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1 R 3% R oG

bt bt a—<UA LA (HPV) 37V R T A LV AFHIET D DNA VAL ATHY , 1514
Ja % E AT D RE N A FF O 7 A VA TH D, 19834(C zur Hausen © (2 L o T SR
IZHPVIORL T ) AREBIFIET D2 ENBEINLZ LD, FEGHEORR YA L AL LT
BHITIER &N, £ D% HPV IZB L TE < OEFE5 T L~V O S35 T i HPV
NP E S OSEE, EE, ILPYE, DRI OJRR YA VA TH D Z ERPA LRI -
7o HPV IZBIETIZI00LL EOBIBH S TN DA, 2D 5 HiF400D HPV BRI EYL L, R
Farvn— ORI g FLEANESE 2> © HPVOR K NIV 3 i &5, HPVERL e 1 18
AR DR NT & A EFHHLRNToDIR Y A7 B L SRS, FEENR B D & STV 5 HPVIER!,
1878 318, 334 35 52U KOS Y A7 E LTSN TWD, ZUb DA%
BRI T 2B & LT, 541 T HPV-DNA B A& OFERRE2 ~DE AR HPV U 7 F - DO BAFE H
OHNATND,

2 BHEORKE (ES

V501i%, Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Whitehouse Station, N.J.,
US.A. (BAF, KEARL) 23B8% - Sl Uiz HPV U A /L R &Y K OV HPV (TR 2 B R o
TRiZ R L L7z HPV 6/ 118 16K O8I D L1 7' Rz A B D 7 A )L AR~ (VLP)
EeMiiy 7 F o Th D, 4 HPV O LIBs T % 21 E 8 ERER O 2 B Saccharomyces
cerevisiae \Z3EAN L, L1 7Y RIcAVRBEEENEIVEALASE D, FEAEINI LI 7Y RlcAvH
BIZBECHES L VLP 2T 5, (LR - BRI LY | BRI 2 ¥ B4, VLP Z B,
95,

V501D R Okt KEARtECIE~ ik s,

PR

77V RPN, FoRoO=ROT 7YV E W5 DD GLP BRI THIFEHIE
M OFAMAEAT - 72,

W OEMWFEIZEB N TEH, V5015 5 W E HPV 681, 1175 168 18D Mli D T 7 F L jik,
SO G LY, U F oD% HPV VLP BUCKT 2 RN EA S, MEFICHRIEISE
FISHFESNTZ, ZNDHDORBRICEY ., ZOU 7 FUATE ENDHURITHT D 0ES ARG %
BRI EDLDIZT VI =T LAT VaNV RRRETHL Z EbRaiz, ko7 A4 4247k
LCiE, WERREZRED IgA KON IgGI 23 &, TRARDEEIGEZFHEL TVDH I ENRE
iz,

VS0UF TAR SN B Sl IR B SRS UAN DB Z IR K 720 T, BIRIOIR ISR, 22tk
RPN K ORI 20 SR AAERRRBRITEM L 72 v o 72, V50104 VLP KOV VI =0 AT
T2 b OB RERBRIL M L o Tn, ZHUE. U2 F o O ENRERER 1T LTI
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RNEWNS | EMEA DA RT A N7 bDTH D,

R

~UAKRDT v hE AW EERGEBEERER, ~ U 22 AW ARG EERER, A2
W2 SR PT R K OV > b & O T2 A SR AR Bt ikl (g Rt 2 &) 00572 25 ST
O GLP WBREFH L, Zatkif iz ro7z, 26 OMBRIZL Y V501 DR 22 22 Rl
L7z INDSHEBRT RTUZBWT, KU FUNIBRHREREEZ R L, BEICBE# L7 2L T
BN AREINER)IEDH T o T,

PLEDOFEHRRBROMERIT, KU I F DO h~OEEEZIFFT 50D ThoT,

vsol o R AR £ 0 B S BN HPVIRL, 167 R O8O Z Ny 7
F BN TR M O U & s 3 5 BRIl STz, & Ot%, 40 OWS R AR BUBR Al ik
[0057X5R, 00735k, 0133BR (011FRBR L Q01285 A & Te) W ONCO15ERER] 225, 16~265% D
KT 2 VSOUZE £ d HPV AL (67, 1178, 168 & ON8M) DEYET iR Oz b 0B o
HPV (2R3 5B TR RS iesd S v 7c [E8E5.3.5.1.15: P005]. [&E#+5.3.5.1.1: P007]. [& %}
5.3.5.1.3: PO11]. [&#}5.3.5.1.4: P012]. [&#}5.3.5.1.5: POI13V1]. [&E#}5.3.5.1.7: PO15VI], [&F}
5.3.5.1.8: PO15V2], [&#}5.3.5.1.35: P013], [&£}5.3.5.1.36: P015], & 51T, 9~15D T xT
% V501 D JFEMED 16~265% O et O R & [FIFEE T 5 2 & DB R RBREGE (01638
B M 0185 BR) 128\ THERR S, FELMEICB W T H AL & FEEOFIMEE R 2 & 23
FFEN TS ([E#}5.3.5.1.10: PO16VI1], [&#}5.3.5.1.11: PO16V2], [&#£}5.3.5.1.12: PO18V1]), &+
7o\ 24~45EE D MERERAE 2 RE G2 T2 L 7 i IR AR (019548R%) (23R Th | 16~26i% DL
PEZ Xt G & LT ERIRRBRAE R & AR O F N R S vz ([E£F5.3.5.1.42: PO19VI], [& K}
5.3.5.1.43: P019]), VS01DZ2aME%A 3 L7-8akbR [007:805k, 011505k, 01258k, 01358k, 015
AR, 016505k, 01855k L V01938 (01130 & V0125 BR TN TN 013D Y7 227 1) ]
DR D, 9~45iF DM T 5 V501D BENETZ BN BLF Ch 5 2 L DR ST, B
HEORER 2 [K1.5: 11277,

I B ORERKERE LV . VSOUTKRERMERMLE (FDA) (XD 200655612, 9~265% D
TS HPVOR!, 117, 168 L ONISBRUTE N T 2 7= SHil. SMER QRO miiE LR
TERIRZE, I NCRE T v —vFEORBE TR U THREGR Z v, 20104511 A K sl CRE LW
Wi 2 & Te 13084 b oD [E STl THAGR STV 5, 20114E4 H BIE . KE K OWRIMN TITLL T O¥%
BPBHIH LK STV D (Q0114F4H UK EITRAS SE K UR2010428 H EU sEEICISIT DBt
XEXLVSIH),

KIERA SCE
ZE
O~ 26 DI L T V7 F U NEETNH HPVIRIZ L > T2 Z END FTEEBO TR
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o HPV 16 K TONSIIZ 2 S, AMB2dE, g K ONL e
e HPVOARILONZLZREay Pu—-~
L OVHPV 6% 1158 165 % QN8R X 2 FRERTHE UL RIE IR Z O FEh -
o  FEEHM FEWNIEE (CIN) 2 L— R2BKOFE S L E  (AIS)
o  TESEM ERNEE (CIN) 7'L—FKI1
o 2 ERNIEE (VIN) 7 L— R2ED L — K3
o B ERNEER (VaIN) 7 L— R2KU L— R3
o JLFYLZMNMEE (AIN) 7' L—FR1, ZL— 2K L— R3

Bk

I~ 26D BIEICKH LT V7 FUNCEEND HPV A L > THI &R Z & D FRtREBO !
e HPV 165} ON8HIZ & 2 T P94
e HPVORILOIIHIZKDREay Y —~

L OVHPV 644 1181 165 K N8R K 2 FRiaiE XX BIERIRE D TR
o JIFYLEEANMEE (AIN) 7' L—FR1, ZL—R2ERT L— K3

EU GEIC BT DA 30E (A T AR Y VT H)

AENT, RN DR ATRER TRV 7 F o Th D -
o EEHEL, SRR OVE ORI 2 K ORI HPV ORI K- 5 5 S
o FFEDOHPVARICERLZAREaY YR—<

3 BAEORHE (HA)

AAicIs) 5 Vo1 ok aRERBsaI S r b A A P AT B B SE A R 2R
AR (LT, MAHAE) & olrBRE (EIERME 1 HRBRBIARITFHEE) 21772, AT,
Fio, MEFAM A FEIMEER & L7 ) v VU SRBRABARTEET S Z LIk, W
KRB AR LT BEIR T — & X r— V25 L, BUENGTARRG (LT, ARHRE) 2179
Z L DGOV TRAHEED R AR L, TORME, AL, MiiFsikMmo L5
& HPV RYLIZ5T 2 B R O BRIV R ST AW BRI W CLMERUAM AL L T\ 5
ZEE Lo T, EHNICET AR O M A M R R D RS 5 Z L IXNE#ETH 5
EDORMEDRINT, T ORMEEE 2| EPNIZB W CHENE L 72 18~265% D % %5 & 95027
BTl EEERHIIE B2 HPV BG4 202 R (HPVORL, 11784, 165 K UMM D Ko ak
Yulff N HPVORY, 117 165 K O STUZ Bd 3 2 AR JHARE IR O J A=) ABINL T, Az
R L 72,

Eiz 2 P i3 9~ TR OB E LA R & LTz E KRB C b 2028 ER D 7Y
A NTOWNWTRATERE & ORBFEE (ERMBIER) 21T-72, T OfEE, T028RBRICH T
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MEFTAAMG 2 R E B & 95 MU OV T 9L B & W S BEFR I T HE SHE OHP VI G
SREHIRE ., BRI T DA & AR R THERRT 5 2 SIFHENICREECH D Z ki
BT < (BLEICERMTTRER T YA v & L CIIEHUAMEZ 3 HEE & 95 2 &3 s L AR,
F7o. BEEFHIZOWTIE, FEhiraerE 2 B LoD, HELMEICBT 5 GEIC O TR 5
MOFABFREL 72D DO TEX LR ZEMNPER TE DIENRERETHZ 28D 5, —
Ji. TELMRY AR T OWRER AL TD2HMT, EEHOLOA—T BT
EIEBELRWV] EORMERENT, ZNLORAHBEOME 2l % 2 TR LR, %
JEME R V22 et 2 BRI HER T2 L CF T b R EORTIINE L DEZICEY | EEFE RS
T B ARHEO2BEC I T D R A Il L7z ([X1.5: 1128),
TS OREROMEE A DL FITRT,

027Xk

ARRRERIT, 18~26m% LctE D BEARANLMEAE KR E LT, V501 UL T 7 B ROFANERE BT 5
BGRB8 3 (HPV YL T B X% HPV Y ISR A3 2 AR AR BB O ETBA) | s iU (L
KGO EF) ROLZE 2T 5 ik ItR _mERILERR TH D, AER O RMED
FEHE, 1) VS0UZE £ 5D HPV R (68, 1175, 168 K TNM8RY) DRkt 3% HPV (2L
K95 A gl . (eSS, BOUIAME ERRNIEE XX 2 o O CBE T 20, ER NI
LOREaryva—-<) ORERE VSOIREE 77 RBECHEET 2 2 L 2) V501 % 3[E8fEE
TH1n HOWETU 7 F 0285 HPV Bl Mighiikfiz V5018t L 7T B ARRECHEd 5
zrchsn, AR opEE oA s S, 2 icT—rrEELT
T LTz,

027:ABROFE R, A2 E LM E H TH 5 HPV 65, 1175, 167 ) OV 8% (B L 7 Fifee e
A QN AT B D T BN BT BN T, VSOLEED 7 T & AR BRI kb3 2 e S EE S iz, £ 72,
VS0IRED3RIBEFERL T 1415 AR O HPV 68 117, 168K QN8R 3 2 5E UGS 7 7 'R
FELHAFEICE LS 2H O HPV B3 2 5 M RS S du, V501D 3[EIHERE D AT
DONTH, BRINICERIFTH D Z LRSI,

02875k

ARRERIT, 9~17i D AR N Zeth A2 x4 & LT, V501337 7 A OFWAEERRIZ 35 1T 5
MR, R OREMZRETT 2 2 sk dbF 7 7 v A xR —EE MRt eGSR ch b, E
JRPED FEEHPIE, V501 &2 3[EBESE T4l A DR R TY 7 FUICE £ 5 HPV Ao fjghiik
iz VSOIHE L 77 B ARBECTHIT 2 2 & Th D, ARBRIL, TR HEREL 1 » AR E TOR
RN, RAeMELR OEREATE L2 T (CZEERT : kPE1~KBES) W ONZIRBR K3 [a HE R %
24 A M OSIEIFIEOFHGENEZ - L 7= T GEER T : KBrellke) nofsh iy, 20
A o BB DA S, T OkbisE©) o7 —2 22 icEE L, vsol
BEOWERE O 0k S o T 07 — 2 Z o] A o E L T Lz,

0285 BR DFE R, V501 D3[EFEREL 1 5 A O HPVERL, 1175, 165 & O8I h3- 2 HLiAA o Befa
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R OCHUARGERERIL 7 7 B RRE L ERNERICEWEZ R L, 215 O HPV BUZ 5 2 i\ ik
MRS DAL, Fio, 9~ 17O L EREERFE 1 V501 2 3[EHRE L 7= B2 HPVORL, 1173, 1657 %
OB 6 9 2 S [ X 18~ 265k A MHEIZ 61T D V501 DH e JidE & beig L T/ 7 < & b [RIFR A
ThdIENHERINTZ, SHIT, VS0ID3EEFEDO XA, ERICRFTHD Z LIRS
iz,

AARICBITAARY 7 F L OEEKOERE ORI

VS0UFED 1R TB) (RIEIRED TG %2179 L WO HBERBEREFFOV I/ F LU Tho, EAE
T &SGR A DRE LT R 16 D T3 A A 100MERR G HEIG ) (2B T, 10D
ISAARGE - DAUEFROE (BHE) & LT, TESEOMREBER O TCREZFD S5 2 LN
HBNTWVD, ZOZENDLEHLNRE I, ARIZENTS 7 E SO RBERE LU CFEOMH
DITEBERPEATH D, ZOMIEHFE L LT EYWEISER T2 BNA TSRO & oD,
V50UTZE DB TR OIDOFENZ /D 52 D5 LeEBEZ oD, o, TESE L kT 5 &40
Gl SRR T EN BB TIEH D0, FHHIEEME LS TE LT, ZOETHIICE > TE T4
AROBEETH D, —J, MBI, BtEZx5 & LT V5010 HPV IZBIES 2 5 AEIT%E
L COA M Z T 2 AR i S v T 2,

