia ihdaduiletnnuegnesnifiusunsi, LEEP wse conization) genswii 2



AN W7 2: ANsAIAsElsEansnwoen1sanda 9 siordo HPV aAuwug 31, 33, 45, 52 uaz 58 T
PPE* population daluansony 16-26 1

GARDASIL 9 GARDASIL
. : Nt=7099 Nt=7105 %Efficacy
Disease Endpoint it Number of ot Number of (95% CI)'
cases® cases®
HPV 31-, 33-, 45-, 52-, 58-related CIN
2/3, AIS, Cervical Cancer, VIN 2/3, 97.4
ValN 2/3, Vulvar Cancer, and Vaginal 6016 1 6017 38 (85.0, 99.9)
Cancer
HPV 31-, 33-, 45-, 52-, 58-related CIN 5949 1 5943 35 97.1
2/3 or AIS* (83.5, 99.9)
96.9
CIN2 5949 1 5943 32 (81.5, 99.8)
100
CIN3 5949 0 5943 7 (39.4, 100)
98.9
HPV 31-, 33-, 45-, 52-, 58-related CIN 1 5949 1 5943 87 (94.1, 99.9)
HPV 31-, 33-, 45-, 52-, 58-related 94.4
Vulvar or Vaginal Disease® 6009 1 6012 18 (67.7,99.7)
VIN2/3# and ValN2/3 6009 0 6012 3 100.0
(-71.5, 100.0)
HPV 31-, 33-, 45-, 52-, 58-related 96.0
Persistent Infection 26 Months" 5941 41 5955 946 (94.6, 97.1)
HPV 31-, 33-, 45-, 52-, 58-related 96.7
Persistent Infection 212 Months? 5941 23 5955 657 (95.1, 97.9)
HPV 31-, 33-, 45-, 52-, 58-related ASC- 929
US HR-HPV Positive or Worse Pap® 5883 37 5882 506 '
. (90.2, 95.1)
Abnormality
HPV 31-, 33-, 45-, 52-, 58-related 97.7
Cervical Biopsy 6013 6 6014 253 (95.1, 99.0)
HPV 31-, 33-, 45-, 52-, 58-related 90.2
Cervical Definitive Therapy 6013 4 6014 41 |
s (75.0, 96.8)
Procedure

*szansTu PPE Usznaudhuiil Issunsiainduasy 3 1@u aneTu 19 lifinsdsavusnminannuuunsdnun uaslimelasude (PCR
negative uaz seronegative) HPV answusgiivinns@inun (anavug 31, 33, 45, 52 ua: 58) rouiiazldsuiaduiduusn wasdiidenad PCR
negative sioido HPV ansviugivinnsdnun lTuaudis 1 1o nasldsuiadudui 3 (Soui 7) doyaann Protocol 001
IN=tuwuitlesumsdu Tt Tunauitldsumsdaaduatnaton 1 18

n = uuidhsiunsdnundiinudiased

SNumber of cases= suugitldsunsiinenuoinaios 1 ass ndsannifoudt 7

M"L‘ﬁ'ﬁ"mm‘sﬁnmﬁvlﬁ%umiﬁmmmuﬁa 67 Woundelssuiaduwdui 3 (Auisuguvassusnainsiinaude 43 Woundelssuiaduwdui 3)
#laiwu cervical cancer, VIN2/3, vulvar uaz vaginal cancer Tunauiszanns PPE

Paudis VINL/2/3, VaIN1/2/3, condyloma

s Tavinana lwindnduiiounuagnesnifiusune (LEEP) wide conization

Spersistent infection fiwuTushasnsannsfinsuainusioiiiasetnaion 2 att ndeann 6 fou (Tsusviainsfineu +1) 2Persistent
infection #iwuTushetnsanmafiaanustisioilosotaion 3 A%t n&wN 6 1w (Breszpzvingwasmsiineu £1)

éPapanicolaou test

Cl=Confidence Interval

ASC-US=Atypical squamous cells of undetermined significance

HR=High Risk

msdnuismivauulsrdndninaosnisomda 9 TumstlosduunSemovosauun  uasuzsedswzuay
Amadugndunusiunisfiaida HPV

UszdnSanwasnsanda 9 sionzdimanasdiuun (Oropharyngeal Cancer) wazuzssdsuzuazarmodus (Head
and Neck Cancer) idulfunisoynuannids:dandnnussnnsanda uaznsonda 9 Tunnstlosriu persistent

ol o

infection uazseylsausnaefnanalazaniniidanmaanmssiaide HPV anoWusiiiaduasounau et
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AMsAnuvdszd@nsnainszuzun

Vo

A lgsuiadusiuiu 3 A uead ldsumsiaauduna 10-14 U udsan ldsusadun1sanda 9 wodnenu

e

LYY

Audaeedy  msmovausswadnfidudu  uamlszAndnmilunistlosdulsadiduiusiy HPV  anoviug

6/11/16/18/31/33/45/52/58

wuwamstlosriulsalungulszenng PPE fidhsaunisd@nunszuzenn Protocol 001 visnue lsiwu high-grade CIN
molu 13.6 T nasldsuiaduidui 3 (Fulsuguvessuznainsiamude 10.4 U) Twdnvdluazaniony 16-26

U e Suil ldsuiadu

Tums@nwnszuzenn Protocol 002 Tuuszanns PPE liwu high-grade intraepithelial neoplasia (CIN) 3o
genital warts maTu 11 ¥ nasldsuiaduidud 3 (Asdsugruvssszuznaimsiinaude 10.0 T) Tudnndlsony 9-
15 ¥ uazainTu 10.6 T nasldsuinduidnd 3 (Asfsugnuvasszuznaimafiaenude 9.9 ©) Twinwnuiifony 9-15
U Juitldsuiadunnsanda 9 Twdnndandinee samsiAngtnsalvssnsinidoszuzunimionnsil
Lﬁmﬁadﬁumuﬁusﬁlad HPV Juan 6 fou ddunnnisallusminamsdnen windu 52.4 uaz 54.6 sio 10,000

Au-T onuadu uazagne TughswessammaiAnatinmsalmuimensal i Tunauit lsdsuiaduiionywindu (sheda

AnWansfdnvlsrdndnmnassindunisanda 9 uazANsaaa)

U a o ty

AN TuNsnsuAdNAUYINSANES 9

3

MmsmavauavyaNAdaususon15a18a 9 au idoudi 1_lunsdnwivadin

msiaanuaansn Tunmsnssduniduswinldlesiaan (1) Sevazweuiinu antibodies Twdon sioido HPV ang
Wugivinnsdnw uaz (2) Geometric Mean Titer (GMT)

n1sa18a 9 narduliiAinnismouaussvag anti-HPV 6, anti-HPV 11, anti-HPV 16, anti-HPV 18, anti-
HPV 31, anti-HPV 33, anti-HPV 45, anti-HPV 52 uaz anti-HPV 58 Tauia au ifioui 7 Tunis@nwanng
nainTui ldsun1sanda 9 asawu antibodies Twidensiaido HPV viv 9 anuwiugiifoyTuindu o doud 7
vawmnnguiiinnseaey Wuduiugouar 99.2-100 a1 GMTs Twiinunedlauasdnansaeninluansony 16-26 T
uaz idnesasnh lwdnnaauazans euiiea 1Y én GMT fiwuTuanieny 27-45 U (Protocol 004) siusihnindinu
Tudnuedanazansony 16-26

Tasndnniswes immunogenicity bridging Uszdndanwassnisanda 9 Tuiinndsuazdnwuineny 9-15 1
anuIninInawINUNA Ifigulion i

05078 27 i uazu1AA77

UszAnBnmwsinnsanda 9 sensdnidessuzunniennis uazlsaiiduriusiuiadu HPV ansusiivinansdnu
Tuaniony 27-45 ¥ siuaguann non-inferiority GMTs nasldsuindunisanda 9 Tuansony 27-45 ¥ sy
Wnvedauazaniony 16-26 T uazmsuasslszansmnvarindunisand@a Tufinudlauazaniony 16-457  Tu
Protocol 004, n1sand@a 9 1inTWsmsn seroconversion wasiadu HPV v 9 wilafidunnningosa: 99 Tu
Winvedeuazandony 16-45 T  anti-HPV antibody GMTs e 1ieuii 7 wasaniony 27-45 ¥lidaslunin anti-
HPV antibody GMTs Tuifinnsdlauazanions 16 fs 26 U & wmsu HPV anwviug 16, 18, 31, 33, 45, 52, ua: 58

she GMT ratios 0.66 uaz 0.73 uaza1n post hoc analysis wes HPV anowus 6 uaz 11 wuinduluenuinauei

v
=1

non-inferiority &as GMT ratios 0.81 uaz 0.76 emuasiu wadwsinarilaivayuus:andawuainisonda 9 Tu

an3ony 27-45 1



v aa

M151491 3 | ANSIWFUUIABUNSODUANDIVNAAANAL (35 CLIA) szriinvaniony 27-451 uas

o

iinuslataransony 16-26 U Tudszannsnan PPI* i ldsusadunisnnda 9 siordo HPV anawiussineg

GMT ratio Aduviustiu
Uszenng Nt n* m,\%gm L NUENILAzANS DY
16-26 U (95% CI)*

Anti-HPV 6
an3ony 27-45 1 640 448 638.4 0.81 (0.73, 0.90)
Wnnelauazansony 16-26 U 570 421 787.8 1
Anti-HPV 11
amsony 27-45 1 640 448 453.5 0.76 (0.69, 0.83)
Wnneluazansoy 16-26 U 570 421 598.7 1
Anti-HPV 16
amsony 27-45 1 640 448 2147.5 0.70 (0.63, 0.77)1
Wnneluazansoy 16-26 U 570 436 3075.8 1
Anti-HPV 18
ansony 27-45 1 640 471 532.1 0.71 (0.64, 0.80)"
Wnuedauazaniony 16-26 U 570 421 744.5 1
Anti-HPV 31
an3ony 27-45 1 640 488 395.7 0.66 (0.60, 0.74)1
Wnnelauazansony 16-26 U 570 447 596.1 1
Anti-HPV 33
ansony 27-45 1 640 493 259.0 0.73 (0.67,0.80)1
Wnnelauazansony 16-26 U 570 457 354.5 1
Anti-HPV 45
an3ony 27-45 1 640 515 145.6 0.68 (0.60, 0.76) 1
WwnAvedanazaniony 16-26 U 570 470 214.9 1
Anti-HPV 52
amsony 27-45 1 640 496 244.7 0.71 (0.64,0.78)1
nuedauazaniony 16-26 U 570 456 346.5 1
Anti-HPV 58
amsony 27-45 1 640 478 296.4 0.69 (0.63, 0.76) "
WnuneNuazansony 16-26 U 570 451 428.0 1

*Uszannsnau PPl Usznoushudil ldsumsiataduasy 3 idu ameTunaiis:uly lifasidsavunatnanauwumsdne ua: Oulusnunaeiidimualy Tusswing
\ouil 6 uanioudl 7 uaz seronegative sia HPV muﬁus;'ﬁvhmsﬁnm (anwiug 6, 11, 16, 18, 31, 33, 45, 52, and 58) Aoudtarlesuiaduiduusn Fdayaan
Protocol 004.

twuitlesumsau g Tunduitldsunsietaduasiion 1 1@u

FHwnudidhsmmsAnuiiandiesed

SmMU=milli-Merck Units

p-value <0.001

#Ansuacfis non-inferiority dasddndAnaswas 95% Cl was GMT ratio snanii 0.50

cLIA=Competitive Luminex Immunoassay

Cl=Confidence Interval

GMT=Geometric Mean Titers

Howo18 27 T uasuinnil

falifinsd@nennisanda 9 Tuenweny 27 U wazunnnin Tuganweny 27 U nionnnnin Us:andawauesnsan
d8a 9 aiﬂvlﬁmﬂ (1) n'ls“mﬁﬁaﬁ‘u's:ﬁmSnww@ﬂmﬁﬂmﬁma:am%mq 16-45 U waz (2) Uszdndawuaz
Anuanunsa lumsnssdunfiduAuiiisuvinussnsanda uaznsanda 9 Tudiifioutiosnin 27 U uas (3) ANy
an&afimnuaansaTumsnssdunidusuia wdneuouasienseny 16- 45 7
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ATINAND Y DINATTADUAUNDINATANAUDDIAI5A 1A 9