HAICE T DAY 7 F 2 OBIFE O HE

AR & 9 12, HIEEH 1% V5010 BB S I N BR RIS 13 A AR O R E B fied THIETH
5 eEx, AR BRI BERRRBR A B L, 20k, FHIOKRRHEE AL T,
AP P AL | BRT — Sy = DI BT B IRBRIE (EIRABIIRIRY) %17
oo TORR, RO OIX TENERRRBRIE N T TIxd 228, MIMERRBREGEEZ > TH
DI EETETLLOTIERN] L ORMERE,

zoifpzalE 2 < 2 I R B AR AR O 2 CAGRHI S R ATV 20 0 [E N ER
RAABR (02758 % D0287ABR) IS OV TR £ &L RV RBRIHTHZ & LT, L
LRG| 02TRBRICI T AT R REEM O EEIC B L CL B 5 ORI 5
itk 2= Liciow, 2] co2rstsasis 79 % ook b sl R L,
Z OfHR, EPNERRFBREGE O BN A, £ ORI HER: U 7 RIS R R TR Rl o B8 M
OB B3 2 R B O BERR H FEE SR O RIER G S & 7 o 72728 FIRHA 13T IH R
MREZHOBHRHE B O 217709 Z L K0 Bl 2WEEEe s LTS 2 L5 H
PEEROE AR 5 ECHRE L Ll L, £z, 2ffrokaa g L 2tk o CTD
DHZIEARL LTRI LA, AROHFEICAIY | eCTD Z1EAL LIARHHEZIT ) 2 &
AN L0 RIOEGRIC SR D & DRERICE S T2, 20 &9 235505 20 n iR
FEAGBHIRE Z D T T RAICED T eCTD Z1EA L LIZBGEGEARBHG 2175 2 & & LT,

0275BR 351 D A7 S AR AT e G2 4 [ 0D [l 7 R UNBIIRAT O B st B9~ 2 ke
0273858 Cid, IMIEHLAMM I E R (4 K% OV HPV DNA PCR FIf{A % B OMIE T = — 712 B H
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L7y, SRR T = — 71 28K 7 ~uizid, B S (Allocation No ; LA R, AN).
BT M OKBERFED O L UDHIFINTE Y, R HI% 5 (Baseline No ; UL T, BN)

k@W&WH(HT\&m)iﬁﬁ%ME‘ CTFEECTREIT DL ENHES N TV,

—J7. o27kERpase k) Qe o EMomBRERIER kil (Day 1) 1281 5 ik
TV EORMEFRNAMEIES Nz, BHEEE T, UREESHER SN IZERIC, SRR ERfERIZ
KT DK T N DOFF NPT D8, =Y U I X DBIRT VRO O, R
BiIERZMIE L. € OBROBIKOBRR WIS E ST,

T ZCHIFEE I, BRI BN E D = EMEMT )G 4ER] (Per Protocol Efficacy ; LA, PPE) D[
TEN ONT 2473% PPE C O R ER AR O TR 2 R 9~ 5 72 6O OB T O BERIZ OV TRRET 21772 -
7o

027:BRIZI WV Ti, BB CEHEITON TV A REEIR O TIE & [FEE, BIKIX BN & AN [

DFEAPEDHETR K O Date DREEDNRBR MM TIThb =%, BN OMRE | & — DS IR8R S i
R DRIREEIN L CREORAE R v ¥ —ICREE 5B Lz, 228, EAREE ¥ —I2B 0T
. RIEOBIEFEROREMEIZ LY BHEEFROESHEZHRL T e, 20X 21C, Mik7~X
v LD JBMERG I TR E R O 7S F-3E & THC#E L 72 BN & Date (& K > THERE & ik
ZREIETEDT2D, BIKT VOB EENH > T RIBIZBNTE, ZORMENHERTE D &
HEEE R L, nx . maEE R ckEokE Ry 2 —ERRIL, BiEEr 2 —
PICB T DRIRDBIRICEI LT, 445 L OmEAAE U T, BANS B SN B MR E O
RARD BTG ROEI T v 2T 23 MR ER 21T o7, ZORER., BARNLEM S
T2 BRI R OBR D BYEE OB BIL, KEOKRAE L Z —ICTHEIIATObA TR Y | HRiIKEH
VAT LOIKIGRBIENS . TR TOMKBOBMEN L —ZAT&E 2 Z L 2GR LT,

LLED XL ST, BIKT L OREHEIEESENTON T 2RIBIZON THBRE ZF5E TE /2729,
AEBRBHAGRTICHUE L 72 IRBR IS F M 2> & O BB 2R B 2 BN - SB[ D 4 % PPE & L7T-, [RIFF
(2, 22 DOfRHTEER (ORRIE T~V OFHIE EN & - T-988HE % PPE 7 O RSN L7-4EM, Offk
T OV DFERIE LS O & o T- R E & ORI EE 03 % < A S 107232 O TRER FEHifi % CTHLA
ANDNT= T R TOPERE % PPE 2> DRSS L7z 8EM) ZEH L2 ES T 2170, Hif&i72 PPE
TO);W%E}Z*?Q@EE@%%EEE N RV I DY e

ok, maaERqen ico2rmBro T — 2 A EE L, BEFEIE LT, 2O/, AHIO

Eiii}\irr X DA NE, IR IRIE R OV RVEDSRGE S hu, JESHTORER, PPE TORBRAL
FE OB D R STz,

PLEdD X 91z, 027308k K 0285 BR DGR L 0 | AFI D HAR N MEIZ I T DA 20, S ik,
EMPHERINTZZ Enb, 2T OENBKRBRDOREREEZ D> CTARGEEITHY>Z & &L
77,
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N

AR (R) KOHE - & (B
R (F) ROHE - HE (8 3 BTOLIETELTND,

HARIZET 5%
AARICBIT D%

X

2k
He
2k
He

[ZheE - 2028 (2]

AHNT, & hAAE R =T AV K D FEEE, SR OO, B UIREARE, R
Faryr—v kOt hER—v T ANV AERIS T DTV 7 F o Th D,

TRUREBO T
. B hRER—v DA LA R ONSENT & 5 S, S, e
2. B PRER—v A AL RAUEONIZ L2 REF VR —7

b M r—<r A 268, 118 168 CNISHL DG PRI R N2 51 & 2 FraiE 3L 5
TR 28 O T Bh
1. a8 EEANIES: (CIN) 7 L— R2E OV b— R3WFONS = SR B2 N IE  (AIS)
2. FESE ERNEE (CIN) 7 L— 1
3. 002 EREENEERSS (VIN) 7 L— R2K OV L— K3
4. W& FRENIES; (VaIN) 7 L— R2K U L — K3
5. 4 R NEES (VIN) 7 L— RINEONCEE B ANIES (VaIN) 7 L — K1

URis - & (B)]

95k LA LR, 11810.5 mL ZAE3E], BRSS9 5, g, 20 HIZ0EEE D25 A%,
3 H X6 5 A %I FERED AL CTHEfEd 2,
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% | REBRSEERR — U
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B | RITRIEERER — 0

Z O FEERBR L2 E BB E B

B W
ol e——rt . LR B
ey I WA
il A oW el 2l
sl WA oA~
. L | rr———— . ———— 2 & R B E
E‘;g N OV 4 M2k ———— 0 ] A
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1 FEEOFE R

V501t h/3E'm—~ 71 /LA (Human Papillomavirus : HPV) (2L »> TH & Z S b, 2
e, REarya—~< kWSRO TEANETHT 27 F - THY, 2010F11ABIE, K
[E ) OV EU & & et 1308 Lo ESUIHIR TRGE ST 5,

FHEENCBT D - R L O - HESOERRIZ[F1.6: 1R, £z, REHNRE
FSCEE LT KREVA SCER OBURHEICEB T 2R 3CE (O TV KRR > 2 FHo2fE5H)
OWEE (FIFR) A2[#1.6: 2], [#1.6: 3] [#1.6: 4lT7T & & HIT, FNENOERM LEDH
XEBA L ([1.6.2.1] [1.622]1% T [1.6.2.3]), 7235, EUGREIIH RHFAE ST L V&R S,
FEOWRM CEONEIZFRETH 5,
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#1.6:1 FEENCBIT S V501D AR (Z1)
E4 i oned KEBEART FIF - G ZhHE - B Ak A

KE GARDASIL®  [20064E6 H8H | 1[EI /A TR | Lotk HE
TLT 4N RYY | 9~26m DT LT, U [ AFNIX1R0.5 mL 20, 25 H & U6
N I FAEEND APV U | 5 A OEF3EL fHANICIER T

FoTlakRz&ENs FRE |5,
05mLFOERRE | HEEOT
6% 1 20 pgt o HPV 167 OM8AIZ K
117 : 40 pg'? L E S, SR, N | B IE
1654 : 40 pg* ¥ K OV P9 PRNTES D 7,
1874 : 20 pg? o HPV ORI L OMIBNZ X | i = A5 IF R BRIUSE AR L2 AH
HREa Ly Vn—= ZHRNERT 5,

M HPV A
¥ RLIZZABE (B
REeisk) &L

JOVHPV 651 115, 167
K ONSFNZ X B T RRATE X
X RIERIRE DT
o - ESHER_E RN
(CIN) 7' L— R23% %
- SHES b Kz PN AR
(AIS)
o EYHES LN IEE
(CIN) Z'L—FK1
o HMEE ERNIES (VIN)
T —R2EOT L—F
3
o & FRCNIESE (VaIN) 7
L— 2K O L— K3
o TP ERZNIESE (AIN)
7' L—FK1, ZL—R2
KO L— 13

Bk

9~26EDBIEICH LT, U

7 FTEEND HPV AL

FoTHlERIEND TR

DT

e HPV 16 K DML K
oY INEE

o HPV ORI K OMIENZ X
ARFEaryVu—~

K OVHPV 651, 1151 165!

L OB & % FRiAiE X

IXBERIRE D TR :

o JLFH ERZNIES (AIN)
JL—TFR1l, ZL—1R2
KO L— K3

AFN O K O 2 (2 B
T B

KT F BRI e
27 Y == IR 9
HHDTIFRNWI L&, &
Fifi Xl R B OV |2
B2 5T L, REIZHEMmL
To eI, 2o FAEZHE
WEESEA Y ) —=2
Tk L TR DM EN D
Do

LM A 7 ) — = 7 %%
I X5 ICEMICERER
TV D ANIF, ARIOERER
bl LTI NEZIT D%
EhbH D,
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H—=F N
1.6 AENZRT D HEHRDILEIZBE Y 2 &k

#1.6: 1 FHEENZBIT D V501 ORI (FD2)

4 BRFE4 HGREN BT AT - Ei ZIHE - 2R ik - &
KE BRI RS LTY
() FUCEHEEND ROEEN

JRWHPV AN L= &
N DA, £ ORIZIER
T HEBIIXT AARAOT
BHghFIT R ST,
AHKNL, BEAFOMERRELES
AR, T SERE, SR,
g, NLF9EE. % b
BeNIESS . ShBE bR IS
f b Rz PN B OVILFY | 2
NIEIEOIRIRICHER 35 2
EEBEXTHLOTIER
U,

Uy F A E N2 HPV
RN KT BB D
AR OTHIRIT R ST
WU,
FTRTOSERE, RO
TP 23 HPV (TR LT
DT TIEZewn, Fi2, K
1% HPV 1674 & OV 187 (12
LoThlEkz a4t
. I K O IR L
TOHTHNRERT,
AFiE, HPV ITHER LR
PR R IR O T BAZh R
[ESA4AN

AR OBERRILT 7 F Wb
FEE 2RI THIRERT
HD TR,

2T EOEIZ BT B
HPV (2K 2 15 S E
e ES (CIN) 27 L— K2
KON V— R33FEAESE
DEVIRE (AIS X5
EgE) \x A ARAIOFBE
FNIR ST,

1.6 AENZRT HEARNE BT 288
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H—H v
1.6 SMENZ IS T DRI E ICB 3 2 Bk

#1.6:1 FHEENZBIT D V501D R (ZD3)
E4 WFe4 KIBEART FIE - G BhEE - ZhiR Mk - A&
BB GARDASIL®  [20064E9H20H | 1EIASA 7 A KON AFIL, 9552 HHEEAIRE | AHNIZ1H0.5 mL %20, 2% 0% % H
rFaw, [ KDY TV T7 4N RV | FRIVIFUoTHD DIE[D A 2 — VTPV EEFE
— 5 % |SILGARD® % o PEERFELLE (FEEEE. |5,
(EU ¢ SMEER K ONE) O FiTjE
L T K 0.5mL FO&EH & ZER O HPV OB A 7Y 2 — VO ZE N
) 6% : 20 pg* WZALIRI 2 1 S 7R3 A%, 208 B BRI ) e BERE
1178 : 40 pg* o FEDHPV RUTEKRL |25 b1y AR, 3EA
1654 : 40 pg* REarVon—< PefE 2 HEERE N B 7 < & b
187 : 20 pg* 3% ALLEFERRZ @ CEERET 2
b, VEUNIC3EI DA & T
P HPV Y 7 T5Z &,
v FLI1-2AHE
(FeRksk) & LT IBNNBEFR O M EEVE I THESL LT
720,
INREAS~OBRE O ARTE O/
WX D ARHN O AT,
AFNIHANICIENT 5 2 &, #
FETBALIE, bW = 0 SRR DY
GIEY (R
AFNTMAEF NI HERE L CTide b
R, R RO NERE T
LRI L T Rno T, #iEsh
AN
AFN ORISR A = T 7= F 2,
3EIOPEREZE5E T35 2 & iR
35,
HF % | GARDASIL®  |20064E7 A 10H [ 1B NA 7RO RFNE, 9~265% D LMK | AANILL T D A7 Y 20— hiE

PA YD)
V%

0.5mL POEHE
6% 1 20 gt
1174 : 40 pg*
1654 : 40 pg?
1878 : 20 ug*

P HPV Y 7
v RLI72A A
(BeRkdsR) & LT

TA b M —<T AL

A (HPV) 6%, 111, 164

KONSHNZ X B e, RO

oo HPV BB L2 T

FEROTH T F o Th

2o

- TESEE

=N

S RFEarvo—<

- TESHE LR NIE (AIS)