ANMUAIRLURINSNOUAUBITBILEUAUDANAINA IFsUNsRaTAdunsanda 9 Asu 3 19 MeTu 1 T oyTuswing

v o

mMafnunfsanudasndy  anuaunsaTunsnssdunfidudu  uasUssAnawaTunantosusiaznan  deazldsunms
fimpnnagtion 10 U

Tudnuedauazdinenueny 9-15 U (Protocol 002) mnumseguasnsnouauasvadouiivad wuldenutos 10 U

dusgfuanuiusvas HPV Taowusena: 81 A 98 waslilil seropositive siordo HPV

Tudinuedauazaniony 16-26 U (Protocol 001) mnumsegwasnsnouauasvainoudvad wuldotaiey 5 U

P Vvl

duagfuanuviugvas HPV Tauwudouas 78 & 100 wouiid seropositive sioidie HPV Uszansdawsansot Tueii

#i seropositive siaido HPV lidazansviusloqunasuauduganmsdnun (auds 67 idoundsldsuinduidnd 3;
ANsuIUDDISEHzANNSHANNAD 43 1Hou)

A GMTs sioido HPV anuviug 6, 11, 16 ua: 18 wivuisuiludiawTudiilésu msanda waz nnsonda 9
agilen 3.51

nangIUAITNaUAKaIASITiAaY (Anamnestic response) #59 Immune Memory

nangrunsnavauansiiassnwu Tuansilldsunsaaindudeil seropositive sioido HPV anpWusiivinnsdnu
Aouldsuiadu amsinuiu 150 audlldsunismda 9 s uu 3 iduTunsdnun Protocol 001 uassiosnldsuns
nwdulas challenge dose (booster dose) wasanldsuinduuausnun 5 ¥ wuihdnmsnevausingeiiass
(Anamnestic response) wassdundduiuiisnaiEiuazaininen GMTs soide HPV anuwugivinnsdnun Tuzhs
i 1 Wounmundsldsuiaduidui 3

Msusnsn1sada 9 lusiiay lsuiadun1saida

a1n Protocol 006 dssnfiumnuanunan lunsnssduniiduiuvesnisoanda 9 Tuidanedauazans 921 au (a0
12-26 ©) ey ldsuindumsanda Aeufianthsumsdnu fiesldsuiadunisondansy 3 19u melu 1 9
inninsaar 99  dhuszpsivzainsiastninsandadudaarinouazansanda 9 Wuusn Ao Ustanas 12-36
IHou

msdAnwwuin seropositive sioido HPV anowug 6, 11, 16, 18, 31, 33, 45, 52 ua: 58 Tu per protocol
population ags:uinegoua: 98.3-100 au idouil 7 Tufitldsunsada 9 e GMTs slaide HPV anwviug 31,
33, 45, 52 uaz 58 sininTuniibiieslssunsmndalu Protocol 001, 002, 005, 007 uaz 009 i lsifinnsg
Usnudszdndnnwainisonda 9 Tunstlosdunsiindouazlsaifsidosduda HPV auviug 31, 33, 45, 52
uaz 58 Tugiimodnnnsan@aunnou

A1SHOUAUNYNATRUAUDIAI5018A O s unun153n 2 159u Tusliiiors 9-14

Protocol 010 dsiamsmovausswes HPV uweudivedisioide HPV 9 auiugndanienisonda 9 los
vihnsdnuneil: @nnelauaadnenoony 9-14 U ldsuindu 2 1y sumvin 6 1dou nio 12 ou (+/- 1 idow);
Wnneaony 9-14 U lgsuiadu 3 1du (7 0, 2, 6 1fow); uazaniony 16-26 U ldsuiadu 3 1 (7 0, 2, 6 1fou)
GMTs wasusiazido HPV 4 9 mﬂﬁus;"[u'i”ﬂsﬁuslmﬁﬂmﬁqLLa:LﬁﬂsmuﬁleT%”un'ﬁ“m'\ﬁa 9 2 9y (Vlsi'hﬁ 0, 6
ifou nda 0, 12 1ou) bildsennin GMTs Tuidinneieuazansons 16-26 U ii ldsunmsand@a 9 3 1du (7 0, 2, 6
ifou) lasnanAswes immunogenicity bridging Uszadndnmwasununisianisanda 9 2 u Tuifinnediuas
Wnesany 9-14 T ansnsnanausnuna ldigwdndu 1 ideundsanniduanisvasununsiai ldsu  97.9%
waz 100% woril ldsuiadurinuen wu seropositive wasuaudivedisioide HPV v 9 ansviugTuindu

Tumsdnwusisndu Tuifinuddsuandneneueny 9-14 7 A GMTs wasinduunsanaviug 4 1 idou anowda ladsuid
aavihovoununsia 2 1 shanTudnndeony 9-14 U ndsannldununsiia 3 1@u (wWu HPV anowug 18,
31, 45 uaz 52 munas 0, 6 1ou waz HPV anuviug 45 aands 0, 12 o) 4 vsunigafeanuAsdaas
AAHIA

ANMNANDLUDINTSMOUALDITRILIUAUDRsNTSANER 9 ssanuldilunar 3 Dlwdandsuandnenueny 9-14 1
ilgsuiadu 2 uszusving 6 16ou wse 12 1ou s 1ouil 36 GMTs Tuidinueduuandinenueny 9-14 Ui sy
fadu 2 [uszazving 6 1dou (+/-1 1ou) lilddosnin GMTs Tuansony 16-26 U i ldsunsanda 9 3 1
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e lifims@nufiszuznan TunsduAuwesnismda 9 snuunumsia 2 19y

AANUN A BAAUAANST

lifimnudntuTunsdnunaaauifivnandvlaumansdmsuindu

5. afouaTay
Asanada 9 WuiaduitddousTdTudnnednazansiiionysious 9 Dduly dmsunistiessiu cervical, vulvar,
vaginal, uaz anal cancers, uzi5anaviosdlruuu (oropharyngeal cancer) uazuziSedswzuazaimaduy (other
head and neck cancer); precancerous #3o dysplastic lesions; genital warts uaz persistent infection i
anunnann Human Papillomavirus (HPV)

ASeNaa 9 AdousTdiRenstiosdulsn dail
e Cervical, vulvar, vaginal,anal cancers, uzi3snaviosdruun (oropharyngeal cancer) wazuziss
Aswzuazanmoduy (other head and neck cancer) fiflanwnannide HPV anuwius 16, 18, 31, 33,
45, 52 uar 58
e Genital warts (condyloma acuminata ; naveuln) ffianmaanide HPV anoviug 6 uaz 11

uwaz persistent infections uaz precancerous wie dysplastic lesions #ifianmnannide HPV anuwug 6,

11,16, 18, 31, 33, 45, 52 ua: 58 sail

e Cervical intraepithelial neoplasia (CIN) grade 2/3 waz Cervical adenocarcinoma in situ (AIS)

e Cervical intraepithelial neoplasia (CIN) grade 1

e Vulvar intraepithelial neoplasia (VIN) grade 2 waz grade 3

e Vaginal intraepithelial neoplasia (ValN) grade 2 waz grade 3

e VIN grade 1 uaz ValN grade 1

¢ Anal intraepithelial neoplasia (AIN) grades 1, 2 waz 3
Ansonda 9 AdotsTdTudnvouasfunoidonysaus 9 Tduly dmsutlesdu unfivnnamin, unfurevesduuu
(oropharyngeal cancer) uazuzi5e@suzuazaimaduq (other head and neck cancer), stuzAouldunzifaning

wiln (anal precancerous) n3a dysplastic lesions; external genital lesions (s2ufl4uaafuzina genital
warts) waz persistent infections #ianmaannide HPV

Asanaa 9 ddousldiietlosdulsasugsdusioluil
e Anal cancer, uzifanavaudruuu (oropharyngeal cancer) wazuzi5edsusuazannadus (other head
and neck cancer) ﬁﬁmmslmmfﬁya HPV aawiug 16, 18, 31, 33, 45, 52 uaz 58
e Genital warts (condyloma acuminata ; nevsauln) Afamaanide HPV anoviug 6 uaz 11

war persistent infections warilosfiu precancerous n3oa dysplastic lesions ﬁﬁmme}mmsﬁya HPV &y
Wusg 6, 11, 16, 18, 31, 33, 45, 52 uas 58 sil:
e Anal intraepithelial neoplasia (AIN) grade 1, 2 uaz 3

6. BUALLArANSUSHUNSYN
6.1 vl

YUINYN

nmsenda 9 [aadndw 0.5 ua. Wuduiu 3 Ase sasio lUil

AsausA Twiudaauladaindu
ANNADY 2 ifou Huannfiamaausn
AT AN 6 \Fou tuanndamsausn

Tovv lduuainTwaasaduluidond 0, 2 uaz 6 auuwuAsia odrelsAen Tunsdnsvemaiin wuiuds ledsu

v
& A

Saduasu 3 1u moTuszoznan 1 U azfivszandanTunstiossu hsasnanld  wuaihdeasafiassvinsannada



usnagtion 1 o wardamsafianviannasaiiaosatwiloy 3 fon Mg ldsuiaduasu 3 1u AmeTuszazna 1
i

snvnadenuils Tuliifiony 9-14 U anunsaTwansanda 9 anumss Tasnsie 2 19 s iidui 2 ansTughs
2174 5 uar 13 ihau radsnndnusn wnndusiosdaduiiand Aou 5 ifounasannduusn AISRINTUNRALIDN
1 3 shylane

A’ gANseNda 9 enuduuaiiidurnenis

35n15U31NsUN

uush Taansanda 9 Whndu vsnaundilevnlna (deltoid) nioduunvesninanduniifesd s

Hudan1sada 9 i vaonidon lauifiauia 59 bifans@nennisusnis leonisdaau [dfiniiasone Tufidniis
FelinusinnsiiaTuuuusenan

6.2 msuamsnsanda 9 Tufiiay ldsusadunmsanaa

PRV r

uusaih Widansanda 9 19uii 1 TWdensanda 9 Tesumuununisia
falifins@nein1saida 9 Aununsiaiaduilosduide HPV uuvasuluun (interchangeability) Autadu
Yosrfuida HPV aifiadus

mnndudoslgnsmnda 9 uasanil lsun1sandansy 3 b mscudhainsegeion 12 o serienns

Issun1sen@ansu 3 1u AU MeBudanmsada 9 Tuy

druuainTuns ey

Twaaindulinuamuiiussant Wunaundovin Thideaansewdounvasley asldiaduluvurasniuusiinu

LNUANSAR

AsanwinKandusinouly MswnAoudauianuindy Weasnisuwiuasywasindu Waiane

naIswRAsAeLAY RnUinA1saN&a 9 Wuwoamial duMau msesIRddUAILeNSnAsIAauda WiAWUIN

Aunanlusznounsoddwdouly Tiiandnsaisienann

As [daaussaiadu 1 dose
Tdnszuendasuanduiiusnaannidegaiadu 0.5 ua.anwiaussaiadu nsuandnundoslifansiuys, a1sein

iolsm uaranswrdsednn egaiadusananuiaussaudl dosdiainduriud udiisunaussyiaduly

ms‘lcﬂuaamﬁmmussqinsﬂu (Prefilled Syringe)

Y

naondnunussaiadu (Prefilled Syringe) dwmsu BiRssasadenvintunazliasuua 8 Tulsuiaduunnnii 1 50
Twdainduldnuanaondauneuiiussann

7. doviula

Asanda 9 fddevhu IgTuiidusziauidliinaalunmsanda 9 nio msenda wis dulszneuiinan Tutadu

vl P a0 o v o a o = e Y ' Yo P~ o a
Wpsdonnsivsiniduannsuinaanniianisada 9 wia AMsmaa dnuan Tsimslesunsinnisanda 9 5n
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8. P59

Yo o

WudsAuiaduduq nsdeiadunsanda 9 oa liifuna iiAemstlosiulaTuli lsdsuinduvionun

faduil i ldianusrasdiiion1ssnunsiolsa active external genital lesions; cervical, vulvar, vaginal, anal
cancers, uzdimaviouduun (oropharyngeal cancer) uwazuzZedswruazaimodus (other head and neck
cancer); CIN, VIN, ValN w3a AIN

Jaduil lildtosrulsrsuilosannide HPV ansviusgii liog Tutadu

wuisnAuianduiloanduy dosfinismsounsounnisunndiane lunsaliinnisunatnesunss (@anaphylactic
reaction) mgnasnsiiaingu
omalluanonaiAnduldmendinsiaindulay Aaulasianzlutvguuammiuan onnsifuandsuasainTw
wamaunduAaaduldmendsmsiaiadu HPV daiu iil ldsuiadu asldsunmsdunseinssingsiaUszunn 15
w1t ndsldsuiadunisanda 9

a Y

mssnaulainazudmsrioidounsiaiadusan luTudiidauit lovsed 95y # duetiumnusuusivasonmsua:

v o

awemsiAn Tuliifl ldsuasinsdaderivnasumsTaduunbisuuss ldlsdudewuTlunmsiaiadu

LYY LYY

§idTaym Tunismevauswnnidudu liiuAnannns ldsusnagidudunioiinanuaiugnssy wie Msia

1o HIV vaaannanmndu onavin Tsssunfidufugedu ldunnuingiidszuunfiduduund /979 9. UgAasuwio

a

= o o ]

Ao, 9.3 nshiswavaidysosaias 14. as I lusvidpdduniuunnsadl

v H

v

AssuiaseisTunisdataduidTudifinundadeadnsedvym Tus:uvudediveadon 1lesanenafinaine
idomoanmundasmsiesidnndu lugiianzeanan

o

9. UgAasusionduwagun

9.1 mslisruduinBusindi

nnmsAnsveeainnuiaiunsalwasanda 9 (lasnmsdnauazuaina) sHudu Menactra [Meningococcal
(Groups A, C, Y and W-135) Polysaccharide Diphtheria Toxoid Conjugate Vaccine], Adacel [Tetanus
Toxoid, Reduced Diphtheria Toxoid and Acellular Pertussis Vaccine Adsorbed (Tdap)], uaz Repevax
[Diphtheria, Tetanus, Pertussis (acellular, component) uas Poliomyelitis (inactivated) Vaccine,

(adsorbed, reduced antigen(s) content)] (dTap-IPV)
9.2 nﬁs‘[ﬁéauﬁuaasﬁuuﬂuﬁmﬁm
Tuans 7,269 au (o18 16-26 T an Protocols 001 uaz 002) $owaz 60.2 finsldsesluuauriiasznitnis

LYY

IssutnduTuns@nuvneeain wuihmsldsesluuanduia hifinasemsnouausiniduiuvoinsannda 9

9.3  asTisuduadusous
mMasnenonsnanfidudu s nsatused nnsTW antimetabolite, alkylating agents, cytotoxic drugs uas

rast Inaldiusons (Twulauniiasnit physiologic doses) a1aann1snovaussnanfidufiusioindu /a22s 14

5 letiadu lusiidpdasunisunwsod]
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10. ama3iimssa

AM5HA55A

msdnun Tunyusmwendy

fins@nudenisduius Tungusmiwadisfiaunasnvuszaann 240 win waswunauildluau (Jadnsu/Alansu) uaz
linundngufsnmsirsaiusvamyusnnadoiidaundvio lusunusognseuluriossuiilasnainmsada 9
msdnun TunyusniioUsafiunavesnisanda 9 sonmsmunvaiiisou-gnsouluios nMiziounsendmsiuy
linwunadhadsesionswanviug nsiasyiug nseaios Nsangn MsTuugn Memunvassiigou andoulu
oundo Azraulazndminuy  LiwuiaduiduiAndasriunisiia fetal malformations waa teratogenesis
uonanil liwuinid developmental signs wafinssu anssnnmwasnsAUWLE nionTRsuWusvasgnnaIui
Wunadpidasdunsiiady n1snna@a 9 AsssiuAdduvnuawizsio HPV anuviug 6, 11, 16, 18, 31, 33, 45,
52 uaz 58 Tuuwﬁmmmaaaﬁﬁaﬁmmwﬁq:nﬂmiﬁm’iﬂsﬁmﬁ”\ﬂﬁmﬁ’m'sumf’im%\m%ammum’%@ Afishuvusio

HPV it 9 anuviussianan anunsnassinusie lgsgnnauTuszninsiaies uassswinans Tuu

As@nuvnenain Tusyue

e lifimsdnuiiisanauazmunuiis luanssasesd

ﬁazgamnam%ﬁqmsﬁmﬂﬂh 1,000 Auiildsuiadunisaida 9 annANSANEININARTAKAZSIBIIUATYNAIANS
Nnhgvongmnann vlsi"lﬁuamﬁmﬁuﬁammL?{mﬁtﬁuﬁuﬁmﬁmmmﬂiﬂ%uﬁiam’mﬁmﬂﬂﬁimUmLﬁmﬁ'@ummaz
mswiiyssifieldsunsanda 9 sninisdunssd laungduiidinssAiusing TuanaidenssAudn au nani sy
Sadu neamiassd lusminemafieeny lunnsdnuveeain saiu snuuinsasTunsinssie Ssamsnanidoens
ASANAA 9 S:MINANSNASTA ANSTANAIRLAIATIANT D INIUKN LT RzAIATS A Ui IsunsiaTaduas sy
Auusih Tingandoldounnunms Tinduauninnssiassdasagadu

Tumsdnwveeailn ansnneudesldsunisnnaldoanionisasadaanmedeunmsiinssinoulinisanda 9
mneamanuiiiessAfsunsiainduasu 3 asi uunihTiedainduiinde inouaunasaunsudrFiasie

SaTAIUYoINITRIATIATIARD USRI NAITAnEILAtARNATRAUAR Fanu1ofe HATINDDIRIUIUANTUIIAN
s53RTNR MnsnTuszunuvaensEeRssAdudin uazANURASISAEA HUAINNATINTINANSEIATIAINNAT
uuKa (sarfunisrganisienssddisanuaiasa) Ao foua: 12.9 (174/1,353) Tuansiildsuindunisan
8a 9 uazdoua: 14.4 (187/1,303 ) Tuansii ldsuiadunismnda samdruvesnatnudssiiduns ldindoudud

wuTuansfinsssiilu

Wevhnsliansimsansoase W asmsusafiunauiilAnnssenssiainTu 30 funseninnin 30 u ndsdaiadu
ANSeNAa 9 nio Msanda wuhnauiissaTadnioTu 30 fu nasdatadu linuanuinsusiriie Tuansi a5y
fadunsand@a 9 nio ANsANAa Tuvnsiinauiishassdnisnas 30 fu wuanuRnsusiA e 30 uaz 24 519
Tuansiilssuindunisnnda 9 nio Asanda suasy silnvesanuinsusAuiainu (laslidlsdanai
damssAogsninmsdaiadunioll) milouduTuansdiasssivihly

FIPNUAYUAINTILNYLIDNFNAR

AsANENANSUANSINATSARAon 6 Duoin1sanda 9 fansrianue 185 au 7 lssun1saida 9 lavlilddala
aoTu 1 16ou Aousaudszdnfiounanda (Last menstrual period (LMP)) w30 au nanTag szinedeass lawi
180 aulssunmsfineusio dandsanndn nsufinssaasadlaosala (n=1), nsdpsssuanungn (n=0) uaznaui
arymsannsiinea (n=110) san, fanddsasssd 69 audinsiunadng anud lumswiiyssuazanuiaunélag
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=

mtﬁmﬁimm WA 4.3% vasanisanssd (3/69) uar 4.5% waawnsausalAaiidia (3/67) anuaidu ANuavad
wansusafinlulsznnsiifineuimnaiasandossuanuanuguivsanaly

Foyanadws iissasduesansiinssAdnsunisanda gnauaddua esannuszaunisal lirsUs=asdng
pondnannuainIsaNda aunsn [9lgrunsanda 9 ilosnniaduivassfidulsznoumilourduuazi Tussiu HPV
L1 Mimflowru 4 anowug

AsAnENAMsSUARSHIAssAnaDn 5 Toainisanda Jansidnsiniane 2,942 au i ldsun1sanaa TanlilessTa
auTu 1 1fou Aousoudszdfouaran nio an nanlng szninesivassd laoit 2,566 auldsunisfineusio da
nandn Asadnssivassdlaosala (n=107), nssepssAuanungn (n=5) uaznauiigaunisannnisinanu
(n=814) a29n, ﬁam%éfaﬂﬁﬂ“tmo ﬂuﬁmswuwaé”ws”mmf“is[um‘mﬁmmua:mmﬁmﬂﬂmmﬂﬁmﬁmﬁimm WinAu
6.8% wovanseemssd (111/1,640) waz 2.4% woanisausndaniddin (37/1,527) aua 6y Auavodnanis
UsaiiuTuvszannsitfiaeumanilaenndosfuanuaiuguivszana |y

Tu 2 nsdnsAurdsnmsimiinusneengnannvainisanda (1 msdnudfiunislulsavaansgomsni uazdn
1 ns@nwisdfiunisiusavannvylsunaumile) nissuassAludit ldsunisanda a1olu 1 1ounausou
Usrdudouaran nio ar na1laq szndnedenssd gninudsafiudounds angrudoeyanisdnun Tudsume
ansgosn fanssansad 2,678 auiignusafiuinBunnsdenssd hirsUszasd Tuussanausenssdi ldsunmsonda
(n = 1,740) nadwsAns1uwuin mmﬁimw‘szmmmaqm‘suﬁqumsﬁvlﬁ‘i’umsﬁuﬁuvlziLﬁu 8% ANNAVDIANMY
ﬁmiuﬁiﬁ'uﬁmﬁﬁ'\ﬁsyﬁa 3.6% wasmnsnilAnuniidia (24/665) ANAANSANEIAMTARNNAITIIATIA UUSANARAL
ylsUnoumile MsnusniAaiifidia 499 auiignusaiuideuiaundlosruiiafisuuss annvis 2 nsdnw woin
muAvssnadnsiignusaiiu ianusauusih Idhenudsaiuduannnisiaiadunisanda mulu 1 1Gounou
soudszanidouaan nio o nanlag stninssunsssd

v

wiu g lifinangruannsdnuniiuans iiuin nsenda 9 finansmusionisadaiug, nsaiassAnsonnsn

11. aendTiunuyns

fadunsanda 9 onalildsvinaTvunyns

e ivunidanaulsnevverindunionddumuiiiaduaunsnstuesnunvnaiuuinse e li

o

anafidony 16-26 U visnum 92 au AdTWunyaseninsldsuiadunisaida 9 Tunsdnwveeain Tu
msdnuil Iaduaunsanszdugiduduldneq du minwssuivus:ninansTiunuesuazandi i ldTwuayns
uonaniu snsamaiaanzlifissasd Tuansi wunysnsiisuwnduanivi lu Tudszennsi ldsunmsusaiuanu
Uasasulausiu Vlm'wu'ﬂmmmm‘svlsiv’ﬁw's:mﬂ“ﬁ%wULL‘NﬁLﬁmmm‘fﬂ%u‘[umsﬂﬁvlﬁ%uuumﬂm‘smﬁar,ui‘szmwm's

o

Aaindu

12. ns T 3adu Tuidn

f4 ldnsUszfiuanulasssuuasUs:Ansmuwuainsanda 9 Tudnonwiesnin 9 U

13. mslataduTugasony

fe dnsUsafiuanudaseduuasUs:Ansmwuainmsanda 9 Tugiifionydaus 65 Uduly

14. mslaiadu lugidniduduunnwsos

o b

LYY Y aaa ]

Tugifindduruunwsos dinsnovaussvasniidudusotndunsanda 9 lidiud /91299 9. UgAsywionuvog
21, 9.3 mshisarvaisvsoss]
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15. 91A15 biiaUszase
15.1 dszaunisaiannnsfnunenain
Uszaunisaiannnisdnunuadinaadnismida 9 az nNsadannnou

Aasdnunemditia 7 alsdnwn (Protocol 001, 002, 003, 005, 006, 007, 009) fymuUasaduwaynl1snn
aa 9 Tuonanaiims 15,776 51w iladsuni1snnda 9 aguilon 1 1y warldsunsfinauminudasasdy Protocol
001 waz 009 fonaaiassituin 7,378 s1u deldsuntsandasdvilos 1 1Gu wazldsunisfinmuminulasasdy
TooTwiadu o Suiidhsinlasenisuandusio W Ikgaumdannduusnlszanas 2 uas 6 ifou Anulasnduann
s ldsuiaduldsunsdsaiules TdTususanunanisldsuiadu (Vaccination report card : VRC) Hlunan 14
Ju ndinadanisanda 9 io NNsAAA

ananaimaf lsun1snsiadsadules Ty VRC gananduiiinuedauazansony 16-26 U 3 uiuw 9,102 51 10u
Wnensuasanoiifions 16-26 U dhuiu 1,394 au uandfinudsuandinensony 9-15 ¥ fuau 5,280 578 (Gnneds
3,481 51w wax ineny 1,799 91w) fldsun1sanda 9 o SuwdnsHulasens; wanfisudungufinvelauazansong
16-26 T Swau 7,078 51w uandinnalony 9-15 U duau 300 51 7 ldsunisanda o wdhsulesems

finsusafiuaudasaduTunimeasweraiindnnilaniaveass Taufiansony 27-45 ¥ suiu 640 5w uaz
Wnuedanazansony 16-26 U S uau 570 swldsunisanda 9 wuindoyamnuvasadowainisaida 9 Tu

onanasinsvia 2 nau liuansinedu
mm‘s"la.iﬁaﬂ'izmn"'maqswua'j’mwaqs'wmm;azﬂﬁ“%mu%nmﬁﬁm‘(umsﬁnu’mwnﬁﬁnmaqms’mﬂ
d8a 9