- TESET B NIES (CIN)
7= 2RO L— K3

- A& B NRESE (VIN) 27
L— 2K OV L— K3

- ER IS (VaIN) 7 L
— 2K O L— K3

- T ESHER _E R NIEE (CIN)
71— Rl

AFNEL. 9~265% D BT %t
35 HPVOHE!, 118, 168}
Q18T K 5 Y X O HPV
UK ORI k- TH i
ZEnsrREayVe—<
DYV 7T TH D,

95k AT D /N K U7 A b
DMK T DARFN DR 4
PR OFMEIT RS TWD
720N,

U, 1E0.5 mL 2 A FF3EL, fiAN
IZERT 5,
YVIEEERE : LR DA

28] B #EFE « PlEIEEE2 » A%
3[al H#EFE « PllalEEfEe » A 1%

WS 120, 2K V6 ADT 7
FUBRE A Y 2 —VITHED
L AR T B, HESRBERER Y 2
— B GM L7Z5A X, 2EH
BRI S DR E b
H A LA R, 3B HEERET20R] H B2
MeR b3 AL EMEE
BNTHE/ET S Z L, HEUNICS
FlOBFEZK TS &,

R 5 1k
I = A 7 SRR P B LA
Fl & BRNTES T 2,

ARFNELIMAEAICEERE L CTiE72 56
2N, R ROV NEERR IR L
TWRNWOT, #ESEX R0,

1.6 AENZRT HEARNE BT 288
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H—=F N
1.6 AENZRT D HEHRDILEIZBE Y 2 &k

#1.6:1 FHEENZBIT D V501D IR (ZD4)
4 WR5E4 RGRAEART FIEL - G & ZhHE - B A AR
Z— A b | GARDASIL®  [20065E6 H 16 B | 1[E /S 7V L O | AFNE, 9~455%5 D Lot | AFNTI~155% D T & Jr (M 16~45
707 FLTANRYY TS, b MR n Y [ BOLMICHRET 5 - L A
DX ANA (HPV) 68, 1178, |95 (I%hig - W3R M),
168 RN (U7 F iz | HE
05mL FOEHEE |EGEN5 HPVAED [ZX D1 | AFNTLL T D R 7Y o2 — it
6% 1 20 pg* HSEE, SMER RO, | W, 10\0.5 mL & & RF3EL AN
1178 : 40 pg? A SUTRIBEORZE . WO | ICHEHT 5,
167 : 40 pg* WZREa v —~ KO | #laEE : RO/
187 : 20 pg* YeDTRED 7 F o ThD, |20IHBER : YRR » H %
3[E] B R YllEEREG » A %
PR Z HPV B | AENL, 9~ 155% D Bk %
VRLITZABRE (B T2 b a—~ AL [ BEFE 10, 2K V6 AT Y
FEH¥K) L LT Z (HPV) 6%l 117 16| F AV a—IHtH =
FIR N (U7 F g | L &HRT 5, 12770, BRRR
FN D HPV HY) (T X B | T3 O E 1FELINICZ T
DOFYBT 7 F L Th D, TR IC B W TH MDD
LENTNWDZ D, HEEATY
$16~ 26 DBV T | 2 — VOB FENMHERBEAIT, 2
TR SN EMEDS . 167 | [\l B BRI 9IERERE A 5072 <
FimOEFICEBWTHHER| & b1y AL, 30 H #2200
M, SRR MERER 2 £ | HEEREA S0 b3 AR
LCHERL TV D, MRz EWCEERT 52 &,
AL WaRE
b = A 1 ST BRI B LA
F % NS 5,
AFNTMENICHEREL TR b
RN, T RO NBERE IR L
TWVZRNWOT, IR,
7'Z ¥ | Quadrivalent 2006E8 A28 H | 1IIEIHANA T AR | AKANX, 20O b3 | KENXO~265 O IR T 5
Human FL 74N RV | Er—~T LA (HPV) |2 & 3#5E4 5,
Papillomavirus D BNZ K AHE, AT UL RIE
(Types 6, 11, 16, RS, REarVn— |HE
- 05mL HOEHRE | ROBPEOFEET 7 F 2T | AFNILLFO RS2 2 — T
vaccine ® 6% 1 20 pg* »o, vy, 10505 mL A FEF3EL fEN
117 : 40 pg? AFNE HPV 168 L O 8H [ IZHHT 5,
1674+ 40 pg? 12X D PR BE v WIElERE  {EE DR
187 : 20 ug* 5, 2081 H#EFE « PllalEEE2 » A%
o TESHRE 3Bl H Befd - WllElEEREG » A #
POMAZXHPV A T | e e SHES bR PR
¥ RL1=ABE (9 (AIS) WS 120, 2K V6H ADT 7

RefSR) & LT

o TESEE R NI
(CIN) Z'L— RK2KO®
7 L— K3
o SNRER¥E. RN
o Shia ERNIER (VIN)
JL—R2ENTL— R
3
o JE ERNIESE (VaIN)
TL—R2EO7 L—FK
3
AAIX HPV 624, 1151, 16
TR NN X 5 TRk
YT 5,
o TESEE B R NI
(CIN) Z'L—F1
o RFEaLTVu—
e VL —FIDOVINKY
L — K1 VaIN
e HPV D&Y

F B A Y 2 —LITHED =
LEHEET D, 2L, EARHRER
TII3E OBEFE & [EELINICZ
T~ BRI B THEIIMEN R
SNTNWD 2 E0G, Ay
2= /VOEENLELREAIE, 2
[l H BRI P EHERE D 5 A 72 <
Eb1p AR, 3FHEEMIT20E
BNV L35 ALLE
MG ZBEWCERTD 2 L,
BTk

I = A4 A% SRR PY BB A LA
Bl % ANERT 5,

AFNTMAEICHER L Tlde b
eV, BT R OB RIS L
TV T, #EShaen,

TRFEA H L LT, WIEFRROMEA H & FRl Lz,

1.6 AENZRT HEARNE BT 288
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H—=F N

1.6 SENC T D ARG B3 5 Bk
#1.6:2 KEIRASCE (£201)
E4 KE
WR5e4 GARDASIL"
Stt4 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Whitehouse Station, N.J., U.S.A.

A - &

1EHANA TARRT LT 4V Ry oy

KR0S mL FOEH R :
6% : 20 pg "
117 : 40 pg”
165 : 40 pg”’
18%1 : 20 ug”

TR Z HPV H 7Y R LI AEE (FBERHsk) & LT

BRE - R

#ZHE

9~ 26D LMK LT, VI FUNTEEND HPV AN L > THIZ R Z END FitEBO T -
o HPV I6WI R ONSANC X 2 ESEf, SMam, & OHT M

o HPVORIKLDAZ LB REa Ly Vu—

K OVHPV 65 118 1678 ) N8BT K 5 FReRiiE UL EIE IR L DO TF

o TESEES ERNIES (CIN) 7v—hm&0¥*@%ﬁﬁﬁ%ﬁ (AIS)

o ESHES ERANIESE (CIN) 7 L— K1

e ERENIEE (VIN) 7 L— R2E OV L— K3

i B ANIES (VaIN) 27 L— K2R O L — 3

JLFS ERZPIES (AIN) 7 L— K1, 7 L— R2KE T L— 3

Bk

I~ 26D BIEIZH LT, U F L& END HPV BC L 5 TRl X - &b FaRBO b :
o HPV 165! L N8R L 2 TP

o HPVOAIKRUNAZ L AREa L Vu——

S OVHPV 65 118 165} ONSANC X 5 FRoAi#E T BRI E DT

o LM LEMIEE (AIN) ZL—Rl, ZL— 27 L— 3

AANDFEH K A I B4 25 BRA

KU F BT FEGEA 7 ) —= 7200 5 2 bOTERN T & &, EAIIHRHEES L OR#EHIC
6222 &, AR EHER LIz Zihix, W OEEICEVWFESEA 7 ) —= 0 7 &flE LT 2 ER H
5 (A CEF SO HEERE TR 2 2~ 1HHR ZH),

HLFEER 27 V) — =2 7 %50 2 & 9 ICEMICH TR ST 2 AT, AR O bkt L CZae=id 24
B D (RASCEFECOITH YRS B2 D& Hi) 2R,

WBEICHERBEN LTI FUCEEND ROEENRVHPY B L2 3B DA, Tolicik
K7 2B BT 2 ARHNO T RITTREN TR GRASCERCO14.458, 14578 KRR 2H),

AN, BEAFOMEZRELDARZA, T =S, SR, B NLPIE, 7 S LR PR, A2 b s NS
%L&Wﬁ%&@ﬂﬁk&ﬁﬁf@ﬁﬂ WHEMT 2 2 L2 BT 20D TIERY,

U7 FAZE e HPV BRUTR R 2 B BIZKET A ARAN O PRI R N T e (R SCEFR IO
14455, 1455 [EERRB SH),

T T OHEE, TR OIS HPV ISEE LTV A b TldRw, £7-. AAIE HPV 168 K% 88T
Ko THlI&EZ SN, 8 & QLI L COAR TR E2 7R,

AFNE, HPVITER L 722 W IR JE IR A O PRI R 720,
AR ORI T 7 F o WHERAE 2RI TR EZRT O TIER Y,

27 LA EOIMEIZ I T B HPV IC #é%*“%ﬁ&ﬁﬁﬁ(am 7 L— 2RO L— 3T EREE
@mwrﬁ(Amxm%*ﬁﬁ) KT 2 ARFN D TR IR S TR,

1.6 AENZRT HEARNE BT 288
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H—=F N

1.6 SENCRT D RIECBET 2 &R

#1.6:2 KERASCE (202)

=4 K=
ik - & HE ) ] )
AFNT1E0.5 mL %0, 24 H R O6r HOEF3E, HIWMICER T2 (IS SCERCO14.85H TERKRER)
ZH),
BRIk
RN TS D Zx,
BEARNC IRV IBE S 2 &, BEIREEZHERF T 2720 BV IREHB, Benickbs45 2 L, AAIT
FIRL7Z0 o T 7 F o fELIRA LY LTI L20, AFNTEV IRE-%., ABTRAITHD, A
FIEAERTIC I B R OB AN RV EBIR THERRT 5 2 &, BYORASUTE NGRSO S-S L
A AR
el = A ST R BE A AT & F AN SR 5,
AR R RIS SN TR, BEIC XV ERETHRMRERD D Z L2 D | RFNERE 1555 134
FEHEORIEZ BT D 2 L2 M1 5 (WA SCEFESIOSTE M5 R OB EoEE) 21,
1E AL T VO
1EAASA TAHFDT 7 F 2005 mL ZEREH L OERF 2 AOTERS L, EenIERT 5,
TV 74V RV PO
FHIRE SN TR, AN HSICIRVIBE S 2 &, YU U PICERICHEE SN D & T2 REHE Y I
AL > T [T 5, EEPIHCENEREEZ #5925,
AR OE R | RANIHRNES A OBERAICTH Y . 1EIED0SmL AV AL T ATT L7 )V RV U Y OR TS

END (KD O—BEITEMSCERSCOITE THRL - Mk 28),

3N WO SE IR
ABNDORKS THHBERICEE DT LA — 5% B9 2 FH UIARIOEREZ IGRBUEDERZ 2 L2 &
N HE (R SCEFCOIIIE TR - Mk 28),

s OVERE | | KA
DU AR L0 B ISR E LD HEME S S0 | BEIC LV ERETHIHELH D 2 L b, AHIEE

T 15y RIS HAEE OIRIE A BT 5 2 L 204 5, AFIEE%IC, & EITREMERUHEETRZ O
R BN & 1 5 Joih b A STV D, RS FRE R MR 2 0 0 H6 15— e T — AR
IE ML T LU TR ORI X0 MR A T 5 2 LT L 0 iRk 5,

T LILVE =S~ DR
BH%EOT 7 4 7% KR LT, EHISHEEZRAENENS K5I LTI L,

1.6 AENZRT HEARNE BT 288
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H—=F N

1.6 SENCRT D RIECBET 2 &R

#1.6:2 KERASCE (£203)
R4 K[E]
FIVER BIEH O AR S

ARFMEMIT, BERR. JEEL, BELL R ONVREIMES UV NS RFITESALS G U0, TEIR. fIBE, % 5 5
KOWHIN) 23388 Sz,

AFIRERIC, & I THREPEFEPEEB)CZ O EGER) & fF 5 KA b S ST 5, IREIC X 0 R
EIDHEAELHDH T s, ARIBEREZ 1S MISEERE ORELBIZRT 2 2 L 2T 5 (R SGEFSC
D51 TS L O FOER ] B,

AHHEREE DT F 7 4 T =N mE STV 35,

B R R BR 1 T IS G 2 DR % 72 dRIL T CHEME SN2 72, AFIOEERRER TRO O NZRIERORREZ | il
DU 7 F BN ORGERRBROFE R L BT Z L1XTE Ry, £, EBOBKRRZICBT 5 RARE
BB TR W ATRENE RS B 5

9~455% D LMY ERE B N9~ 2655 D T MR ERE 1Z B 1T B Ak iR R

TODOEKRRE [ HSHARIIT LI AL REXIRA T oA Mg (AAHS) X, 13RI 40
EART 7 2R, RRBISIERE] (28T, ALY A, Z0R25 AR 6 A%IZ18,08360HHE
WZARA, AAHS SUFABEIK 7 7 B R 2B L, AF. AAHS XUIABEEK 7 7 &R OBl 14 B [,
U F o HEEMWEREIC L A RENOFMEIT o, UV F o BEEAWEREEIC L - TaMEEH S h
T-AL AU S5 CTO~45m DR E 1X. GARDASIL #£ T10,088%1, AAHS % FRE SUIAEFRAIEK 77 B RBET
799561 T o 7=, RIEROT-DRERZ FIE LA I DB Th o7 (02%), RV SERMICE
NT29~265% D LMERERE D AFEONFRIT, A A623%, &A=y 7 (BRAKVHAAN) 17.6%, 77 N6.8%,
ZOM6.7%. BAN64%, T AU BHEER0I% T o7z, LRV RERICE F I T-24~4555% D M
BREDONEOANTRIT, AAN20.6%, B A=y (BAKOCAN) 432%., 77 A31.2%, Z£OM0.2%, &
AN4.8%., T A Y DFAEROI%TH T, RRMEMITHREMZE L= BRSO NEONRIZ, AA
42.0%, A=y 7 (BAKROCAN) 197%. 77 A11.0%. ZTOMM11.2%,. BA159%,. 7 AV TR ER
0.1%TdH - 7=,