915 hifsUsrasdanniaduiinuainatessosa: 1 Tulitldsuiadulinaudunismnda 9 nie msanda lduans
Tuenswil 4 uaz 5 fdwutios (MSAN&a 9 = 0.1% vs nsanda <0.1%) ﬁﬁawumml.ﬁmmnmm’i"l;iﬁq
Uszasdndeann ldsuiaduliinaniuviinln mnulasadusninimsanda 9 wie nsanda aduadsduluans
Wy nAredauazifinaNy

aaa =

a5 4 UAASEUShatidnuazannns invlssasduasssuuatisizaassenaiidinanniaduing
25ouar 1 Tulid ldsuiadunisanda 9 annnnsdnueaailnisnun*

Wi ldsuiadun
01Ans luiiisdseaed ysein 9-261
Asanda 9 (N=15,776)
%

UAASENUEAUTAR (Masdatiadu 1-5 Tu)

that 83.2

e 36.1
SoUUAUANAUARAT 30.8

Ah 4.0

wWneh 1.6

915 Lidsdsrandaoes:uuuzaaes ey (Mdsdaindu 1-15 §u)
hadsue 13.2

ey 6.1

pauld 3.2

FIRN 2.3

daua 1.9

*dfayaann Protocols 001,002, 003, 005, 006, 007, 009
TDesignates a solicited adverse reaction
N=duugldsumsaneuisosanutasnsondainiaindu
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m15 7 5 UAASUsnaidnuazannns invlssassuasssuuaiuizaassuneilananniaduing 2
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Jovar 1 Tudid ldsutadunisanda 9 Wisudu ANSANEa 7 2 Ms@nunenain®

215 lisd sz ando1y 16-26 U winvsiaoy 9-151
ANsaNaa 9 ANsANaa ANsaNda 9 ANSENAA
(N=7071) (N=7078) (N=299) (N=300)
% % % %
UAASuUAnNAAR (dsdadadu 1-5 §u)
that 89.9 83.5 89.3 88.3
vt 40.0 28.8 47.8 36.0
souuANUANMUTIdRT 34.0 25.6 34.1 29.3
A 5.5 4.0 4.0 2.7
ki 1.9 1.9 E E
Aouiilo 1.3 0.6 * *
\domaon 1.0 0.7 1.0 2.0
Aoldon 0.9 0.6 3.7 4.7
sou 0.8 0.5 0.7 1.7
dadoudaduln 0.8 0.2 2.0 1.0
Reaction 0.6 0.6 0.3 1.0
271715 LiRslsasdanes:uuaiuzuassuniy (nasdaiadu 1-15 $u)
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Jnmonoy 1.0 0.6 2.7 0.7
haviosdInun 0.7 0.8 1.7 1.3
fondorivnusiumeladuun 0.1 0.1 0.3 1.0

*ffayaaniann Protocol 001 uaz dayalfinueleann Protocol 009.

Tonms lifsUszaeAiidmdon
Flinumsnunswadwdedouiiovsnaiia Tuidanes
N=dwulsuiadu

215 LiRslsrasdunes:uuiuzunIsumMuignAnidoniaal fAsuusnavidaainu Tunsdnuvng

Aafinwasn1sA3a 9

nNMsAnEeealn gaumaiitazenmsiie vin wazsesuasUsnMide gadadonTumsiinenuunai 5 5u Tu
VRC-aided surveillance nasannsiannsanda 9 usandu  aviimsaliazanugunsivesons bifslssase
vassuvoitrwasunuiigndadenduinnisTu 5 Ju ndinsianisonda 9 udazass lduansTusnseit 6
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UaAsunuanaiaa lnodsaiundianninitaduuosnisd@numunainiaiun® (nasdatasu 1-5 Su)

215 lainda B -
Useaerwoq wefinii 1 vl 2 vl 3 dulon &
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oIS WA % % % N:13’676
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> 37.8 °C (100.0 °F) < 38.9 °C
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=2 39.9 °C (103.8 °F) < 40.9 °C
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UHAzEN o o o o 1inTon A
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*ffayiaann Protocols 001, 002, 003, 005, 006, 007, 009
TszsiumMuTUUSITRIOINISNINLARToLINUS DALTIRA TR AN ALUIA (I12); Toe = 0 to <1; Uhuna = >1 to <2; guuss = >2.
N=d g ldsumsanmuisosanutasnsis
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Fuavlesunsieanisnnda 3 1Ou
Uszuneuw 12-36

IHou

FrunaTnimsiansadadugavinedunsnnda 9 iWduusnvinedu
Hildsunsanda 9 wioindei ltilusmasn watldsumsusuiiumnutasasdoshe

VRC-aided surveillance Hunan 14 fu ndnndausanduvainisanda 9 wisiinfoi dillusmaon i
lssunmsanaa 9 Fuau 608 7w ua: iindeii ldifusrasn 305 T il ldsunnsand@a 9 Suauiley (Sovas
0.5) ingasuilosannonnishifisszasd  o1nng bidudszasdiAnduiaduTudii ldsunsanda 9 fiwuatailoy
fovar 1.0 uazwutsun g lssuihindeilusmasn uansuadians il 7 anudasadslaumwsumiiousuTus
ldgsunsiianmsanda 9 vivias Idsunsandaualies ldsuindutlosdu HPV
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ANsaNda 9 dndollusnaon
271015 LlWadssaed (N=608) (N=305)
% %

UAASuUANAAR (Mdsdaiadu 1-5 §u)

thal 90.3 38.0
vt 49.0 5.9
Auunausnauiisa’ 42.3 8.5
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\domoon 4.8 2.3
Reaction 1.3 0.3
Durowilo 1.2 0.7
271015 islssavdanes:uuaiurassuniy (nasdaiadu 1-15 $u)

Undse 19.6 18.0
e 5.1 1.6
pduld 3.9 2.0
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lonialna 1.2 1.0

*fayavain1sada 9 uazuasnann Protocol 006.

Tonms liRsUszaediidodon
N=dwulssuiadu
Usraunisalnmsnaasauaailnaains I9n1sanaa 9 sauduiaduasilndue
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wuamsunUsnaidainduiieTwnsanda 9 swAuiadullosdumsiiy  vieuin  lonsu  (acellular,
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IPV) n3a Tetanus Toxoid, Reduced Diphtheria Toxoid waz Acellular Pertussis Vaccine Adsorbed
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Vaccine wasuiinurunaui bildldindusmdu  dulnajvesenmsuinuinaidedildsunsnulumsTeiadu
AL danuguusafosfsunang

15.2 shgeungradinsInviinggiaangnann
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felianunsaUsafiuanuiivasonnis bifsUszasd wioanuduriusiunns esuiadu ldoinaindodo

amuvasasislasnwsnvsinisanda 9 uaznsandanduadaiu Uszauﬂﬁim“'l;iﬁqﬂszaqﬂ“ﬂﬁqaaﬂammmmaq
snnsandaaunsa [WldAuaisanda 9 lesaniaduiivassdidiuvsznoumilouduuaziilusdiu HPV L1 i
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anda 9 ledsuewisivaduussio lui
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LPI-v503-1-112023
PRODUCT CIRCULAR RCN000026471-TH, RCN000026526-

TH

GARDASIL 9
[Human Papillomavirus 9-valent Vaccine, Recombinant]
[Suspension for Injection]

I. THERAPEUTIC CLASS
GARDASIL 9 is a recombinant vaccine that protects against 9 genotypes of Human Papillomavirus
(HPV).

Il. NAME AND STRENGTH OF ACTIVE INGREDIENT(S)
GARDASIL9 is a sterile preparation for intramuscular administration. Each 0.5-mL dose contains
approximately 30 mcg of HPV 6 L1 protein, 40 mcg of HPV 11 L1 protein, 60 mcg of HPV 16 L1 protein,
40 mcg of HPV 18 L1 protein, 20 mcg of HPV 31 L1 protein, 20 mcg of HPV 33 L1 protein, 20 mcg of
HPV 45 L1 protein, 20 mcg of HPV 52 L1 protein, and 20 mcg of HPV 58 L1 protein.

I1l. PRODUCT DESCRIPTION
GARDASIL 9 is a suspension for intramuscular administration available in 0.5-mL single-dose vials and

prefilled syringes.

Prior to agitation, GARDASIL 9 may appear as a clear liquid with a white precipitate. After thorough
agitation, GARDASIL 9 is a white, cloudy liquid.

IV. PHARMACODYNAMIC/PHARMACOKINETICS
PHARMACODYNAMIC PROPERTIES

Pharmacotherapeutic group: Viral Vaccine
ATC code: JO7TBMO03

Mechanism of Action

HPV only infects human beings. Animal studies with analogous animal papillomaviruses suggest that
the efficacy of L1 VLP vaccines may involve the development of humoral immune responses. Human
beings develop a humoral immune response to the vaccine, although the exact mechanism of protection

is unknown.

CLINICAL STUDIES
GARDASILY includes the same four HPV types contained in GARDASIL (HPV 6, 11, 16, 18) and five
additional HPV types (31, 33, 45, 52, and 58). In clinical studies conducted in girls and women,



GARDASIL reduced the incidence of CIN (any grade including CIN 2/3): AlS; genital warts; VIN 2/3; and
ValN 2/3 related to vaccine HPV types 6, 11, 16, or 18.
Clinical Trials for GARDASIL 9

Efficacy and/or immunogenicity of the 3-dose regimen of GARDASIL 9 were assessed in nine clinical
studies. Clinical studies evaluating the efficacy of GARDASIL 9 against placebo were not acceptable
because HPV vaccination represents the standard of care for protection against HPV infection and
disease in many countries. Therefore, the pivotal clinical study (Protocol 001) evaluated the efficacy of
GARDASIL9 to prevent HPV-related cervical, vulvar, and vaginal disease using GARDASIL as a

comparator.

Efficacy against HPV Types 6, 11, 16, and 18 was primarily assessed using a bridging strategy that
demonstrates comparable immunogenicity (as measured by Geometric Mean Titers [GMT]) of
GARDASIL 9 compared with GARDASIL (Protocols 001, 009 and 020).

In the pivotal study Protocol 001 evaluated efficacy and immunogenicity of GARDASIL 9 to prevent
infection and disease caused by HPV Types 6, 11, 16, 18, 31, 33, 45, 52 and 58 in 16- through 26-year-
old girls and women (N=14,204: 7,099 receiving GARDASIL 9; 7,105 receiving GARDASIL).

Protocol 002 evaluated immunogenicity of GARDASIL 9 in girls and boys 9 through 15 years of age and
women 16 through 26 years of age (N=3,066: 1,932 girls; 666 boys; and 468 women receiving
GARDASIL 9).

Protocol 003 evaluated immunogenicity of GARDASIL 9 in boys and men 16 through 26 years of age
and in girls and women 16 through 26 years of age (N=2,515: 1,103 Heterosexual Men [HM]; 313 Men
Who Have Sex with Men [MSM]; and 1,099 women receiving GARDASIL 9).

Protocol 005 and 007 evaluated GARDASIL 9 concomitantly administered with vaccines recommended
routinely in girls and boys 11 through 15 years of age (N=2,295).

Protocol 006 evaluated administration of GARDASIL 9 to girls and women 12 through 26 years of age
previously vaccinated with GARDASIL vaccine (N=921; 615 receiving GARDASIL 9 and 306 receiving

placebo).

Protocol 009 evaluated immunogenicity of GARDASIL 9 in girls 9 through 15 years of age (N=600; 300
receiving GARDASIL 9 and 300 receiving GARDASIL).

Two additional immunological bridging studies were conducted. Protocol 020 evaluated immunogenicity
of GARDASIL 9 compared to GARDASIL in boys and men 16 through 26 years of age (N=500: 249
receiving GARDASIL 9 and 251 receiving GARDASIL). Protocol 004 evaluated immunogenicity of

2



GARDASIL 9 in girls and women 16 through 26 years of age compared to women 27 through 45 years
of age (N=1,210: 640 women 27 through 45 years and 570 girls and women 16 through 26 years).

One clinical trial (Protocol 010) assessed the 2-dose regimen of GARDASIL 9. Protocol 010 evaluated
the immunogenicity of 2 doses of GARDASIL 9 in girls and boys 9 through 14 years of age and 3 doses
of GARDASIL 9 in girls 9 through 14 years of age and girls and women 16 through 26 years of age
(N=1,516; 751 girls; 451 boys and 314 women). The mean age for the girls and boys 9 through 14 years

of age was 11.5 years; the mean age for girls and women 16 through 26 years of age was 21.0 years.

The decision to vaccinate an individual should take into account the risk for previous HPV exposure

and potential benefit from vaccination.

Studies Supporting the Efficacy of GARDASIL 9 Against HPV Types 6, 11, 16, 18

Comparison of GARDASIL 9 with GARDASIL immunogenicity with respect to HPV types 6, 11, 16, and
18 were conducted in a population of 16- through 26-year-old women from Protocol 001, 9- through
15-year-old girls from Protocol 009 and 16- through 26-year-old boys and men from Protocol 020. The
primary analyses were conducted in the per-protocol immunogenicity population which included
subjects who received all 3 vaccinations within pre-defined day ranges, met pre-defined criteria for the
interval between the Month 6 and Month 7 visit, did not have major deviations from the study protocol,
and were naive [PCR negative (in girls and women 16 through 26 years of age; Protocol 001) and
seronegative (Protocols 001, 009 and 020) prior to dose one] to the relevant HPV type(s) and who
remained PCR-negative (in girls and women 16 through 26 years of age; Protocol 001) to the relevant
HPV type(s) through Month 7.

A statistical analysis of non-inferiority was performed based on Month 7 cLIA anti-HPV 6, anti-HPV 11,
anti-HPV 16, and anti-HPV 18 GMTs between individuals administered GARDASIL9 and individuals
administered GARDASIL. Immune responses, measured by GMT, for GARDASIL 9 were non-inferior to
immune responses for GARDASIL (Table 1). Therefore, efficacy for GARDASIL 9 against persistent
infection and disease related to HPV Types 6, 11, 16, or 18 can be inferred to be comparable to that of
GARDASIL.

Table 1: Comparison of Immune Responses (Based on cLIA) Between GARDASIL 9 and
GARDASIL for HPV Types 6, 11, 16, and 18 in the Per Protocol Immunogenicity (PPI)* Population
of 9- Through 26-Year-0ld Girls and Women and 16- through 26-Year-Old Boys and Men



GARDASIL 9/

GARDASIL 9 GARDASIL
GARDASIL
POPULATION i GMT . GMT
NT % Seropositive NT % Seropositive GMT
(n) 95% CI) (95% CI) (n®) (95% CI) (95% ClI) Rati (95% CI) #
n n atio
’ mMU $/mL ’ mMU$/mL
Anti-HPV 6
1679.4 1565.9
9- through 15- 300 100 300 100 (0.93,
Id girl (273) (98.7, 100) (15189, (261) (98.6, 100) (1412.2, LO7 1.23)
ear-o irls T, .6, .
Y & 1856.9) 1736.3)
16- through
893.1 875.2
26-year-old 6792 99.8 6795 99.8 (0.99,
irls and (3993) (99.6, 99.9) (6717, (3975) (99.7, 99.9) (854.2, 102 1.06)1
irls an .6, 99. 7, 99. .
& 915.1) 896.8)
women
16- through 758.3 618.4
249 98.2 251 98.7 (1.04,
26-year-old (665.9, (554.0, 1.23
(228) (95.6, 99.5) (226) (96.2, 99.7) 1.45)1
boys and men 863.4) 690.3)
Anti-HPV 11
1315.6 14173
9- through 15- 300 100 300 100 (0.80,
Id girl (273) (98.7, 100) (118338, (261) (98.6, 100) (1274.2, 0.93 1.08)
ear-o Iris Ay .0, .
Y & 1462.0) 1576.5)
16- through
666.3 830.0
26-year-old 6792 100 6795 99.9 (0.77,
irls and (3995) (99.9, 100) (649, (3982) (99.8, 100) (8092, 080 0.83)1
Iris an .9, .0, .
& 683.4) 851.4)
women
16- through 681.7 769.1
249 100 251 100 (0.76,
26-year-old (608.9, (683.5, 0.89
(228) (98.4, 100) (226) (98.4, 100) 1.04)9
boys and men 763.4) 865.3)
Anti-HPV 16
6739.5 6887.4
9- through 15- 300 100 300 100 (0.85,
Id girl (276) (98.7, 100) (61345, (270) (98.6, 100) (62208, 097 1.11)9
ear-o Iris Ay .0, .
Y & 7404.1) 7625.5)
16- through
31311 3156.6
26-year-old 6792 100 6795 100 (0.96,
irls and (4032) (99.9, 100) (3057.1, (4062) (99.8, 100) (3082.3, 0.99 1.03) "1
irls an .9, .8, .
& 3206.9) 3232.7)
women
16- through 3924.1 3787.9
249 100 251 100 (0.89,
26-year-old (3513.8, (3378.4, 1.04
(234) (98.4, 100) (237) (98.5, 100) 1.21)9
boys and men 4382.3) 4247.0)
Anti-HPV 18
1956.6 1795.6
9- through 15- 300 100 300 100 (0.91,
Id girl (276) (98.7, 100) (17373, (269) (98.6, 100) (1567.2, 108 1.29)"
ear-o Iris Ay .0, .
Y & 2203.7) 2057.3)
16- through
804.6 678.7
26-year-old 6792 99.8 6795 99.7 (1.14,
irls and (4539) (99.7, 99.9) (782.7, (4541) (99.5, 99.8) (6602, 1.19 1.23)1
irls an 7, 99. .5, 99. .
& 827.1) 697.7)
women
16- through 884.3 790.9
249 99.6 251 99.6 (0.91,
26-year-old (766.4, (683.0, 1.12
(234) (97.6, 100) (236) (97.7, 100) 1.37)1
boys and men 1020.4) 915.7)




*The PPI population consisted of individuals who received all 3 vaccinations within pre-defined day ranges, did not have major
deviations from the study protocol, met predefined criteria for the interval between the Month 6 and Month 7 visit, were naive
(PCR negative [among 16- through 26-year-old girls and women] and seronegative) to the relevant HPV type(s) (types 6, 11, 16,
and 18) prior to dose 1 and among 16- through 26-year old girls and women, were PCR negative to the relevant HPV type(s)
through 1 month Postdose 3 (Month 7). The data for 16- through 26- year-old girls and women are from Protocol 001, and the
data for 9- through 15-year-old girls are from Protocol 009. The data for 16- through 26-year-old boys and men are from Protocol
020.

TN=Number of individuals randomized to the respective vaccination group who received at least 1 injection

*Number of individuals contributing to the analysis

SmMU=milli-Merck units

Tp-value <0.001

# Demonstration of non-inferiority required that the lower bound of the 95% CI of the GMT ratio be greater than 0.67
Cl=Confidence Interval

GMT=Geometric Mean Titers

cLIA= Competitive Luminex Immunoassay

Studies Supporting Efficacy of GARDASIL 9 Against HPV Types 31, 33, 45, 52, and 58

The efficacy of GARDASIL 9 in 16- through 26-year-old women was assessed in an active comparator-
controlled, double-blind, randomized clinical study (Protocol 001) that included a total of 14,204 women
(GARDASIL9 = 7,099; GARDASIL = 7,105), who were enrolled and vaccinated without pre-screening
for the presence of HPV infection. Subjects were followed up to 67 months postdose 3, with a median

duration of 43 months.

The primary efficacy is based on evaluation of a composite clinical endpoint of HPV 31-, 33-, 45-, 52-,
and 58- related cervical cancer, vulvar cancer, vaginal cancer, CIN 2/3 or AlS, VIN 2/3, and ValN 2/3.
The efficacy is further supported by evaluation of HPV 31-, 33-, 45-, 52-, and 58-related cervical, vulvar,
and vaginal disease of any grade, and persistent infection. In addition, the study also evaluated the
impact of GARDASIL9 on the rates of HPV 31-, 33-, 45-, 52-, and 58- related abnormal Pap tests,

cervical and external genital procedures (i.e., biopsies) and cervical definitive therapy procedures.

Efficacy was evaluated in the PPE population of 16- through 26-year-old women, who were naive to
the relevant HPV type(s) prior to dose one and through Month 7. Efficacy was measured starting after
the Month 7 visit. GARDASIL 9 was efficacious in preventing HPV 31-, 33-, 45-, 52-, and 58- related
persistent infection and disease (Table 2). GARDASIL 9 also reduced the incidence of HPV 31-, 33-,
45-, 52-, and 58- related Pap test abnormalities, cervical procedures (i.e., biopsies), and cervical
definitive therapy procedures (including loop electrosurgical excision procedure [LEEP] or conization).
See Table 2.



Table 2: Analysis of Efficacy of GARDASIL 9 Against HPV Types 31, 33, 45, 52, and 58 in the
PPE* Population 16- Through 26-Year-old Women

GARDASIL 9 GARDASIL
) ) N™=7099 NT=7105 %Efficacy
Disease Endpoint !
: Number . Number (95% CI)
n
of cases?® of cases$
HPV 31-, 33-, 45-, 52-, 58-related CIN
2/3, AlS, Cervical Cancer, VIN 2/3, 97.4
. 6016 1 6017 38
ValN 2/3, Vulvar Cancer, and Vaginal (85.0, 99.9)
Cancer
HPV 31-, 33-, 45-, 52-, 58-related CIN 5949 1 5943 35 97.1
2/3 or AIS* (83.5,99.9)
96.9
CIN2 5949 1 5943 32 (81.5, 99.8)
100
CIN3 5949 0 5943 7 (39.4, 100)
HPV 31-, 33-, 45-, 52-, 58-related CIN 98.9
5949 1 5943 87
1 (94.1, 99.9)
94.4
HPV 31-, 33-, 45-, 52-, 58-related
. . (67.7,99.7)
Vulvar or Vaginal Disease® 6009 1 6012 18
100.0
VIN2/3% and ValN2/3 6009 0 6012 3 (715
100.0)
HPV 31-, 33-, 45-, 52-, 58-related 96.0
. . 5941 41 5955 946
Persistent Infection =6 Months® (94.6,97.1)
HPV 31-, 33-, 45-, 52-, 58-related 96.7
, , \ 5941 23 5955 657
Persistent Infection =12 Months? (95.1, 97.9)
HPV 31-, 33-, 45-, 52-, 58-related 92.9
ASC-US HR-HPV Positive or Worse 5883 37 5882 506 '
5 . (90.2, 95.1)
Pap® Abnormality
HPV 31-, 33-, 45-, 52-, 58-related 97.7
. . 6013 6 6014 253
Cervical Biopsy (95.1, 99.0)
HPV 31-, 33-, 45-, 52-, 58-related .
Cervical Definitive Therapy 6013 4 6014 41 ’
(75.0, 96.8)
Procedure®

*The PPE population consisted of individuals who received all 3 vaccinations within 1 year of enroliment, did not have major
deviations from the study protocol, and were naive (PCR negative and seronegative) to the relevant HPV type(s) (Types 31, 33,
45,52, and 58) prior to dose 1, and who remained PCR negative to the relevant HPV type(s) through 1 month postdose 3 (Month
7). The data are from Protocol 001.



"N=Number of individuals randomized to the respective vaccination group who received at least 1 injection

fn=Number of individuals contributing to the analysis

SNumber of cases= number of individuals with at least one follow-up visit after Month 7

TSubjects were followed for up to 67 months postdose 3 (median 43 months postdose 3)

#No cases of cervical cancer, VIN2/3, vulvar and vaginal cancer were diagnosed in the PPE population.

Pincludes VIN1/2/3, VaIN1/2/3, condyloma

%loop electrosurgical excision procedure (LEEP) or conization

8Persistent infection detected in samples from two or more consecutive visits 6 months (%1 month visit windows) apart
4Persistent infection detected in samples from three or more consecutive visits 6 months (£1 month visit windows) apart
¢Papanicolaou test

Cl=Confidence Interval

ASC-US=Atypical squamous cells of undetermined significance

HR=High Risk

Studies Supporting the Efficacy of GARDASIL 9 in Prevention of HPV-Related Oropharyngeal and
Other Head and Neck Cancers

The efficacy of GARDASIL 9 against oropharyngeal and other head and neck cancers is inferred based
on the efficacy of GARDASIL and GARDASIL 9 to prevent persistent infection and anogenital disease
caused by HPV types covered by the vaccine.