9~265% D LA L <R b iz FEFHBAL O BIE A
AFN 2 Bl U 7o MR I WO AL OREWER O 5 6. 1.0%LL EICRBL L, 2> 2FBLRD AAHS
SHREESUT BRI K T T RELIY bEVLDERITRT,

F1 9~268% D IVEPRE [T T D IEH AL OENERT

A PRAEK
GARDASIL AAHS % FRRE 75w AR
RITEM (N = 5088) (N = 3470) (N =320)
(V7 F U #fE%1~58H) FBHE (%) FHE (%) HKHE (%)
ST
LI 83.9 75.4 48.6
JEE 254 15.8 7.3
HLEE 24.7 18.4 12.1
& 9 FERK 32 2.8 0.6
PA i 2.8 32 1.6

—

L0 L EOEREAORITER

PTIAI=ULAE RRFURAT oA MilgE

GARDASIL O % 52 1 F 72 5 BRE 128 T, 10%2A BICHEBLL . 2238 BLEA AAHS X IRIE XL 7" 7 & At

9~26)% D PPEPEREIZ L < FRWD 6 7= RO O FILVE A
AFN a2 Bl U - BHERE 2R WL ML ORNER O 5 6. 1.0%LL EICRB L, 2 2FBEI AAHS
SR SO AEEBE KT 7R LD bRV O ERAUTIRT,

F2  9~26% D BIER AR T B IS EAL O RIVEHT

AP A K
GARDASIL AAHS* 5} R 7T R
RIEM (N =3093) (N =2029) (N=274)
(D7 F 8tk ~5AH) FHBE (%) HBIE (%) FBE (%)
ST
E2n) 61.4 50.8 41.6
FLBE 16.7 14.1 14.5
fERE 13.9 9.6 8.2
& 1.0 0.3 3.3

—

E 0 b RO RS ORIET

PAI=UAE FuX iR AT oA MRRE

GARDASIL OH:f % 52 1 T2 R 128V T 10%EL BICHE L, 238 BLRA AAHS R UZ 7 T & R EiRE

1.6 AENZRT HEARNE BT 288
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H—H v

1.6 SENCRT D RIECBET 2 &R

#1.6:2 KEWHSCE (F04)

4 K[E
A 9~ 26280 LPEPIRE N5 % EF = & D eI 0 O BIE R DEEA
) LR 5 % 5 = & VI B D RITE P ORRNT % 31T, PESHAE ORI & 4% L 7 dobepi

BRED D B, 94.3%IZFH B AV IESHBAL O BIVE R XS XS hEEE CTh - 72,

3 9~265% DLERBR A I B FEFERAL O BIVE O BEFE 4 AT
(U7 F U 3:tk1~5H H)

AR R
GARDASIL #% AAHS' % FERE 7T R
HEE (%) HEE (%) HHE (%)
1= H 2[5 H RICIRE| 1= H 2[5 H RICIRE| 1[=1H 2[FH 3[EH
ARG | BERRIR | BERRfR | HERERR | BEMERR | BERERR | HERERR | BEMERR | MR
N¥ = N= N= N= N= N= N= N= N=
EIEA 5011 4924 4818 3410 3351 3295 315 301 300
IR 63.4 60.7 62.7 57.0 478 49.6 33.7 20.3 27.3
R R 62.5 59.7 612 56.6 473 489 33.3 20.3 27.0
I 0.9 1.0 1.5 0.4 0.5 0.6 03 0.0 0.3
JEE S 10.2 12.8 15.1 8.2 75 7.6 4.4 3.0 33
R A 9.6 11.9 142 8.1 7.2 73 4.4 3.0 33
Y 0.6 0.8 0.9 0.2 0.2 0.2 0.0 0.0 0.0
FLEES 9.2 12.1 14.7 9.8 8.4 8.9 7.3 53 5.7
R A 9.0 11.7 14.3 9.5 8.4 8.8 73 53 5.7
HE 0.2 0.3 0.4 0.3 0.1 0.1 0.0 0.0 0.0

P7PAI=Lt FaxiRA 7 =4 Mg
POBBRAAT o T R
S EIRR ORBEORRE L, KRES (f 2 F) ICTX > TEMl « 885 - 0~=1, PEJEE  >1~=2, B >2

9~26% D BHEYBRE IR D BERE Z & O PEFHERAL O BIVE A O SR

BYASRE BT DL T & OTEFHEL O BIVEH OffHT 2 R4RT,

TEEFRAL OFIWER 2 A L7 BIEEERE D 9 5. 96.4%\ZF &7 TEHTEBAL O FIlVE A I3 B S A5 R & )
E I,

£ 9261 D BIEBLERE (BT D FEFERALO BIVEH O BEFE % AEM
(U7 F U #fitk1~5H H)

PR K
GARDASIL AAHS ) R RE VAR 3
FHE (%) FHE (%) FHE (%)
1[=1H 2[FH 3[EH 1[5 H 201 H 3[alH 1= H 2[al H 3[al H
AR, | BERETR | PEREfR | HEEER | HEEERR | WERER | AR | BEEER | BEREfL
N¥ = N= N= N= N= N= N= N= N=
EIEM 3003 2898 2826 1950 1854 1799 269 263 259
L3 44.7 36.9 34.4 384 28.2 25.8 275 20.5 16.2
R A 44.5 36.4 34.1 37.9 28.2 25.5 275 20.2 16.2
B 0.2 0.5 0.3 0.4 0.1 0.3 0.0 0.4 0.0
JEE RS 5.6 6.6 7.7 5.6 45 4.1 438 1.5 3.5
R A 5.3 6.2 7.1 5.4 4.5 4.0 4.8 1.5 3.1
HE 0.2 0.3 0.5 0.2 0.0 0.1 0.0 0.0 0.4
FTBES 7.2 8.0 8.7 8.3 6.3 5.7 7.1 5.7 5.0
R A 6.8 7.7 8.3 8.0 6.2 5.6 7.1 5.7 5.0
HE 0.3 0.2 0.3 0.2 0.1 0.1 0.0 0.0 0.0

T7AI=vht FuXxiRRA T =4 il
BB AT o T BRI
S ER MR OSTHEDOIRE X, KE & (f U F) (k- TRl - R : 0~=1, W& >1~=<2, HE :>2

9~265% D LAEBR TN\ T L <D & N7z FEHENE DS D FIE

WTNOERBEIZB N TH, &b Z <R DI EHEA LA OBIER LR CdH -7 (GARDASIL # =
28.2%. AAHS MBI ST AR RIE K 7T EAREE =284%), KRICE K B b TEREA LIS O BIVER 3%
#THo72 (GARDASIL #f =13.0%. AAHS & BEEUIAHEAEK T 7 2R =11.2%),

ARHN 2 Bl U T MR IRV T 1.0% L, RITRBL L, 223883 AAHS KRB U AFLRIEK 7 T

TARBELFE U I ERBEL Y biEho 7, T A ORIER 22512577,

1.6 AENZRT HEARNE BT 288
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H—=F N

1.6 SENCRT D RIECBET 2 &R

#1.6:2 KERASCE (205)
EH4 KIE
EI1ER £S5 9265 D LERRE 1 K < FRW B AL L LIS O EIE A
(&) (GARDASIL #f = 1e#E) '
AAHS HERE 1T
GARDASIL B AT T & R
mIEM (N =5088) (N =3790)
(V7 F % 1~158 H) FHEE (%) FEE (%)
HEN 13.0 11.2
L 6.7 6.5
FEIMED E W 4.0 3.7
T 3.6 35
[ 24 1.9
K 2.0 L5
LRl 15 14
B R 15 1.5
P& 1.4 12
B 12 0.9
TRHRE 12 0.9
kil 11 0.9

T GARDASIL O % %2 T BRIV T 1 0%EA FICHBL L, 2 DRELERDS AAHS *REE L7 T & R R
L0 b @O RN S O EIFE
FTPAI=ULAE FuX IR AT oA Mg

9~ 265 D BIEPBRE 1T BV T X <GB b 7= EH AL LA O BIVE

WTNOEMREIZB N TH, Kb <R DN ESHBAL LS OBIERILEE CdH -7 (GARDASIL #f =
12.3%, AAHS XIREESUTAEBLAIEK 75 B AREE = 11.2%), RICE < 3D BT 1EEE AL LA O BIE 1358
#Tho7- (GARDASIL # =8.3%. AAHS XHRHENITAEBBE KT 7 B RHE =6.5%),

AR 2 Bl U 7o BRI 2V T 1.0%LL RICRBL L, 2> D38BLRY AAHS RFRRBE U ABRIEK T 7
TARBELERERUNT T BRBEL Y b E D 2 EFEAL LA O EIWEH 2 61w,

6 9~26m D BMEMIRE 1T K <GB DAL IESHEAL LS O EIEH

(GARDASIL #t=x R |
AAHS % FREE S 1%
GARDASIL Bf IR T T B AR

EI1EH (N =3093) (N =2303)

(V7 F U #f%1~15H H) FHHE (%) HHE (%)

GE 12.3 11.2

FEEN 83 6.5

M Ve EE A 2.8 2.1

T 2.7 22

L HTE S 26 2.6

BTN 2.0 1.0

R ARGE R 15 1.0

R 1.4 1.4

7 PR 13 0.7

EEIME D F U 12 0.9

g - 1.0 0.8

T GARDASIL O#:f % %2 T 1B 1B Ty 1 0%EA FICHBL L, 2 ORELERDS AAHS *REE L7 T & R R
L0 b @O RN S O &IFE
FIAI=ULAE Xyl AT = MR
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H—H v
1.6 SMENZ IS T DRI E ICB 3 2 Bk

#1.6:2 KERASCE (Z206)

4, K[
A A 9~ 2680 LM EPRE |~ 551 % B = & D T DL

(Ex) LR B DHERE = & DRIDIRNT % £ NRT,

7 9265 D LMW (T B DR OB DR
(V7 F 8tk 1~5A H)

AAHSSRRE X
GARDASIL AR T T B R
FHHE (%) FHHE (%)
1= H 2[=1H RIEIRE| JIEIRE 2[5 H RCIRE}
Pefdl% Btk B % Hefdth Pt
5 (F) N* = 4945 N = 4804 N =4671 N = 3681 N =3564 N = 3467
10024 1024 3.7 4.1 4.4 3.1 3.8 3.6
10204 0.3 0.5 0.5 0.2 0.4 0.5

TNl =vhe FuXiRRA7 oA MR
FOBBRAAT o T PR

9~26i% D BYEBBRE (351 2 R Z & DIEEAD A
BYEREBRE (2 381T D8R 2 & DIENDIRHT & K-ITR T,

8 9~265% D B HEEERF |21 2 BEit: DI EAND I
(V7T BEfi%I~5HH)

AAHSS RRE X
GARDASIL # AEPRRIEKT T 2 RRE
FHHE (%) FEE (%)
1= B 2[E] B 3EH 1[5 B 2[6] H 3[E H
Pefdf% Befdts Hefdth PR Hefdth PefEt%
KR (F) N¥=2972 N = 2849 N =2792 N=2194 N =2079 N = 2046
10024 _F 102K 2.4 2.5 2.3 2.1 2.3 1.6
10204 0.6 0.5 0.5 0.5 0.3 0.3

T7AI=0vht FuXxihA 7 =4 il
OB AT o T R

R REMIC R T 2 EEZRRIER

AHNOEFEARRERIZ IV T, GARDASIL # UL 7 7 £ ATEO#ERE 7129,323%1 % (9~455% D 4ot} U9~26
%D BHEMERE ; GARDASIL # : 15,7061, AAHS %I R#EE : 13,0236, AEBAEKT T B AR 59441) . 3
25805 [GARDASIL ¥ : 1281 (0.8%). 77 &AREE : 13061 (1.0%) ] 7235, FEHEALLIS O EE Z2BIVEM %
L.

2RI GEER] (29,32361) D5 B 0.04%DOHEERE (KRR H 0 L HIE S L EFERAL LS O T 72 F]
TERDHBL LT, BBBENR - EEZAER (RERBFKRIEMDZRY) 2L IR T (GARDASIL
AAHS xHEEE, ABEEKT 7 B RFEUIBREOEFTOWT T4l B)

SHIF [GARDASIL & : 0.02% (31F). AAHS *fHEEE : 0.02% ()]
HIGBR [GARDASIL # : 0.02% (3ff). AAHS Xff#FE : 0.02% (21F)]
HAER [GARDASIL # : 0.03% (5ff). AAHS X7 : 0.01% (11F)]
BEINJOE MR R [GARDASIL # : 0.02% (3ff). AAHS XfHEE : 0.03% (4F)]
R B I [GARDASIL # : 0.01% (). AAHS X/ : 0.02% )]
iz [GARDASIL # : 0.01% (2f4). AAHS *fFREE : 0.02% ()]
R [GARDASIL # : 0.01% (). AAHS *fHEEE : 0.02% (3f)]
fiti ZEAR ST [GARDASIL # : 0.01% (ff). AAHS Xf/#E : 0.02% (27F)]

SUE 11 (GARDASIL B : 0.006%., AAHS XfHRTEITAEFRIE KT T BAREE 0 0.0%) K OWEE24:
(GARDASIL % : 0.01%. AAHS % REESUIAEFRIE KT T 2 REE 1 0.0%) BSWT DT 7 F PR KR
BIZHBL L HEREWEN & LTHRE S,

S 51T, FRARTRBRICT I TR &2 521 7 1B 24 O B 22 AL O BIVE I 3y S du e ESHBADE
I S ONE SO B FE B R ) .

1.6 AENZRT HEARNE BT 288
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H—=F N

1.6 SENCRT D RIECBET 2 &R

#1.6:2 KERASCE (207)

&4 pNE
HIVER ARRBC SRR I DT
(5 %) AR ER A 3E LT, 29,3234 (9~4575% D 4otk J 1N~ 267% O B YR GARDASIL ¥ : 15,706/, AAHS

STHRRE ¢ 13,0231, ALK 7T RAREE © 59441) . 407f [GARDASIL B : 2161 (0.1%), 77 & REE : 19
B (0.1%)] OFECRWE Sz, WESNIZERIT, BERERY - RAENTTPEIY S 2FH L%
LTEY, HbZWHRITHBIFFH (GARDASIL #f : 561, AAHS XIHREE : 461)) . RV CiRE®R S B
(GARDASIL £f : 25, AAHS xIHREE - 661) . #5A] (GARDASIL Bf : 161, AAHS xIFREE : 361) . JHZEReSE
S ERIRIMARSE (GARDASIL # @ 145, AAHS X/ : 165]) Th o7z, S HIZ, GARDASIL # CrIhkin
JE2B, R LB, REEARIGI, Bz 10, BRI RE TUMESE 11, IRFE2 I ZEARE K OVRER R 4161, SME
BRI R OVIME IR 1B, 2HMET Y 7~ h—F 2161, BIERIEE], FLE1F, SEONS FIREER16], AAHS
SRBECIXEELE, Atk Y M a1, (b & 15 & VDA 1), ARk T 7 B REET
TXBEZENE B 23580 BTz,

9~ 261 D L MEPBRE (BT 5 H O /g RIRE

9~ 26k DA MW & 5t 42 & LT-EAREBRIC IR T, BRI ISR B 7o 72 7R R R BT DN T
ZEAf L7-. GARDASIL. AAHS XIZAEBIEH KT T v RO =T, A O AERERERET A E
ZEREG DGR BT S A R T, AEMICIT, AHFI. AAHS UTAEBAEK T 7 B R OB 1
BILL B2, BT — 2 B E N TN TOLMEERE NG EN D,

9 9~268% D LM E 1TV T, GARDASIL DGR AT
B O R B R T 5 R FR 2 WS LI ik (RERBIR T )

AAHS % FRRE X
GARDASIL EFRRIEKT T Rt
(N=10706) (N =9412)
SR E n (%) n (%)

RIER, B2 Bkt 120 (1.1) 98 (1.0)
B O s FeR R 2 4(0.0) 1(0.0)
YU T v T 10 (0.1) 6(0.1)
A R Y ARLFHERE R IR 2 (0.0) 2 (0.0)
FEEEALBE 2(0.0) 4(0.0)
R IR AE TUHESE® 27(0.3) 21 (0.2)
PR AR AEA T E! 35(0.3) 38 (0.4)
FAEPENIR BT 7(0.1) 10 (0.1)
L IREVERRALIE 2 (0.0) 4(0.0)
BT 2(0.0) 5(0.1)
HRhiE 2% 2 (0.0) 0(0.0)
kAR 4(0.0) 3(0.0)
HLRE 13 (0.1) 15 (0.2)
LA ) —BIR 3(0.0) 4(0.0)
BAEnY v~ W 6(0.1) 2(0.0)
TRRIE BN T =T 2(0.0) 1(0.0)
AT 4 =T R g v ERE 1(0.0) 0 (0.0)
2HETY T~ h—T A 1 (0.0) 3(0.0)
7 R RK 3(0.0) 1(0.0)

it 245 (2.3) 218 (2.3)

T7AI=U At Rud RAT oA it

bR, B BEIREE IR O ER 2 ST - B, Bk, ROSTHERIEI% K OBIETE

S FURBMERE TR I IR O TR 2 G e« S RO, FURIBE, ol 8k AR ARAT K O FIR A A T

IR SRR P I IR O 5 G e RIS ARIR T R ONHDRIRSE

U GIEMERBIIIR O FR A ST  BBERGR. 77— R R OGIEE R R

PRBRIIIROFLREET  BR. WIRERERIRTE R B ORI R BRI 28

W OFRLEREEIIROFGE G« AFGERE, REOEDLL L OS5 A B

B CITIR O EG A G T o e, MR AR B OV B B

SR Y U TSRS ) v~ T R G, B U~ IS v v b SN B O EERE X, H130R I FE
FHLLTCHE) v~TF a2l L,

N = MLA AN SN HHRE K

n= FEEDH =R EFHI TG 2w LT mRE K

o IBIOBBRE 2L, EOF T R EFFRN B NG YRR IEE 7 ) —NTIEIRIOAR S v v
hEhi, BARLZEBICEWTL, ZOERETEEO T T —ItEEND,
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H—=F N

1.6 SENCRT D RIECBET 2 &R

#1.6:2 KENRMSCE (Z208)
4 KIE
a1 9~26i D BYPIRE (I D B CHfE R R
(e %) 9~267% D BYEWIRE 25 G & L BB BT BB P I B B R E SR RIS oW T

M L7-. GARDASIL. AAHS XUFAEFREHE/K 7T Bt ROERAZ T, HORERERA RIET L HT-RE
FIIEG DGO DT ERFE AR T, REFITIE, RAI. AAHS UTAEFLRIEK 7 7 v RO L
ELL B2, BT — 2 BN GO NT=T X COBEWRENE TN D,

F10 9~26% D BMEWERE 2B\ T, GARDASIL ORI A NG,
B O R B A RIET 5 R FR A WS LI ik (RERBIRIE e ))

GARDASIL ## AAHS % FERE S
(N =3093) AT T R
(N =2303)
EIEE R EEN /I n (%) n (%)

MM EIE 2(0.1) 0 (0.0)
SR EL A HESE 1 (0.0 2(0.1)
RAE B2 Bt B 2% 30 (1.0) 17 (0.7)
B C S P i MR I 1(0.0) 0(0.0)
1M PR 955 3(0.1) 2(0.1)
FRAR I RE L SE 0 (0.0) 1(0.0)
FHR AR REAS T AE? 3(0.1) 0 (0.0)
RIEVERGIR RS 1(0.0) 2(0.1)
DR 1(0.0) 1(0.0)
EHR 1 (0.0) 0(0.0)
Hz it 0 (0.0) 4(0.2)
A =R S 1 (0.0) 0(0.0)
A B 2(0.1) 5(0.2)

Al 46 (1.5) 34 (1.5)

TP AI =L FaxihRA T =4 Mg

bOFLRIREEREIR TREIC TR O FER G « FURIRBEREIK TE & OVA S oafe il FR IR %

S GIEMERBIIIR OFEG A ST WEERGR KR Y v —

N = AN DT BB EE

n= FEOHIZ IR EFNEG L2 WS LR ik

T ORI 2L, O T R EFERN D DNTGE, YRE XE— 7 TV —NTIERIEOL A T v
FENT, BARZEBICBWTIE, ZOHRETERO T TV —IZEEN D,

16~235% D MRS E 123517 5 RECOMBIVAX HB (B RUIT4£ T 7 F o [ ZA]) L0 Lozt
AAHS %t FEEERICIR T, 187180 CF¥4ER © 20.45%) % %4 RECOMBIVAX HB®' [B #UjiT
RUTF AN ] LR U BROARRI DR 2MEE TN Us (A SCERSTO 14958 TEAR B
ZM), KRBT DHERE O ANEOWNRIE., HA61.6%, ZDM23.8%, BAL1L.9%, b A=y (B
AETAN) 1.6%, 7T N08Y%, XA T AT T AU B 03%Tholz, U7 F I HBEREICEIT 51
SHERAL K ORI LS ORINER OFIRR T, AFISUL B AR Y 7 F o (i x A BUMBERERE & R
ETHot,

Menactra [BEIERE (A, C. Y. W-1358F) SRS 7TV 7 b XV A FREAMU 7 F ] KO Adacel [Hl
BENE AR @R T7TIT bV AR BEARER%Y 7 F > (Tdap) ] % OFAEHE L 2R 22 it
BAe1,04060 05 E  CEEAER @ 12.65%) %5802 I S 7= R4 LBRIC B\ T, Menactra [BfIFESS #
(A, C. Y, W-135) ZHERC 7TV 7 "V A REARY 75 ] KO Adacel [ b %V A K - 35§
B T7T VT MRV A R EMRE Q%Y 2 F 2 (Tdap) ] Z BHHERE L2 B8O ARH| 022 M 2 30 L7 (7
FSCEFRCO14.10E THERRS ) 2R), RRBROWHRH O AFENRIZ, AANT7.7%,. EEAFH1.4%, BA
123%, EAR=v 7 (BAKOCEAN) 68%,. 7VT A12%, XA T AT T AU H204%, 1> KAN02%T
HoT,
AF% Menactra J2 08 Adacel & Of FHBERE L7288, JEOFAEEM 1y A OMIRBZE W CHIM) FFE LT, K
FIESHBALIZ I T B IEIROFEBR R @ h o 7o (DFAEERERF10.9%, FEOFAEERERF6.9%), AEFRE L TO
HEGTERALIEIR D KR o31d, BE TP EETH -7,

1 Registered trademark of Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.
Copyright © 2006, 2009, 2010 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.

27 ~455% D I VERRF I I 1 DAk
27~ASEE D L MERFE TORIWER D7 1 7 7 A )ViE, 9~ 268D LERE D7 e 7 7 A )L EHEP L Tz,
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H—=F N

1.6 SENCRT D RIECBET 2 &R

#1.6:2 KERASCE (2 09)

E4 K=

HIVER iR % OHE R

(%) AR EGEAR AR ZIC, BRERE SNZAFFRELUTIORT, IO OREFEFGIIRERDO A X3
FATHY, ARNICHESNIZ O TH D20, EMARBEO TR Y 7 F 5 L O KRR O E
IXTERN,
MR LV 2 R BEE B st E L, FER M OB PESRBE . Y v EiiE
R g, BOERIS L O RmRE « ZERE
HAgkEE L S, IErE
EHEERS OGS RITHRE  EE, B BT, Y. SRR
TR RIEE « B CREMERE, MBUESIES (777 4 73V —=/IE, 7T 7 4 7 % —iRBUE, RAE 30,
ZERIBEE)
hE RS R E L OWE S LRk - BIETR. AW
MRS  AMERIEMEIMIRES . BB E V., X T v NU—EERE, B, EE= 2 — o REB R
L FEAE, SR (FRIEE MRS O 2 OB EREB) & 0 O JAf L OHEEIC XA RBEOFH b @|EINT
W5) . BT EEZ
JRYLIE R L OB A UE « e
AR« R R AR E

semka AR | RECOMBIVAX HB & Off

FERRRBRIC BT, AKX RECOMBIVAX HP [BRIFR D 7 F o (xR ] L OFKHERE (BAEHALIL
H7p2%) BAMRETHD I EPRREINTWVD (IRASCEFEIO14.95H THKRRKR] 2R, 2ofov 75
BUHK & OPFRIIRF STV 2R,
Menactra 2 " Adacel & D FFH
FERRRBRIC IV T, AANE Menactra [iIERE (A, C. Y. W-1351F) 28K 77 VT b VA KA
U7 F ] KO Adacel (BB NV A K- WHY 7T VT bE VA N - EBHREAR%Y 7 F > (Tdap) ]
LOBFRBENTIRETH D Z EWRENTWDS (RASCEFSIO14.1058 THKRRER] 28),
HRIVE RETIE & OO
16~267% D L MAEERE 255 & LTZIRRRBRICRB W T, 75 A HLIE OIBE %2 % 1) 7= 48R # 13,9124
(GARDASIL #£6,952f1, AAHS X} BB I IAF K 7 7 2R HE6,9601) . §133,859 ANF (T HHERF O
EERFRER IZ 31T 2 BB A 065.8%) M ANE BHEIR AT Uz, 24~45iE D L gRE 2 x4 & Lz
BRARFREBRIZ IV T, 74 A B LA OB & 52 0 72465 1,35761 (GARDASIL #6906, AAHS xfFREE667H1) |
F13,400 N (Z 4 S HEBREE DERIKARBRICE 1T 2B IR 031.5%) ASALE BTS2 H L7z, R
M D ARNVE BHTEIROM H O 1L, per-protocol immunogenicity (PPI) ®REMTHOV 7 F D
R T SE2 0TI -T2,
A5 Mo IE Al & O FFH
TR REHETAL. 7V AEAL MREEAIR o vFa R T a A K (EHZRRNEEREZ B2 568
) ZE0REmEIFEIoERIX, 77 FroaEnE R R T SELHEMEN S 5 (BRASCERLD8.6T8 [
7 AL~ S| ),

e RN fERFESrHE - B

ME >~ M2, B M AU BICH Y 42 B A 5 L7 AR A BRI C 1T . A IR 5 2
REWEE S O R BERE IR DL o 7o, 7272 Ly RERRE AR L U 50706 IRRE 2 V72 B DK BRI S
LCORYy, JERR AR A BRI CORBEILT L b & MBI B IUSE PRIT 5 & ERD R0,
KEUR OB, € OREIERI BTl SR OHTH 2 L,

7 — B Ve e OVBEFL AT O FE I RAETARKI OB E T » b & W CRHE L7z, 1D OBHCIXAHIRARE, #HE
TR GTR6H H) ROMEILTH HICERE L7z, & 2 1 oORHCIIRRERAN (TiRk6 A H) K UMZHL7H H
WZOH, FEEZ v MIEEFE L7, 0.5mL/ 7 v b\ (B7ZAHE120 pg, & NI DHELEH EITHH Y 5
%) ENNERE LT, R, ERRE. MR, o, L. BRI KR OEERLAT O SR F A BITR
OoHNEholz, RRBIZENT, U7 F U ICBE Lz BIETE R O OB IEIZR D Hiino iz,
B, TOMRICET 2 FRFEOBEE L O TE), AFESENE CICZRRE~DO T 7 F B L7 8L R0
LR o Tz,

HR IR R
BRIRFER TlX, %V 7 F VAN RIEIRRAE 21T o 72, AHIO3EHEERTE RN BRI L7255 13,
HIERR £ TR OB+ L & LT,

2T LA B DMK T B AFI OS2V, L L, 16~455% D KRR E TR T 2 BT — 2 135G oh
TEY, 381940t (GARDASIL Bf : 1,894%1, AAHS I FREE SUIAEFEIEAK T Z 2R REE - 1,92561) 231
UL EOIR A WA L,