Long-term Effectiveness Studies

A subset of subjects who received 3 doses is being followed up for 10 to 14 years after GARDASIL 9
vaccination for safety, immunogenicity, and effectiveness against clinical diseases related to the HPV
types 6/11/16/18/31/33/45/52/58.

Clinical protection has been observed in all subjects in the long-term extension of Protocol 001 registry
study in the PPE population. No cases of high-grade CIN were observed through 13.6 years postdose 3
(median duration of follow-up of 10.4 years) in girls and women who were 16 through 26 years of age

at time of vaccination.

In the long-term extension of Protocol 002, in the PPE population, no cases of high-grade intraepithelial
neoplasia or genital warts were observed through 11 years postdose 3 (median duration of follow-up
of 10.0 years) in girls and through 10.6 years postdose 3 (median duration of follow-up of 9.9 years) in
boys who were 9 through 15 years of age at time of vaccination with GARDASIL 9. In girls and boys,
incidence rates of 6-month persistent infections related to vaccine HPV types observed during the

study were 52.4 and 54.6 per 10,000 person-years, respectively, and within ranges of incidence rates



expected in vaccinated cohorts of similar age (based on results from previous efficacy studies of
GARDASIL 9 and GARDASIL vaccine).

Immunogenicity of GARDASIL 9
Immune Response to GARDASIL 9 at Month 7 in Clinical Studies

Immunogenicity was measured by (1) the percentage of individuals who were seropositive for

antibodies against the relevant vaccine HPV type, and (2) the Geometric Mean Titer (GMT).

GARDASIL 9 induced robust anti-HPV 6, anti-HPV 11, anti-HPV 16, anti-HPV 18, anti-HPV 31, anti-
HPV 33, anti-HPV 45, anti-HPV 52, and anti-HPV 58 responses measured at Month 7. In clinical studies
99.2% to 100% who received GARDASIL 9 became seropositive for antibodies against all 9 vaccine types
by Month 7 across all groups tested. GMTs were higher in girls and boys than in women 16 through
26 year of age, and higher in boys than in girls and women. As expected for women 27 through 45 years
of age (Protocol 004), the observed GMTs were lower than those seen in girls and women 16 through

26 years of age.

On the basis of this immunogenicity bridging, the efficacy of GARDASIL 9 in 9- through 15-year-old

girls and boys is inferred.

Women 27 Years of Age and Older

Effectiveness of GARDASIL 9 against persistent infection and disease related to vaccine HPV types in

27- through 45-year-old women was inferred based on non-inferiority of GMTs following vaccination
with GARDASIL 9 in 27- through 45-year-old women compared to 16- through 26-year-old girls and
women and demonstration of efficacy of GARDASIL in girls and women 16 through 45 years of age. In
Protocol 004, GARDASIL 9 elicited seroconversion rates for all nine vaccine HPV types greater than
99% in girls and women 16 through 45 years of age. Anti-HPV antibody GMTs at Month 7 among women
27 through 45 years of age were non-inferior to anti-HPV antibody GMTs among girls and women 16
through 26 years of age for HPV 16, 18, 31, 33, 45, 52, and 58, with GMT ratios between 0.66 and 0.73.
In a post hoc analysis for HPV 6 and 11, non-inferiority criteria were also met, with GMT ratios of 0.81
and 0.76, respectively. These results support the efficacy of GARDASIL 9 in women 27 through 45 years

of age.

Table 3: Comparison of Immune Responses (Based on cLIA) Between the PPI* Populations of
27- through 45-Year-Old Women and 16- through 26-Year-Old Girls and Women for GARDASIL 9
Vaccine HPV Types



GMT ratio relative to
. GMT 16-through 26-year-
Population N' n* mMUS/mL old girls gnd wgmen
(95% CI)*
Anti-HPV 6
27- through 45-year-old women 640 448 638.4 0.81 (0.73, 0.90)
16- through 26-year-old girls and women 570 421 787.8 1
Anti-HPV 11
27- through 45-year-old women 640 448 453.5 0.76 (0.69, 0.83)
16- through 26-year-old girls and women 570 421 598.7 1
Anti-HPV 16
27- through 45-year-old women 640 448 2147.5 0.70 (0.63, 0.77)"
16- through 26-year-old girls and women 570 436 3075.8 1
Anti-HPV 18
27- through 45-year-old women 640 471 532.1 0.71(0.64, 0.80)7
16- through 26-year-old girls and women 570 421 744.5 1
Anti-HPV 31
27- through 45-year-old women 640 488 395.7 0.66 (0.60, 0.74)1
16- through 26-year-old girls and women 570 447 596.1 1
Anti-HPV 33
27- through 45-year-old women 640 493 259.0 0.73 (0.67, 0.80)"
16- through 26-year-old girls and women 570 457 354.5 1
Anti-HPV 45
27- through 45-year-old women 640 515 145.6 0.68 (0.60, 0.76) "
16- through 26-year-old girls and women 570 470 214.9 1
Anti-HPV 52
27- through 45-year-old women 640 496 244.7 0.71(0.64, 0.78)1
16- through 26-year-old girls and women 570 456 346.5 1
Anti-HPV 58
27- through 45-year-old women 640 478 296.4 0.69 (0.63, 0.76)"
16- through 26-year-old girls and women 570 451 428.0 1

*The PPI population consisted of individuals who received all 3 vaccinations within pre-defined day ranges, did
not have major deviations from the study protocol, met predefined criteria for the interval between the Month 6
and Month 7 visit, and were seronegative to the relevant HPV type(s) (types 6, 11, 16, 18, 31, 33, 45, 52, and 58)
prior to dose 1. The data are from Protocol 004.

TNumber of individuals randomized to the respective vaccination group who received at least 1 injection
*Number of individuals contributing to the analysis

SmMU=milli-Merck Units

Tp-value <0.001

#Demonstration of non-inferiority required that the lower bound of the 95% CI of the GMT ratio be greater than
0.50

cLIA=Competitive Luminex Immunoassay

Cl=Confidence Interval

GMT=Geometric Mean Titers

Men 27 Years of Age and Older

GARDASIL 9 has not been studied in men 27 years of age and older. In men 27 years of age and older,
efficacy of GARDASIL 9 is inferred based on (1) high efficacy of GARDASIL in girls and women 16
through 45 years of age and (2) comparable efficacy and immunogenicity of GARDASIL and
GARDASIL 9 in individuals less than 27 years of age and (3) robust immunogenicity of GARDASIL in
boys and men 16 through 45 years of age.



Persistence of Immune Response to GARDASIL 9

The persistence of antibody response following a complete schedule of vaccination with GARDASIL 9
is being studied in a subset of individuals who will be followed up for at least 10 years after vaccination

for safety, immunogenicity and effectiveness.

In 9- through 15-year-old boys and girls (Protocol 002), persistence of antibody response has been

demonstrated for at least 10 years; depending on HPV type, 81 to 98 % of subjects were seropositive.

In 16- through 26-year-old girls and women (Protocol 001), persistence of antibody response has been
demonstrated for at least 5 years; depending on HPV type, 78 to 100% of subjects were seropositive.
Efficacy was maintained in all subjects regardless of seropositivity status for any vaccine HPV type

through the end of the study (up to 67 months postdose 3; median follow-up duration of 43 months).

GMTs for HPV-6, -11, -16 and -18 were numerically comparable in subjects who received GARDASIL
or GARDASIL 9 for at least 3.5 years.

Evidence of Anamnestic (Immune Memory) Response

Evidence of an anamnestic response was seen in vaccinated women who were seropositive to relevant
HPV type(s) prior to vaccination. In addition, women (n = 150) who received 3 doses of GARDASIL 9 in
Protocol 001 and a challenge dose 5 years later, exhibited a rapid and strong anamnestic response that
exceeded the anti-HPV GMTs observed 1 month postdose 3.

Administration of GARDASIL 9 to Individuals Previously Vaccinated with GARDASIL

Protocol 006 evaluated the immunogenicity of GARDASIL 9in 921 girls and women (12 through 26 years
of age) who had previously been vaccinated with GARDASIL. Prior to enrollment in the study, over 99%
of subjects had received 3 injections of GARDASIL within a one year period. The time interval between
the last injection of GARDASIL and the first injection of GARDASIL 9 ranged from approximately 12 to
36 months.

Seropositivity to HPV Types 6, 11, 16, 18, 31, 33, 45, 52, and 58 in the per protocol population ranged
from 98.3 to 100% by Month 7 in individuals who received GARDASIL 9. The GMTs to HPV Types 31,
33, 45, 52, and 58 were lower than in the population who had not previously received GARDASIL in
Protocols 001, 002, 005, 007 and 009. Efficacy of GARDASIL9 in preventing infection and disease
related to HPV Types 31, 33, 45,52, and 58 in individuals previously vaccinated with GARDASIL has not

been assessed.

Immune Responses to GARDASIL 9 using a 2-dose schedule in individuals 9 through 14 years of age
Protocol 010 measured HPV antibody responses to the 9 HPV types after GARDASIL 9 vaccination in

the following cohorts: girls and boys 9 through 14 years of age receiving 2 doses at 6-month or 12-
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month interval (+/- 1 month); girls 9 through 14 years of age receiving 3 doses (at 0, 2, 6 months); and

women 16 through 26 years of age receiving 3 doses (at 0, 2, 6 months).

GMTs were non-inferior in girls and boys who received 2 doses of GARDASIL 9 (at either 0, 6 months
or 0, 12 months) to GMTs in 16- through 26-year-old girls and women who received 3 doses of
GARDASIL 9 (at 0, 2, 6 months) for each of the 9 vaccine HPV types. On the basis of this
immunogenicity bridging, the efficacy of a 2-dose regimen of GARDASIL 9 in 9- through 14-year-old
girls and boys is inferred. One month following the last dose of the assigned regimen, between 97.9%
and 100% of subjects across all groups became seropositive for antibodies against the 9 vaccine HPV

types.

In the same study, in girls and boys 9 through 14 years of age, GMTs at one month after the last vaccine
dose were numerically lower for some vaccine types after a 2-dose schedule than in girls 9 through
14 years of age after a 3-dose schedule (i.e. HPV types 18, 31, 45 and 52 after 0, 6 months and HPV

type 45 after 0, 12 months). The clinical relevance of these findings is unknown.

Persistence of antibody response to GARDASIL 9 was observed for 3 years in girls and boys who were
9 through 14 years of age at time of vaccination receiving 2 doses at 6-month or 12-month interval. At
Month 36, non-inferiority criteria were also met for GMTs in girls and boys 9 through 14 years of age
receiving 2 doses at a 6-month interval (+/-1 month) compared to GMTs in women 16 through 26 years
of age receiving 3 doses of GARDASIL 9.

Duration of protection of a 2-dose schedule of GARDASIL 9 has not been established.

PHARMACOKINETIC PROPERTIES

Evaluation of pharmacokinetic properties is not required for vaccines.
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V. INDICATIONS
GARDASIL 9 is a vaccine indicated in girls and women from 9 years of age onward for the prevention
of cervical, vulvar, vaginal, and anal, oropharyngeal and other head and neck cancers; precancerous or

dysplastic lesions; genital warts; and persistent infections caused by Human Papillomavirus (HPV).

GARDASIL 9 is indicated to prevent the following diseases:

. Cervical, vulvar, vaginal, anal, oropharyngeal and other head and neck cancers caused by
HPV types 16, 18, 31, 33, 45, 52, and 58
. Genital warts (condyloma acuminata) caused by HPV types 6 and 11

And persistent infections and the following precancerous or dysplastic lesions caused by HPV types 6,
11, 16, 18, 31, 33, 45, 52, and 58:

. Cervical intraepithelial neoplasia (CIN) grade 2/3 and Cervical adenocarcinoma in situ
(AIS)

. Cervical intraepithelial neoplasia (CIN) grade 1

. Vulvar intraepithelial neoplasia (VIN) grade 2 and grade 3

. Vaginal intraepithelial neoplasia (ValN) grade 2 and grade 3

. VIN grade 1 and ValN grade 1

. Anal intraepithelial neoplasia (AIN) grades 1, 2, and 3.

GARDASIL9 is indicated in boys and men from 9 years of age onward for the prevention of anal,
oropharyngeal and other head and neck cancers, anal precancerous or dysplastic lesions; external

genital lesions (including genital warts); and persistent infections caused by HPV.