1.6 AENZRT HEARNE BT 288
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H—=F N

1.6 SENCRT D RIECBET 2 &R

#1.6:2  KEWSMSCE (£2010)

4

K

IR
(i)

HRIF VI U 7= R (N TIEIR a2 B <) 15, BERE. BRI R OERET O
PR CERE SNIZIEROLEE L < R WEIROEIE 1. GARDASIL #T22.6% (446/1,973%1) . AAHS %I HB#E
MITAF AR T T v AREET23.1% (460/1,99445]) T 7=,

SRR RS 2R RIVE A & 8L L 7o 13 GARDASIL #£T5561 (2.9%) . AAHS ARSI AE A K Y
ZEARBETOSH (3.4%) Thoto, b I<HMESNFRIT, WEURZ L7206 LSS (e 525,
BACSH . REHERANEG 2 L) . FWIHEDE (UHaiE, Pk L) K OMEIRIC S 2 R 2R (1

FRTE, MIREMZR L) Thole, INOLOFEEFE L IEmOEIEG L, RN CHEE Th o7,

GARDASIL #E DR G456 I 0N AAHS i FREE T AEBAH /K 7 T 2 REEDEIRGI345] D JIE 2 5 R L 3
B bnT,

HEESZ A B A% GARDASIL XX AAHS % FREE SUFABLRIEK 7 7 £ R BEFEO30H LIN XUI30H 28 X 72355
OHRZFNT D720, V7 7 N— T & Elii Uiz, #EE= M B SR L Y 30 B LN OIEIR T,
GARDASIL # T5HID K EENBO SNT-DITx L, AAHS SRR UIAF R K 7T 2 REETIXIHT
bolz, TNOOEREEIT, BPTRAE, EREE RN, e RMKBE, KBEEERAEEONKETH
ST, —JF. HEESZIE B ERE L V300 2B X 2R TiX, GARDASIL #4001, AAHS X WRHE 348
BYIK T T2 AREETIB DI REE NGB b,

AN D IR

Merck Sharp & Dohme Corp , a subsidiary of Merck & Co., Inc., Whitehouse Station, N.J., U.S.AI[IAFH| DR % 57
T im ORI ORIFEZE=F —F 570 MIRBERE MG L T\ D, BEEREH K OERMICIE, ERPIR
FlOBREZ 21 =856, (800) 986-8999~ ikt 45 L 9 R 5,

e FLb

16~455% D 4%
KRN NI A~BITT 20 TRHATH B, < DIEAINRE NP A~BITT D 2 L b KA A=
WCHEFET DA I EE ISR T 2 &

B3 2 S AR RBR MM S, §H1,13361 0 L kB IS AR A T AAHS XUSAERARIK 7 7 RO %
1T- 7= (GARDASIL #£582f, AAHS it HRE T ABBIE KT T B REES514)

2K T, GARDASIL #2781 (4.6%) KO AAHS UTAEBEEAKT T B AR (24%) OILRICEERE
VERINHEH LT (%IZZT 21 GARDASIL B, AAHS %A BB A K 7 5 & RO BRI R 3250
L 7= 2R T 2 E B &R,

G R TR BR O 1 FRHTRTA 2 38 T RER SR A2 3210 T 530 H LLPNIC AE IR 2598 BB & FE L 72123l o
FLIRET, B2 GARDASIL O#:fE 2= 7 7=3L R (76)) DA, RS AAHS O#:FEZ = 1T 7=3LE fF)
XV E0ot, ZNHORBR T, Bl Lk O OHLRIZE T 22 OMOEIVER OFRBLERIIHEFERERM CIH
BETH-oT,

NE~DEE

AT D /NI 69 D 2 A B OV ZIPEIIHENZ L TRy,

i E ~ D5

65 A LD B (Z 1T D R MK O ZMEITRESL L TUh7euy,

Wi 70 R A SR
~Off

GeIEREE O b D WHEE TIL, AN T D REICEPMET T 2 TR d 2 (R SCEFCDT7 .45 TH
WHREAER] Z1),

RS

AHNOHBEN BELBAT-NETHEE L LORENDH D,
SRR, BRI AEFRT 0T 7 A E, AROMTE M e HElR G L2 g6 LAk Th o7,

%Kil A

2011474 H
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H—H v

1.6 SENCRT D RIECBET 2 &R

#1.6:3 EU #EEIC BT DI 30E (N1 7L (201)
E4 EU #[5
WRFe4 GARDASIL® % O* SILGARD®
244 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Whitehouse Station, N.J., U.S.A.

A - 5 B

1B E0.5 mL F & A& :

bt hREr—< A LR TROLIZZAHE Y 1 20 ug
t bt =< A VAT IROLITZAEE Y 40 pg
b M= A LA TIRDOLITZ A EE Y 40 ug
b R r—< A LR TISRIDOLITZAAE Y 20 ug

Tk hEBE—% T AL A=HPV

O R S X DR SE [Saccharomyces cerevisiae, CANADE 3C-5 (18958%)] OLIZZAHE D
A )V AfRRLF (VLP) & LT

SCHEREOTANI =YL FEXURAT oA MRERIEDO T P 280 MICWAE (Al @ 225 pg)

EIRIFN O —FOIRMN SCEEFL D61 H 2 B,

AFNL, 9k LBEMARER T Y 7 F o Thd :
. MEERELE (e SHES. SMET R OWE) ORI A & O E M HPV ORN K 5 11 S
. ¥ HPV BUCRK L7z REar Ve —<

AZHHE « IR ORIT — X 13, PASCEFCO4AE R OS HO THEER R 220,

k- A&

AFNT1E0.5 mL 20, 2% 064 HD3ED Al 22— W EEET 5,

PR Y 2 — NV OEFEPLEIRIGEE, 26 BERIIYIREREA D7 < & b1y AL, 3R H 32
W H B D7 < & b3y AL R Z BV TERET 5 2 &0 ELUNISEOBRMZR’ T2 &,

TBMBERE O M BME I TRESL LTV R0,
INREEAOBERR O AR O/ NS KT D AF O ARRERIT e (RA SCEFESCOS1TES ),
AFNIFHARNICESRT 2 2 &, BRI, Ll = A5 UL KRG &35,

AFNTIMAF NI HEFE L CTid7e 720 B F A OENEERIE O T B BREF L TOR0no T R SRy (6
FCEFR L D6.6THS ),

AFN DY 2 52 F 7= F 1T, 3RO EE 792 2 &2 {42 (RISCERED44H2 ).

e\ K OBEHEC
B % R g

AFNIBEASHFORIE TR L. WRSUIEMS 2 4813720, SfEREE2RET 52 L,

BAENC ARV RS 2 &, BEIREE MR 5720, RV REC®R, BRerckE5T 52 &
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
GARDASIL safely and effectively. See full prescribing information
for GARDASIL.

GARDASIL

[Human Papillomavirus Quadrivalent (Types 6, 11, 16, and 18)
Vaccine, Recombinant]

Suspension for intramuscular injection

Initial U.S. Approval: 2006

--------------------------- RECENT MAJOR CHANGES ------=--=sememmenoeeean
Indications and Usage (1)
Girls and Women (1.1) 12/2010
Boys and Men (1.2) 12/2010
Limitations of GARDASIL Use and Effectiveness (1.3) 04/2011

INDICATIONS AND USAGE

GARDASIL is a vaccine indicated in girls and women 9 through 26

years of age for the prevention of the following diseases caused by

Human Papillomavirus (HPV) types included in the vaccine:

e Cervical, vulvar, vaginal, and anal cancer caused by HPV types 16
and 18

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

And the following precancerous or dysplastic lesions caused by HPV

types 6, 11, 16, and 18:

e 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

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

GARDASIL is indicated in boys and men 9 through 26 years of age for

the prevention of the following diseases caused by HPV types included

in the vaccine:

e Anal cancer caused by HPV types 16 and 18

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

And the following precancerous or dysplastic lesions caused by HPV

types 6, 11, 16, and 18:

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

Limitations of GARDASIL Use and Effectiveness:

e GARDASIL does not eliminate the necessity for women to
continue to undergo recommended cervical cancer screening.
(1.3) (17)

e Recipients of GARDASIL should not discontinue anal cancer
screening if it has been recommended by a health care provider.
(1.3) (17)

e GARDASIL has not been demonstrated to provide protection
against disease from vaccine and non-vaccine HPV types to which
a person has previously been exposed through sexual activity.
(1.3) (14.4) (14.5)

e GARDASIL is not intended to be used for treatment of active
external genital lesions; cervical, vulvar, vaginal, and anal cancers;
CIN; VIN; ValN, or AIN. (1.3)

e GARDASIL has not been demonstrated to protect against
diseases due to HPV types not contained in the vaccine. (1.3)
(14.4) (14.5)

e Not all vulvar, vaginal, and anal cancers are caused by HPV, and
GARDASIL protects only against those vulvar, vaginal, and anal
cancers caused by HPV 16 and 18. (1.3)

e GARDASIL does not protect against genital diseases not caused
by HPV. (1.3)

e Vaccination with GARDASIL may not result in protection in all
vaccine recipients. (1.3)

e GARDASIL has not been demonstrated to prevent HPV-related
CIN 2/3 or worse in women older than 26 years of age. (14.7)

----------------------- DOSAGE AND ADMINISTRATION ------sesmememmmeeeaan
0.5-mL suspension for intramuscular injection at the following
schedule: 0, 2 months, 6 months. (2.1)

--------------------- DOSAGE FORMS AND STRENGTHS ---------------=-----
e 0.5-mL suspension for injection as a single-dose vial and prefilled
syringe. (3) (11)

CONTRAINDICATIONS

e Hypersensitivity, including severe allergic reactions to yeast (a
vaccine component), or after a previous dose of GARDASIL. (4)
(a1

e Because vaccinees may develop syncope, sometimes resulting in
falling with injury, observation for 15 minutes after administration is
recommended. Syncope, sometimes associated with tonic-clonic
movements and other seizure-like activity, has been reported
following vaccination with GARDASIL. When syncope is
associated with tonic-clonic movements, the activity is usually
transient and typically responds to restoring cerebral perfusion by
maintaining a supine or Trendelenburg position. (5.1)

ADVERSE REACTIONS
The most common adverse reaction was headache. Common adverse
reactions (frequency of at least 1.0% and greater than AAHS control or
saline placebo) are fever, nausea, dizziness; and injection-site pain,
swelling, erythema, pruritus, and bruising. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact 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.

DRUG INTERACTIONS
GARDASIL may be administered concomitantly with RECOMBIVAX
HB (7.1) or with Menactra and Adacel. (7.2)

----------------------- USE IN SPECIFIC POPULATIONS --=--=ssnmemmmnnnnnnan
Safety and effectiveness of GARDASIL have not been established in
the following populations:

. Pregnant women. Physicians are encouraged to register pregnant
women exposed to GARDASIL by calling 1-800-986-8999 so that
Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.,
can monitor maternal and fetal outcomes. (8.1)

e  Children below the age of 9 years. (8.4)

. Immunocompromised individuals. Response to GARDASIL may
be diminished. (8.6)

See 17 for PATIENT COUNSELING INFORMATION and
FDA-approved patient labeling.
Revised: 04/2011
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

1.1 Girls and Women

GARDASIL®' is a vaccine indicated in girls and women 9 through 26 years of age for the prevention
of the following diseases caused by Human Papillomavirus (HPV) types included in the vaccine:

e Cervical, vulvar, vaginal, and anal cancer caused by HPV types 16 and 18

e  Genital warts (condyloma acuminata) caused by HPV types 6 and 11
And the following precancerous or dysplastic lesions caused by HPV types 6, 11, 16, and 18:

1.2 Boys and Men

Cervical intraepithelial neoplasia (CIN) grade 2/3 and Cervical adenocarcinoma in situ (AlS)
Cervical intraepithelial neoplasia (CIN) grade 1

Vulvar intraepithelial neoplasia (VIN) grade 2 and grade 3

Vaginal intraepithelial neoplasia (ValN) grade 2 and grade 3

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

GARDASIL is indicated in boys and men 9 through 26 years of age for the prevention of the following
diseases caused by HPV types included in the vaccine:

e Anal cancer caused by HPV types 16 and 18

e Genital warts (condyloma acuminata) caused by HPV types 6 and 11
And the following precancerous or dysplastic lesions caused by HPV types 6, 11, 16, and 18:

e Anal intraepithelial neoplasia (AIN) grades 1, 2, and 3
1.3 Limitations of GARDASIL Use and Effectiveness

The health care provider should inform the patient, parent, or guardian that vaccination does not
eliminate the necessity for women to continue to undergo recommended cervical cancer screening.
Women who receive GARDASIL should continue to undergo cervical cancer screening per standard of
care. [See Patient Counseling Information (17).]

Recipients of GARDASIL should not discontinue anal cancer screening if it has been recommended
by a health care provider. [See Patient Counseling Information (17).]

GARDASIL has not been demonstrated to provide protection against disease from vaccine and non-
vaccine HPV types to which a person has previously been exposed through sexual activity. [See Clinical
Studies (14.4, 14.5).]

GARDASIL is not intended to be used for treatment of active external genital lesions; cervical, vulvar,
vaginal, and anal cancers; CIN; VIN; ValN; or AIN.

GARDASIL has not been demonstrated to protect against diseases due to HPV types not contained in
the vaccine. [See Clinical Studies (14.4, 14.5).]




GARDASIL®
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Not all vulvar, vaginal, and anal cancers are caused by HPV, and GARDASIL protects only against
those vulvar, vaginal, and anal cancers caused by HPV 16 and 18.

GARDASIL does not protect against genital diseases not caused by HPV.

Vaccination with GARDASIL may not result in protection in all vaccine recipients.

GARDASIL has not been demonstrated to prevent HPV-related CIN 2/3 or worse in women older than
26 years of age. [See Clinical Studies (14.7).]

2 DOSAGE AND ADMINISTRATION

2.1 Dosage

GARDASIL should be administered intramuscularly as a 0.5-mL dose at the following schedule: 0, 2
months, 6 months. [See Clinical Studies (14.8).]

2.2 Method of Administration

For intramuscular use only.

Shake well before use. Thorough agitation immediately before administration is necessary to maintain
suspension of the vaccine. GARDASIL should not be diluted or mixed with other vaccines. After thorough
agitation, GARDASIL is a white, cloudy liquid. Parenteral drug products should be inspected visually for
particulate matter and discoloration prior to administration. Do not use the product if particulates are
present or if it appears discolored.