GARDASIL 9 is indicated to prevent the following diseases:
. Anal, oropharyngeal and other head and neck cancers caused by HPV types 16, 18, 31, 33,
45,52, and 58

. Genital warts (condyloma acuminata) caused by HPV types 6 and 11

And persistent infections and the following precancerous or dysplastic lesions caused by HPV types 6,
11, 16, 18, 31, 33, 45, 52, and 58:
. Anal intraepithelial neoplasia (AIN) grades 1, 2, and 3.

VI. DOSAGE AND ADMINISTRATION
6.1 General
Dosage
GARDASIL 9 should be administered intramuscularly as 3 separate 0.5-mL doses according to the

following schedule:

First dose: at elected date

Second dose: 2 months after the first dose
12



Third dose: 6 months after the first dose

Individuals are encouraged to adhere to the 0, 2, and 6 months vaccination schedule. However, in
clinical studies, efficacy has been demonstrated in individuals who have received all 3 doses within a
1-year period. The second dose should be administered at least 1 month after the first dose, and the
third dose should be administered at least 3 months after the second dose. All three doses should be

given within a 1-year period.

Alternatively, in individuals 9 through 14 years of age, GARDASIL 9 can be administered according to a
2-dose schedule; the second dose should be administered between 5 and 13 months after the first
dose. If the second vaccine dose is administered earlier than 5 months after the first dose, a third dose

should always be administered.

The use of GARDASIL 9 should be in accordance with official recommendations.

Method of Administration

GARDASIL 9 should be administered intramuscularly in the deltoid region of the upper arm or in the
higher anterolateral area of the thigh.

GARDASIL 9 must not be injected intravascularly. Neither subcutaneous nor intradermal administration

has been studied. These methods of administration are not recommended.

6.2 Administration of GARDASIL9 in Individuals Who Have Been Previously Vaccinated with
GARDASIL.

It is recommended that individuals who receive a first dose of GARDASIL 9 complete the vaccination
course with GARDASIL 9.

Studies using a mixed regimen (interchangeability) of HPV vaccines were not performed for
GARDASIL 9.

If the decision is made to administer GARDASIL 9 after receiving 3 doses of GARDASIL, there should
be an interval of at least 12 months between completion of vaccination with GARDASIL and the start
of vaccination with GARDASIL 9.

Instruction for Use

The vaccine should be used as supplied; no dilution or reconstitution is necessary. The full

recommended dose of the vaccine should be used.
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Shake well before use. Thorough agitation immediately before administration is necessary to maintain

suspension of the vaccine.

After thorough agitation, GARDASIL 9 is a white, cloudy liquid. Parenteral drug products should be
inspected visually for particulate matter and discoloration prior to administration. Discard the product

if particulates are present or if it appears discolored.

Single-dose Vial Use

For single-use vials a separate sterile syringe and needle must be used for each individual. Withdraw
the 0.5-mL dose of vaccine from the single-dose vial using a sterile needle and syringe free of
preservatives, antiseptics, and detergents. Once the single-dose vial has been penetrated, the

withdrawn vaccine should be used promptly, and the vial must be discarded.

Prefilled Syringe Use

The prefilled syringe is for single use only and should not be used for more than one individual. Inject

the entire contents of the syringe.

VIl. CONTRAINDICATIONS

GARDASIL 9 is contraindicated in patients with hypersensitivity to either GARDASIL 9 or GARDASIL or

any of the inactive ingredients in either vaccine.

Individuals who develop symptoms indicative of hypersensitivity after receiving a dose of GARDASIL 9
or GARDASIL should not receive further doses of GARDASIL 9.

VIIl. PRECAUTIONS
As for any vaccine, vaccination with GARDASIL 9 may not result in protection in all vaccine recipients.
This vaccine is not intended to be used for treatment of active external genital lesions; cervical,
vulvar, vaginal, anal, oropharyngeal and other head and neck cancers; CIN, VIN, ValN, or AIN.
This vaccine will not protect against diseases that are not caused by HPV.

As with all injectable vaccines, appropriate medical treatment should always be readily available in

case of rare anaphylactic reactions following the administration of the vaccine.
Syncope (fainting) may follow any vaccination, especially in adolescents and young adults. Syncope,

sometimes associated with falling, has occurred after HPV vaccination. Therefore, vaccinees should be

carefully observed for approximately 15 minutes after administration of GARDASIL 9.
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The decision to administer or delay vaccination because of a current or recent febrile illness depends
largely on the severity of the symptoms and their etiology. Low-grade fever itself and mild upper

respiratory infection are not generally contraindications to vaccination.

Individuals with impaired immune responsiveness, whether due to the use of immunosuppressive
therapy, a genetic defect, Human Immunodeficiency Virus (HIV) infection, or other causes, may have
reduced antibody response to active immunization. /See 9 DRUG INTERACTIONS, 9.3 Use with Steroids
and 14 IMMUNOCOMPROMISED INDIVIDUALS.]

This vaccine should be given with caution to individuals with thrombocytopenia or any coagulation

disorder because bleeding may occur following an intramuscular administration in these individuals.

IX. DRUG INTERACTIONS

9.1 Use with Other Vaccines

Results from clinical studies indicate that GARDASIL9 may be administered concomitantly (at a
separate injection site) with Menactra [Meningococcal (Groups A, C, Y and W-135) Polysaccharide
Diphtheria Toxoid Conjugate Vaccine], Adacel [Tetanus Toxoid, Reduced Diphtheria Toxoid and
Acellular Pertussis Vaccine Adsorbed (Tdap)], and Repevax [Diphtheria, Tetanus, Pertussis (acellular,
component) and Poliomyelitis (inactivated) Vaccine, (adsorbed, reduced antigen(s) content)] (dTap-
IPV).

9.2 Use with Hormonal Contraceptives

In 7,269 women (16 through 26 years of age, from Protocols 001 and 002), 60.2% used hormonal
contraceptives during the vaccination period of the clinical studies. Use of hormonal contraceptives did

not appear to affect the type specific immune responses to GARDASIL 9.

9.3 Use with Steroids

Immunosuppressive therapies, including irradiation, antimetabolites, alkylating agents, cytotoxic drugs,
and corticosteroids (used in greater than physiologic doses), may reduce the immune responses to
vaccines. [/See 14 IMMUNOCOMPROMISED INDIVIDUALS.]

X. PREGNANCY
Pregnancy
Studies in Female Rats

Reproduction studies have been performed in female rats at a dose approximately 240 times the
human dose (mg/kg basis) and have revealed no evidence of impaired female fertility or harm to the
fetus due to GARDASIL 9.
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An evaluation of the effect of GARDASIL 9 on embryo-fetal, pre- and postweaning development was
conducted in studies using rats. No adverse effects on mating, fertility, pregnancy, parturition, lactation,
embryo-fetal or pre- and postweaning development were observed. There were no vaccine-related fetal
malformations or other evidence of teratogenesis noted. In addition, there were no treatment-related
effects on developmental signs, behavior, reproductive performance, or fertility of the offspring.
GARDASIL 9 induced a specific antibody response against HPV types 6, 11, 16, 18, 31, 33, 45, 52, and
58 in pregnant rats following one or multiple intramuscular injections. Antibodies against all 9 HPV

types were transferred to the offspring during the period of gestation and lactation.

Clinical Studies in Humans

There are no adequate and well-controlled studies in pregnant women. Data from more than 1,000
pregnancy exposures to GARDASIL 9 in clinical studies and post-marketing experience do not
demonstrate vaccine-associated increase in risk of major birth defects and miscarriages when
GARDASIL 9 is administered during pregnancy. These pregnancies occurred in women who were
pregnant at time of vaccination or became pregnant during the follow-up period in clinical studies. As
a precautionary measure, the administration of GARDASIL 9 during pregnancy should be avoided.
Women who become or plan to become pregnant during the vaccination series should be advised to

interrupt or postpone the vaccination regimen until completion of pregnancy.

In clinical studies, women underwent serum or urine pregnancy testing prior to administration of
GARDASIL9. Women who were found to be pregnant before completion of a 3-dose regimen of
GARDASIL 9 were instructed to defer completion of their vaccination regimen until resolution of the

pregnancy.

The overall proportion of pregnancies occurring at any time during the studies that resulted in an
adverse outcome defined as the combined numbers of spontaneous abortion, late fetal death and
congenital anomaly cases out of the total number of pregnancy outcomes for which an outcome was
known (and excluding elective terminations), was 12.9% (174/1,353) in women who received
GARDASIL9 and 14.4% (187/1,303) in women who received GARDASIL. The proportions of adverse

outcomes observed were consistent with pregnancy outcomes observed in the general population.

Further sub-analyses were conducted to evaluate pregnancies with estimated onset within 30 days or
more than 30 days from administration of a dose of GARDASIL 9 or GARDASIL. For pregnancies with
estimated onset within 30 days of vaccination, no cases of congenital anomaly were observed in women
who have received GARDASIL 9 or GARDASIL. In pregnancies with onset more than 30 days following
vaccination, 30 and 24 cases of congenital anomaly were observed in women who have received
GARDASIL9 and GARDASIL, respectively. The types of anomalies observed were consistent
(regardless of when pregnancy occurred in relation to vaccination) with those generally observed in

pregnancies in the general population.
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Post-marketing Experience

A six-year pregnancy registry for GARDASIL 9 enrolled 185 women who were inadvertently exposed to
GARDASIL 9 within one month prior to the last menstrual period (LMP) or at any time during pregnancy,
180 of whom were prospectively followed. After excluding elective terminations (n=1), ectopic
pregnancies (n=0) and those lost to follow-up (n=110), there were 69 pregnancies with known
outcomes. Frequencies of miscarriage and major birth defects were 4.3% of pregnancies (3/69) and
45% of live born infants (3/67), respectively. These frequencies of the assessed outcomes in the

prospective population were consistent with estimated background frequencies.

Data for adverse pregnancy outcomes for GARDASIL are included below as they are relevant to
GARDASIL 9 since the vaccines are similar in composition and contain HPV L1 proteins of 4 of the

same HPV types.

A five-year pregnancy registry for GARDASIL enrolled 2,942 women who were inadvertently exposed to
GARDASIL within one month prior to the LMP or at any time during pregnancy, 2,566 of whom were
prospectively followed. After excluding elective terminations (n=107), ectopic pregnancies (n=5) and
those lost to follow-up (n=814), there were 1,640 pregnancies with known outcomes. Frequencies of
miscarriage and major birth defects were 6.8% of pregnancies (111/1,640) and 2.4% of live born infants
(37/1,527), respectively. These frequencies of the assessed outcomes in the prospective population

were consistent with estimated background frequencies.

In two post-marketing studies of GARDASIL (one conducted in the U.S., and the other in Nordic
countries), pregnancy outcomes among subjects who received GARDASIL within one month prior to
the LMP or at any time during pregnancy were evaluated retrospectively. In the U.S. study database,
2,678 pregnancies were assessed for adverse pregnancy outcomes. Among GARDASIL exposed
pregnancies with known outcomes (n=1,740), the estimated frequency of confirmed miscarriages was
no greater than 8%. The frequency of major birth defects was 3.6% of live born infants (24/665). In the
Nordic registry study, 499 live born infants were assessed for major birth defects. The frequency of
major birth defects was 5.4% (27/499). In both studies, frequencies of the assessed outcomes did not
suggest an increased risk with the administration of GARDASIL within one month prior to the LMP or

at any time during pregnancy.

Thus, there is no evidence to suggest that administration of GARDASIL 9 adversely affects fertility,

pregnancy, or infant outcomes.
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XI. NURSING MOTHERS
GARDASIL 9 may be administered to lactating women.

It is not known whether vaccine antigens or antibodies induced by the vaccine are excreted in human

milk.

A total of 92 women were breast feeding during the vaccination period of the clinical studies for
GARDASIL 9 in women aged 16 to 26 years. In these studies, vaccine immunogenicity was comparable
between nursing women and women who did not nurse. In addition, the adverse experience profile for
nursing women was comparable to that of the women in the overall safety population. There were no
vaccine-related serious adverse experiences reported in infants who were nursing during the

vaccination period.

XIl. PEDIATRIC USE
The safety and efficacy of GARDASIL 9 have not been evaluated in children younger than 9 years.

XIlll. GERIATRIC USE
The safety and efficacy of GARDASIL 9 have not been evaluated in individuals aged 65 years and over.

XIV. IMMUNOCOMPROMISED INDIVIDUALS

The immunologic response to GARDASIL 9 may be diminished in immunocompromised individuals /see
9 DRUG INTERACTIONS, 9.3 Use with Steroids].