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

Syncope has been reported following vaccination with GARDASIL and may result in falling with injury;
observation for 15 minutes after administration is recommended. [See Warnings and Precautions (5.1).]
Single-Dose Vial Use

Withdraw the 0.5-mL dose of vaccine from the single-dose vial using a sterile needle and syringe and
use promptly.

Prefilled Syringe Use

This package does not contain a needle. Shake well before use. Attach the needle by twisting in a
clockwise direction until the needle fits securely on the syringe. Administer the entire dose as per
standard protocol.

3 DOSAGE FORMS AND STRENGTHS

GARDASIL is a suspension for intramuscular administration available in 0.5-mL single dose vials and
prefilled syringes. See Description (11) for the complete listing of ingredients.

4 CONTRAINDICATIONS

Hypersensitivity, including severe allergic reactions to yeast (a vaccine component), or after a
previous dose of GARDASIL. [See Description (11).]

5 WARNINGS AND PRECAUTIONS

5.1 Syncope

Because vaccinees may develop syncope, sometimes resulting in falling with injury, observation for
15 minutes after administration is recommended. Syncope, sometimes associated with tonic-clonic
movements and other seizure-like activity, has been reported following vaccination with GARDASIL.
When syncope is associated with tonic-clonic movements, the activity is usually transient and typically
responds to restoring cerebral perfusion by maintaining a supine or Trendelenburg position.

5.2 Managing Allergic Reactions

Appropriate medical treatment and supervision must be readily available in case of anaphylactic
reactions following the administration of GARDASIL.
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6 ADVERSE REACTIONS

Overall Summary of Adverse Reactions

Headache, fever, nausea, and dizziness; and local injection site reactions (pain, swelling, erythema,
pruritus, and bruising) occurred after administration with GARDASIL.

Syncope, sometimes associated with tonic-clonic movements and other seizure-like activity, has been
reported following vaccination with GARDASIL and may result in falling with injury; observation for
15 minutes after administration is recommended. [See Warnings and Precautions (5.1).]

Anaphylaxis has been reported following vaccination with GARDASIL.

6.1 Clinical Trials Experience

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 practice.

Studies in Girls and Women (9 Through 45 Years of Age) and Boys and Men (9 Through 26 Years of
Age)

In 7 clinical trials (5 Amorphous Aluminum Hydroxyphosphate Sulfate [AAHS]-controlled, 1 saline
placebo-controlled, and 1 uncontrolled), 18,083 individuals were administered GARDASIL or AAHS
control or saline placebo on the day of enrollment, and approximately 2 and 6 months thereafter, and
safety was evaluated using vaccination report cards (VRC)-aided surveillance for 14 days after each
injection of GARDASIL or AAHS control or saline placebo in these individuals. The individuals who were
monitored using VRC-aided surveillance included 10,088 individuals 9 through 45 years of age at
enroliment who received GARDASIL and 7,995 individuals who received AAHS control or saline placebo.
Few individuals (0.2%) discontinued due to adverse reactions. The race distribution of the 9- through 26-
year-old girls and women in the safety population was as follows: 62.3% White; 17.6% Hispanic (Black
and White); 6.8% Asian; 6.7% Other; 6.4% Black; and 0.3% American Indian. The race distribution of the
24- through 45-year-old women in the safety population of Study 6 was as follows: 20.6% White; 43.2%
Hispanic (Black and White); 0.2% Other; 4.8% Black; 31.2% Asian; and 0.1% American Indian. The race
distribution of the 9- through 26-year-old boys and men in the safety population was as follows: 42.0%
White; 19.7% Hispanic (Black and White); 11.0% Asian; 11.2% Other; 15.9% Black; and 0.1% American
Indian.

Common Injection-Site Adverse Reactions in Girls and Women 9 Through 26 Years of Age

The injection site adverse reactions that were observed among recipients of GARDASIL at a
frequency of at least 1.0% and also at a greater frequency than that observed among AAHS control or
saline placebo recipients are shown in Table 1.

Table 1
Injection-Site Adverse Reactions in Girls and Women 9 Through 26 Years of Age*
Saline
GARDASIL AAHS Control** Placebo
Adverse Reaction (N =5088) (N = 3470) (N =320)
(1 to 5 Days Postvaccination) % % %
Injection Site
Pain 83.9 75.4 48.6
Swelling 25.4 15.8 7.3
Erythema 24.7 184 12.1
Pruritus 3.2 2.8 0.6
Bruising 2.8 3.2 1.6

*The injection-site adverse reactions that were observed among recipients of GARDASIL were at a frequency
of at least 1.0% and also at a greater frequency than that observed among AAHS control or saline placebo
recipients.

*AAHS Control = Amorphous Aluminum Hydroxyphosphate Sulfate

Common Injection-Site Adverse Reactions in Boys and Men 9 Through 26 Years of Age

The injection site adverse reactions that were observed among recipients of GARDASIL at a
frequency of at least 1.0% and also at a greater frequency than that observed among AAHS control or
saline placebo recipients are shown in Table 2.
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Table 2
Injection-Site Adverse Reactions in Boys and Men 9 Through 26 Years of Age*
Saline
GARDASIL AAHS Control ** Placebo
Adverse Reaction (N =3093) (N =2029) (N =274)
(1 to 5 Days Postvaccination) % % %
Injection Site
Pain 61.4 50.8 41.6
Erythema 16.7 141 14.5
Swelling 13.9 9.6 8.2
Hematoma 1.0 0.3 3.3

*The injection-site adverse reactions that were observed among recipients of GARDASIL were at a frequency
of at least 1.0% and also at a greater frequency than that observed among AAHS control or saline placebo
recipients.

*AAHS Control = Amorphous Aluminum Hydroxyphosphate Sulfate

Evaluation of Injection-Site Adverse Reactions by Dose in Girls and Women 9 Through 26 Years of Age

An analysis of injection-site adverse reactions in girls and women by dose is shown in Table 3. Of
those girls and women who reported an injection-site reaction, 94.3% judged their injection-site adverse
reaction to be mild or moderate in intensity.

Table 3
Postdose Evaluation of Injection-Site Adverse Reactions in Girls and Women 9 Through 26 Years of Age
(1 to 5 Days Postvaccination)

GARDASIL AAHS Control* Saline Placebo
(% occurrence) (% occurrence) (% occurrence)
Zgzz Post- Post- Post- Post- Post- Post- Post- Post-
Adverse 1 dose dose dose dose dose dose dose dose
Reaction N = 2 3 1 2 3 1 2 3
5011 N = 4924 N = 4818 N=3410 | N=3351 | N=3295 | N=315 N =301 N =300
Pain 63.4 60.7 62.7 57.0 47.8 49.6 33.7 20.3 27.3
Mild/Moderate 62.5 59.7 61.2 56.6 47.3 48.9 333 20.3 27.0
Severe 0.9 1.0 15 0.4 0.5 0.6 0.3 0.0 0.3
Swelling*** 10.2 12.8 15.1 8.2 7.5 7.6 4.4 3.0 33
Mild/Moderate 9.6 11.9 14.2 8.1 7.2 7.3 4.4 3.0 3.3
Severe 0.6 0.8 0.9 0.2 0.2 0.2 0.0 0.0 0.0
Erythema*** 9.2 12.1 147 9.8 8.4 8.9 7.3 5.3 5.7
Mild/Moderate 9.0 11.7 143 9.5 8.4 8.8 7.3 5.3 5.7
Severe 0.2 0.3 0.4 0.3 0.1 0.1 0.0 0.0 0.0

*AAHS Control = Amorphous Aluminum Hydroxyphosphate Sulfate
**N = Number of individuals with follow-up
***|ntensity of swelling and erythema was measured by size (inches): Mild = 0 to <1; Moderate = >1 to <2; Severe = >2.

Evaluation of Injection-Site Adverse Reactions by Dose in Boys and Men 9 Through 26 Years of Age

An analysis of injection-site adverse reactions in boys and men by dose is shown in Table 4. Of those
boys and men who reported an injection-site reaction, 96.4% judged their injection-site adverse reaction
to be mild or moderate in intensity.
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Postdose Evaluation of Injection-Site Adverse Reactions in Boys and Men 9 Through 26 Years of Age
(1 to 5 Days Postvaccination)

GARDASIL AAHS Control* Saline Placebo
(% occurrence) (% occurrence) (% occurrence)
Zgzte- Post- Post- Post- Post- Post- Post- Post- Post-
Adverse 1 dose dose dose dose dose dose dose dose
Reaction N = 2 3 1 2 3 1 2 3
3003 N = 2898 N = 2826 N=1950 | N=1854 | N=1799 | N=269 | N=263 | N=259
Pain 44.7 36.9 34.4 384 28.2 25.8 27.5 20.5 16.2
Mild/Moderate 445 36.4 34.1 37.9 28.2 25.5 27.5 20.2 16.2
Severe 0.2 0.5 0.3 0.4 0.1 0.3 0.0 0.4 0.0
Swelling*** 5.6 6.6 7.7 5.6 4.5 4.1 4.8 1.5 3.5
Mild/Moderate 5.3 6.2 7.1 5.4 4.5 4.0 4.8 1.5 3.1
Severe 0.2 0.3 0.5 0.2 0.0 0.1 0.0 0.0 0.4
Erythema*** 7.2 8.0 8.7 8.3 6.3 5.7 7.1 5.7 5.0
Mild/Moderate 6.8 7.7 8.3 8.0 6.2 5.6 7.1 5.7 5.0
Severe 0.3 0.2 0.3 0.2 0.1 0.1 0.0 0.0 0.0

*AAHS Control = Amorphous Aluminum Hydroxyphosphate Sulfate
**N = Number of individuals with follow-up
***ntensity of swelling and erythema was measured by size (inches): Mild = 0 to <1; Moderate = >1 to <2; Severe = >2.

Common Systemic Adverse Reactions in Girls and Women 9 Through 26 Years of Age

Headache was the most commonly reported systemic adverse reaction in both treatment groups
(GARDASIL = 28.2% and AAHS control or saline placebo = 28.4%). Fever was the next most commonly
reported systemic adverse reaction in both treatment groups (GARDASIL = 13.0% and AAHS control or
saline placebo = 11.2%).

Adverse reactions that were observed among recipients of GARDASIL, at a frequency of greater than
or equal to 1.0% where the incidence in the GARDASIL group was greater than or equal to the incidence
in the AAHS control or saline placebo group, are shown in Table 5.

Table 5
Common Systemic Adverse Reactions in Girls and Women 9 Through 26 Years of Age
(GARDASIL 2Control)*

GARDASIL AAHS Control** or Saline
Adverse Reactions (N =5088) Placebo
(1 to 15 Days Postvaccination) % (N =3790)
%
Pyrexia 13.0 11.2
Nausea 6.7 6.5
Dizziness 4.0 3.7
Diarrhea 3.6 3.5
Vomiting 2.4 1.9
Cough 2.0 15
Toothache 15 14
Upper respiratory tract infection 15 15
Malaise 14 12
Arthralgia 1.2 0.9
Insomnia 1.2 0.9
Nasal congestion 1.1 0.9

*The adverse reactions in this table are those that were observed among recipients of GARDASIL at a
frequency of at least 1.0% and greater than or equal to those observed among AAHS control or saline
placebo recipients.

*AAHS Control = Amorphous Aluminum Hydroxyphosphate Sulfate

Common Systemic Adverse Reactions in Boys and Men 9 Through 26 Years of Age
Headache was the most commonly reported systemic adverse reaction in both treatment groups
(GARDASIL = 12.3% and AAHS control or saline placebo = 11.2%). Fever was the next most commonly
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reported systemic adverse reaction in both treatment groups (GARDASIL = 8.3% and AAHS control or
saline placebo = 6.5%).

Adverse reactions that were observed among recipients of GARDASIL, at a frequency of greater than
or equal to 1.0% where the incidence in the group that received GARDASIL was greater than or equal to
the incidence in the AAHS control or saline placebo group, are shown in Table 6.

Table 6
Common Systemic Adverse Reactions in Boys and Men 9 Through 26 Years of Age
(GARDASIL =Control)*

GARDASIL AAHS Control** or Saline
Adverse Reactions (N =3093) Placebo
(1 to 15 Days Postvaccination) % (N =2303)
%
Headache 12.3 11.2
Pyrexia 8.3 6.5
Oropharyngeal pain 2.8 2.1
Diarrhea 2.7 2.2
Nasopharyngitis 2.6 2.6
Nausea 2.0 1.0
Upper respiratory tract infection 15 1.0
Abdominal pain upper 14 14
Myalgia 13 0.7
Dizziness 1.2 0.9
Vomiting 1.0 0.8

*The adverse reactions in this table are those that were observed among recipients of GARDASIL at a
frequency of at least 1.0% and greater than or equal to those observed among AAHS control or saline
placebo recipients.

*AAHS Control = Amorphous Aluminum Hydroxyphosphate Sulfate

Evaluation of Fever by Dose in Girls and Women 9 Through 26 Years of Age
An analysis of fever in girls and women by dose is shown in Table 7.

Table 7
Postdose Evaluation of Fever in Girls and Women 9 Through 26 Years of Age
(1 to 5 Days Postvaccination)

GARDASIL AAHS Control* or Saline Placebo
(% occurrence) (% occurrence)
Temperature Postdose 1 Postdose 2 Postdose 3 Postdose 1 Postdose 2 Postdose 3
(°F) N** = 4945 N = 4804 N = 4671 N = 3681 N = 3564 N = 3467
>100 to <102 3.7 4.1 4.4 3.1 3.8 3.6
>102 0.3 0.5 0.5 0.2 0.4 0.5

*AAHS Control = Amorphous Aluminum Hydroxyphosphate Sulfate
**N = Number of individuals with follow-up

Evaluation of Fever by Dose in Boys and Men 9 Through 26 Years of Age
An analysis of fever in boys and men by dose is shown in Table 8.