XV. ADVERSE REACTIONS
15.1 Clinical Trials Experience
Clinical Trials Experience with GARDASIL 9 and GARDASIL

The safety of GARDASIL 9 was evaluated in 7 clinical studies (Protocols 001, 002, 003, 005, 006, 007,
009) that included 15,776 individuals who received at least one dose of GARDASIL 9 and had safety
follow-up. Protocol 001 and Protocol 009 included 7,378 individuals who received at least one dose of
GARDASIL and had safety follow-up. The vaccines were administered on the day of enrollment and the
subsequent doses administered approximately 2 and 6 months thereafter. Safety was evaluated using
vaccination report card (VRC)-aided surveillance for 14 days after each injection of GARDASIL9 or
GARDASIL.

The individuals who were monitored using VRC-aided surveillance included 9,102 girls and women 16
through 26 years of age, 1,394 boys and men 16 through 26 years of age and 5,280 girls and boys 9
through 15 years of age (3,481 girls and 1,799 boys) at enrollment who received GARDASIL 9; and 7,078
girls and women 16 through 26 years of age and 300 girls 9 through 15 years of age at enrollment who
received GARDASIL.
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Safety was also evaluated in a clinical trial that included 640 women 27 through 45 years of age and
570 girls and women 16 through 26 years of age who received GARDASIL 9. The safety profile of
GARDASIL 9 was comparable between the two age groups.

Systemic and Injection-Site Adverse Reactions in Clinical Trials of GARDASIL 9

The vaccine-related adverse experiences that were observed among recipients of either GARDASIL 9
or GARDASIL at a frequency of at least 1% are shown in Tables 4 and 5. Few individuals (GARDASIL 9
= 0.1% vs. GARDASIL <0.1%) discontinued due to adverse experiences after receiving either vaccine.

The safety profile was similar between GARDASIL 9 and GARDASIL in women, men, girls and boys.

Table 4: Injection-Site and Vaccine-Related Systemic Adverse Reactions Reported at a
Frequency of =1% in Individuals Who Received GARDASIL 9 from All Clinical Studies*

Subjects
Adverse 9 Through 26 Years of Age
Reaction GARDASIL 9 (N=15,776)

%
Injection-Site Adverse Reactions (1 to 5 Days Postvaccination)

Pain' 83.2
Swelling® 36.1
Erythema' 30.8
Pruritus 4.0
Bruising 1.6
Systemic Adverse Reactions (1 to 15 Days Postvaccination)

Headache 13.2
Pyrexia 6.1
Nausea 3.2
Dizziness 2.3
Fatigue 1.9

*Data from Protocols 001,002, 003, 005, 006, 007, 009
TDesignates a solicited adverse reaction

N=number of subjects vaccinated with safety follow-up
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Table 5: Injection-Site and Vaccine-Related Systemic Adverse Reactions Reported at a
Frequency of =1% for GARDASIL 9 Compared with GARDASIL from Two Clinical Studies*

Adverse Women Girls
Reaction 16 Through 26 Years of Age 9 Through 15 Years of Age
GARDASIL 9 GARDASIL GARDASIL 9 GARDASIL
(N=7071) (N=7078) (N=299) (N=300)
% % % %

Injection-Site Adverse Reactions (1 to 5 Days Postvaccination)
Pain' 89.9 83.5 89.3 88.3
Swelling 40.0 28.8 47.8 36.0
Erythema' 34.0 25.6 34.1 29.3
Pruritus 5.5 4.0 4.0 2.7
Bruising 1.9 1.9 * ¥
Mass 1.3 0.6 ¥ ¥
Hemorrhage 1.0 0.7 1.0 2.0
Hematoma 0.9 0.6 3.7 4.7
Warmth 0.8 0.5 0.7 1.7
Induration 0.8 0.2 2.0 1.0
Reaction 0.6 0.6 0.3 1.0
Systemic Adverse Reactions (1 to 15 Days Postvaccination)
Headache 14.6 13.7 11.4 11.3
Pyrexia 5.0 4.3 5.0 2.7
Nausea 4.4 3.7 3.0 3.7
Dizziness 3.0 2.8 0.7 0.7
Fatigue 2.3 2.1 0.0 2.7
Diarrhea 1.2 1.0 0.3 0.0
Myalgia 1.0 0.7 0.7 0.7
Oropharyngeal pain 1.0 0.6 2.7 0.7
Abdominal pain upper 0.7 0.8 1.7 1.3
Upper respiratory tract
in:‘)zction P J 0.1 0.1 0.3 1.0

*The data for women are from Protocol 001 and data for girls are from Protocol 009.
TDesignates a solicited adverse reaction

*There are no reports of injection-site bruising or mass for girls.

N=number of subjects vaccinated

Solicited Systemic and Injection-Site Adverse Reactions in Clinical Trials of GARDASIL 9

Temperature and injection-site pain, swelling, and erythema were solicited using VRC-aided
surveillance for 5 days after each injection of GARDASIL 9 during the clinical studies. The incidence
and severity of solicited adverse reactions that occurred within 5 days following each dose of
GARDASIL 9 are shown in Table 6.
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Table 6: Postdose Evaluation of Solicited Systemic and Injection-Site Adverse Reactions by
Incidence and Severity from All Clinical Studies* (1 to 5 Days Postvaccination)

Solicited
. Dose 1 Dose 2 Dose 3 | Any Dose
Systemic .
Severity N=15,614 | N=15,243 | N=15,062 | N=15,676
Adverse
. % % % %
Reaction
<37.8° C(100.0° F) 97.1 97.4 96.9 92.5
>37.8° C(100.0° F)<389° C
2.5 2.3 2.5 6.3
(102.0° F)
Temperatur >38.9° C(102.0° F)<399° C
0.3 0.3 0.5 1.1
e (103.8° F)
>39.9° C(103.8° F) <409° C
0.1 0.1 0.1 0.2
(105.6° F)
>40.9° C (105.6° F) 0.0 0.0 0.0 0.0
Solicited
Injection-
. . Dose 1 Dose 2 Dose 3 Any Dose
site Severity
N=15,773 | N=15,549 | N=15,378 | N=15,776
Adverse
Reaction
Mild 52.3 46.7 44.4 51.1
Pain Moderate 10.8 15.1 16.7 28.5
Severe 0.6 1.4 2.1 3.5
Mild 9.6 14.7 17.9 24.8
Swelling ' Moderate 1.7 3.7 4.6 7.3
Severe 0.8 1.6 2.5 4.0
Mild 8.7 13.6 16.1 24.7
Erythema' Moderate 0.9 2.0 2.5 4.4
Severe 0.2 0.5 1.1 1.7

*Data from Protocols 001, 002, 003, 005, 006, 007, 009.

TIntensity of swelling and erythema was measured by size (inches): Mild = 0 to <1; Moderate = >1 to

<2; Severe = >2.

N=Number of individuals with safety follow-up

Clinical Trials Experience for GARDASIL 9 in Individuals Who Have Been Previously Vaccinated

with GARDASIL

A clinical study (Protocol 006) evaluated the safety of GARDASIL 9 in 12- through 26-year-old girls
and women who had previously been vaccinated with 3 doses of GARDASIL. The time interval

between the last injection of GARDASIL and the first injection of GARDASIL 9 ranged from
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approximately 12 to 36 months. Individuals were administered GARDASIL 9 or saline placebo and
safety was evaluated using VRC-aided surveillance for 14 days after each injection of GARDASIL 9 or
saline placebo in these individuals. The individuals who were monitored included 608 individuals who
received GARDASIL 9 and 305 individuals who received saline placebo. Few (0.5%) individuals who
received GARDASIL 9 discontinued due to adverse reactions. The vaccine-related adverse
experiences that were observed among recipients of GARDASIL 9 at a frequency of at least 1.0% and
also at a greater frequency than that observed among saline placebo recipients are shown in Table 7.
Overall, the safety profile was similar between individuals vaccinated with GARDASIL 9 who were

previously vaccinated with GARDASIL and those who were naive to HPV vaccination.

Table 7: Injection-Site and Vaccine-Related Systemic Adverse Reactions Reported at a
Frequency of = 1% and Greater Than Saline Placebo for GARDASIL 9 in 12- Through 26-year-old
Girls and Women Who Have Been Previously Vaccinated with GARDASIL*

Adverse GARDASIL 9 SALINE PLACEBO
Reaction (N=608) (N=305)
% %

Injection-Site Adverse Reactions (1 to 5 Days Postvaccination)
Pain® 90.3 38.0
Swelling 49.0 5.9
Erythema™ 423 8.5
Pruritus 7.7 1.3
Hematoma 4.8 2.3
Reaction 1.3 0.3
Mass 1.2 0.7
Systemic Adverse Reactions (1 to 15 Days Postvaccination)
Headache 19.6 18.0
Pyrexia 5.1 1.6
Nausea 3.9 2.0
Dizziness 3.0 1.6
Abdominal pain upper 1.5 0.7
Influenza 1.2 1.0

*The data for GARDASIL 9 and Placebo are from Protocol 006.
TDesignates a solicited adverse reaction

N=number of subjects vaccinated

Clinical Trials Experience for Concomitant Administration of GARDASIL 9 with Other Vaccines
The safety of GARDASIL 9 when administered concomitantly with other vaccines was evaluated in

clinical studies.

There was an increase in injection-site swelling reported at the injection site for GARDASIL 9 when

GARDASIL9 was administered concomitantly with Diphtheria, Tetanus, Pertussis (acellular,

component) and Poliomyelitis (inactivated) Vaccine, (adsorbed, reduced antigen(s) content) (dTap-

IPV) or Tetanus Toxoid, Reduced Diphtheria Toxoid and Acellular Pertussis Vaccine Adsorbed (Tdap)

and Meningococcal (Groups A, C, Y and W-135) Polysaccharide Diphtheria Toxoid Conjugate Vaccine
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as compared to non-concomitant vaccination. The majority of injection-site swelling seen with

concomitant administration with other vaccines was reported as being mild to moderate in intensity.

15.2 Post-marketing Experience

The post-marketing adverse experiences were reported voluntarily from a population of uncertain size,
therefore, it is not possible to reliably estimate their frequency or to establish a causal relationship to

vaccine exposure.

The safety profile of GARDASIL 9 and GARDASIL are similar. The post-marketing adverse experience
with GARDASIL is relevant to GARDASIL 9 since the vaccines are similar in composition and contain
HPV L1 proteins of 4 of the same HPV types.

GARDASIL 9

In addition to the adverse reactions reported in the clinical studies, the following adverse experiences

have been spontaneously reported during post-approval use of GARDASIL 9:
Nervous system disorders: syncope sometimes accompanied by tonic-clonic movements.

Gastrointestinal disorders: vomiting.

GARDASIL
Additionally, the following post-marketing adverse experiences have been spontaneously reported for
GARDASIL:

Infections and infestations: cellulitis.
Blood and lymphatic system disorders: idiopathic thrombocytopenic purpura, lymphadenopathy.

Immune system disorders: hypersensitivity reactions including anaphylactic/anaphylactoid reactions,

bronchospasm, and urticaria.
Nervous system disorders: acute disseminated encephalomyelitis, Guillain-Barré syndrome.
Musculoskeletal and connective tissue disorders: arthralgia, myalgia.

General disorders and administration site conditions: asthenia, chills, malaise.
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XVI. OVERDOSAGE

There have been no reports of administration of higher than recommended doses of GARDASIL 9.

XVIIl. STORAGE
Precautions for Storage

Store refrigerated at 2 to 8° C (36 to 46° F). Do not freeze. Protect from light.

GARDASIL9 should be administered as soon as possible after being removed from refrigeration.
GARDASIL9 can be administered provided total (cumulative multiple excursion) time out of
refrigeration (at temperatures between 8°C and 25° C) does not exceed 72 hours. Cumulative multiple
excursions between 0°C and 2°C are also permitted as long as the total time between 0°C and 2°C does

not exceed 72 hours. These are not, however, recommendations for storage.

Discard the product if it is frozen, particulates are present, or if it appears discolored.

XVIII. AVAILABILITY
GARDASIL 9 is available in a single-dose 0.5 mL vial.

GARDASIL 9 is available in a single-dose 0.5 mL prefilled syringe with needle size 1 inch.

Imported by MSD (THAILAND) LTD.
Bangkok, Thailand

Date of revision of package insert  November 2023

Copyright © 2023 Merck & Co., Inc., Rahway, NJ, USA, and its affiliates.

All rights reserved.
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