Table 8
Postdose Evaluation of Fever in Boys and Men 9 Through 26 Years of Age
(1 to 5 Days Postvaccination)

GARDASIL AAHS Control* or Saline Placebo
(% occurrence) (% occurrence)
Temperature Postdose 1 Postdose 2 Postdose 3 Postdose 1 Postdose 2 Postdose 3
(°F) N** = 2972 N = 2849 N = 2792 N =2194 N = 2079 N = 2046
>100 to <102 2.4 2.5 2.3 2.1 2.2 1.6
>102 0.6 0.5 0.5 0.5 0.3 0.3

*AAHS Control = Amorphous Aluminum Hydroxyphosphate Sulfate
**N = Number of individuals with follow-up
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Serious Adverse Reactions in the Entire Study Population

Across the clinical studies, 258 individuals (GARDASIL N = 128 or 0.8%; placebo N = 130 or 1.0%)
out of 29,323 (GARDASIL N = 15,706; AAHS control N = 13,023; or saline placebo N = 594) individuals
(9- through 45-year-old girls and women; and 9- through 26-year-old boys and men) reported a serious
systemic adverse reaction.

Of the entire study population (29,323 individuals), 0.04% of the reported serious systemic adverse
reactions were judged to be vaccine related by the study investigator. The most frequently (frequency of 4
cases or greater with either GARDASIL, AAHS control, saline placebo, or the total of all three) reported
serious systemic adverse reactions, regardless of causality, were:

Headache [0.02% GARDASIL (3 cases) vs. 0.02% AAHS control (2 cases)],

Gastroenteritis [0.02% GARDASIL (3 cases) vs. 0.02% AAHS control (2 cases)],

Appendicitis [0.03% GARDASIL (5 cases) vs. 0.01% AAHS control (1 case)],

Pelvic inflammatory disease [0.02% GARDASIL (3 cases) vs. 0.03% AAHS control (4 cases)],

Urinary tract infection [0.01% GARDASIL (2 cases) vs. 0.02% AAHS control (2 cases)],

Pneumonia [0.01% GARDASIL (2 cases) vs. 0.02% AAHS control (2 cases)],

Pyelonephritis [0.01% GARDASIL (2 cases) vs. 0.02% AAHS control (3 cases)],

Pulmonary embolism [0.01% GARDASIL (2 cases) vs. 0.02% AAHS control (2 cases)].

One case (0.006% GARDASIL; 0.0% AAHS control or saline placebo) of bronchospasm; and 2 cases
(0.01% GARDASIL; 0.0% AAHS control or saline placebo) of asthma were reported as serious systemic
adverse reactions that occurred following any vaccination visit.

In addition, there was 1 individual in the clinical trials, in the group that received GARDASIL, who
reported two injection-site serious adverse reactions (injection-site pain and injection-site joint movement
impairment).

Deaths in the Entire Study Population

Across the clinical studies, 40 deaths (GARDASIL N = 21 or 0.1%; placebo N = 19 or 0.1%) were
reported in 29,323 (GARDASIL N = 15,706; AAHS control N = 13,023, saline placebo N = 594)
individuals (9- through 45-year-old girls and women; and 9- through 26-year-old boys and men). The
events reported were consistent with events expected in healthy adolescent and adult populations. The
most common cause of death was motor vehicle accident (5 individuals who received GARDASIL and 4
individuals who received AAHS control), followed by drug overdose/suicide (2 individuals who received
GARDASIL and 6 individuals who received AAHS control), gun shot wound (1 individual who received
GARDASIL and 3 individuals who received AAHS control), and pulmonary embolus/deep vein thrombosis
(1 individual who received GARDASIL and 1 individual who received AAHS control). In addition, there
were 2 cases of sepsis, 1 case of pancreatic cancer, 1 case of arrhythmia, 1 case of pulmonary
tuberculosis, 1 case of hyperthyroidism, 1 case of post-operative pulmonary embolism and acute renal
failure, 1 case of traumatic brain injury/cardiac arrest, 1 case of systemic lupus erythematosus, 1 case of
cerebrovascular accident, 1 case of breast cancer, and 1 case of nasopharyngeal cancer in the group
that received GARDASIL; 1 case of asphyxia, 1 case of acute lymphocytic leukemia, 1 case of chemical
poisoning, and 1 case of myocardial ischemia in the AAHS control group; and 1 case of medulloblastoma
in the saline placebo group.

Systemic Autoimmune Disorders in Girls and Women 9 Through 26 Years of Age

In the clinical studies, 9- through 26-year-old girls and women were evaluated for new medical
conditions that occurred over the course of follow-up. New medical conditions potentially indicative of a
systemic autoimmune disorder seen in the group that received GARDASIL or AAHS control or saline
placebo are shown in Table 9. This population includes all girls and women who received at least one
dose of GARDASIL or AAHS control or saline placebo, and had safety data available.
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Table 9
Summary of Girls and Women 9 Through 26 Years of Age Who Reported an Incident Condition
Potentially Indicative of a Systemic Autoimmune Disorder After Enroliment in Clinical Trials of
GARDASIL, Regardless of Causality

GARDASIL AAHS Control* or Saline
Conditions (N'=10,706) (,\Pllzzibl;)

n (%) n (%)
Arthralgia/Arthritis/Arthropathy** 120 (1.1) 98 (1.0)
Autoimmune Thyroiditis 4 (0.0) 1(0.0)
Celiac Disease 10 (0.2) 6 (0.1)
Diabetes Mellitus Insulin-dependent 2 (0.0) 2(0.0)
Erythema Nodosum 2(0.0) 4 (0.0)
Hyperthyroidism*** 27 (0.3) 21 (0.2)
Hypothyroidism" 35 (0.3) 38(0.4)
Inflammatory Bowel Disease® 7(0.1) 10 (0.1)
Multiple Sclerosis 2 (0.0) 4 (0.0)
Nephritis” 2(0.0) 5(0.1)
Optic Neuritis 2(0.0) 0 (0.0)
Pigmentation Disorder® 4(0.0) 3(0.0)
Psoriasis” 13(0.1) 15 (0.2)
Raynaud's Phenomenon 3(0.0) 4 (0.0)
Rheumatoid Arthritis' 6 (0.1) 2(0.0)
Scleroderma/Morphea 2 (0.0) 1(0.0)
Stevens-Johnson Syndrome 1(0.0) 0 (0.0)
Systemic Lupus Erythematosus 1(0.0) 3(0.0)
Uveitis 3(0.0) 1(0.0)
All Conditions 245 (2.3) 218 (2.3)

*AAHS Control = Amorphous Aluminum Hydroxyphosphate Sulfate

**Arthralgia/Arthritis/Arthropathy includes the following terms: Arthralgia, Arthritis, Arthritis reactive, and Arthropathy
***Hyperthyroidism includes the following terms: Basedow's disease, Goiter, Toxic nodular goiter, and Hyperthyroidism
THypothyroidism includes the following terms: Hypothyroidism and thyroiditis

*Inflammatory bowel disease includes the following terms: Colitis ulcerative, Crohn's disease, and Inflammatory bowel
disease

ﬂNephritis includes the following terms: Nephritis, Glomerulonephritis minimal lesion, Glomerulonephritis proliferative
§Pigmentation disorder includes the following terms: Pigmentation disorder, Skin depigmentation, and Vitiligo
*Psoriasis includes the following terms: Psoriasis, Pustular psoriasis, and Psoriatic arthropathy

"Rheumatoid arthritis includes juvenile rheumatoid arthritis. One woman counted in the rheumatoid arthritis group
reported rheumatoid arthritis as an adverse experience at Day 130.

N = Number of individuals enrolled

n = Number of individuals with specific new Medical Conditions

NOTE: Although an individual may have had two or more new Medical Conditions, the individual is counted only once
within a category. The same individual may appear in different categories.

Systemic Autoimmune Disorders in Boys and Men 9 Through 26 Years of Age

In the clinical studies, 9- through 26-year-old boys and men were evaluated for new medical
conditions that occurred over the course of follow-up. New medical conditions potentially indicative of a
systemic autoimmune disorder seen in the group that received GARDASIL or AAHS control or saline
placebo are shown in Table 10. This population includes all boys and men who received at least one
dose of GARDASIL or AAHS control or saline placebo, and had safety data available.
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Table 10
Summary of Boys and Men 9 Through 26 Years of Age Who Reported an Incident Condition
Potentially Indicative of a Systemic Autoimmune Disorder After Enroliment in Clinical Trials of
GARDASIL, Regardless of Causality

AAHS Control* or Saline
Conditions GARDASIL Placebo
(N = 3093) (N = 2303)

n (%) n (%)

Alopecia Areata 2(0.2) 0(0.0)
Ankylosing Spondylitis 1(0.0) 2(0.1)
Arthralgia/Arthritis/Reactive Arthritis 30 (1.0) 17 (0.7)
Autoimmune Thrombocytopenia 1(0.0) 0 (0.0)
Diabetes Mellitus Type 1 3(0.1) 2(0.21)
Hyperthyroidism 0 (0.0) 1(0.0)
Hypothyroidism** 3(0.1) 0(0.0)
Inflammatory Bowel Disease*** 1(0.0) 2(0.1)
Myocarditis 1(0.0) 1(0.0)
Proteinuria 1(0.0) 0 (0.0)
Psoriasis 0 (0.0) 4(0.2)
Skin Depigmentation 1(0.0) 0(0.0)
Vitiligo 2(0.1) 5(0.2)
All Conditions 46 (1.5) 34 (1.5)

*AAHS Control = Amorphous Aluminum Hydroxyphosphate Sulfate

**Hypothyroidism includes the following terms: Hypothyroidism and Autoimmune thyroiditis

***|nflammatory bowel disease includes the following terms: Colitis ulcerative and Crohn's disease

N = Number of individuals who received at least one dose of either vaccine or placebo

n = Number of individuals with specific new Medical Conditions

NOTE: Although an individual may have had two or more new Medical Conditions, the individual is counted only once
within a category. The same individual may appear in different categories.

Safety in Concomitant Use with RECOMBIVAX HB [hepatitis B vaccine (recombinant)] in Girls and
Women 16 Through 23 Years of Age

The safety of GARDASIL when administered concomitantly with RECOMBIVAX HB®* [hepatitis B
vaccine (recombinant)] was evaluated in an AAHS-controlled study of 1871 girls and women with a mean
age of 20.4 years [see Clinical Studies (14.9)]. The race distribution of the study individuals was as
follows: 61.6% White; 23.8% Other; 11.9% Black; 1.6% Hispanic (Black and White); 0.8% Asian; and
0.3% American Indian. The rates of systemic and injection-site adverse reactions were similar among
girls and women who received concomitant vaccination as compared with those who received
GARDASIL or RECOMBIVAX HB [hepatitis B vaccine (recombinant)].

Safety in Concomitant Use with Menactra [Meningococcal (Groups A, C, Y and W-135) Polysaccharide
Diphtheria Toxoid Conjugate Vaccine] and Adacel [Tetanus Toxoid, Reduced Diphtheria Toxoid and
Acellular Pertussis Vaccine Adsorbed (Tdap)]

The safety of GARDASIL when administered concomitantly with Menactra [Meningococcal (Groups A,
C, Y and W-135) Polysaccharide Diphtheria Toxoid Conjugate Vaccine] and Adacel [Tetanus Toxoid,
Reduced Diphtheria Toxoid and Acellular Pertussis Vaccine Adsorbed (Tdap)] was evaluated in a
randomized study of 1040 boys and girls with a mean age of 12.6 years [see Clinical Studies (14.10)].
The race distribution of the study subjects was as follows: 77.7% White; 1.4% Multi-racial; 12.3% Black;
6.8% Hispanic (Black and White); 1.2% Asian; 0.4% American Indian, and 0.2% Indian.

There was an increase in injection-site swelling reported at the injection site for GARDASIL
(concomitant = 10.9%, non-concomitant = 6.9%) when GARDASIL was administered concomitantly with
Menactra and Adacel as compared to non-concomitant (separated by 1 month) vaccination. The majority
of injection-site swelling adverse experiences were reported as being mild to moderate in intensity.

Safety in Women 27 Through 45 Years of Age

The adverse reaction profile in women 27 through 45 years of age was comparable to the profile seen

in girls and women 9 through 26 years of age.
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6.2 Postmarketing Experience

The following adverse events have been spontaneously reported during post-approval use of
GARDASIL. Because these events were reported voluntarily from a population of uncertain size, it is not
possible to reliably estimate their frequency or to establish a causal relationship to vaccine exposure.

Blood and lymphatic system disorders: Autoimmune hemolytic anemia, idiopathic thrombocytopenic
purpura, lymphadenopathy.

Respiratory, thoracic and mediastinal disorders: Pulmonary embolus.

Gastrointestinal disorders: Nausea, pancreatitis, vomiting.

General disorders and administration site conditions: Asthenia, chills, death, fatigue, malaise.

Immune system disorders: Autoimmune diseases, hypersensitivity reactions including
anaphylactic/anaphylactoid reactions, bronchospasm, and urticaria.

Musculoskeletal and connective tissue disorders: Arthralgia, myalgia.

Nervous system disorders: Acute disseminated encephalomyelitis, dizziness, Guillain-Barré
syndrome, headache, motor neuron disease, paralysis, seizures, syncope (including syncope associated
with tonic-clonic movements and other seizure-like activity) sometimes resulting in falling with injury,
transverse myelitis.

Infections and infestations: cellulitis.

Vascular disorders: Deep venous thrombosis.

7 DRUG INTERACTIONS

7.1 Use with RECOMBIVAX HB

Results from clinical studies indicate that GARDASIL may be administered concomitantly (at a
separate injection site) with RECOMBIVAX HB [hepatitis B vaccine (recombinant)] [see Clinical Studies
(14.9)].

7.2 Use with Menactra and Adacel

Results from clinical studies indicate that GARDASIL may be administered concomitantly (at a
separate injection site) with Menactra [Meningococcal (Groups A, C, Y and W-135) Polysaccharide
Diphtheria Toxoid Conjugate Vaccine] and Adacel [Tetanus Toxoid, Reduced Diphtheria Toxoid and
Acellular Pertussis Vaccine Adsorbed (Tdap)] [see Clinical Studies (14.10)].

7.3 Use with Hormonal Contraceptives

In clinical studies of 16- through 26-year-old women, 13,912 (GARDASIL N = 6952; AAHS control or
saline placebo N = 6960) who had post-Month 7 follow-up used hormonal contraceptives for a total of
33,859 person-years (65.8% of the total follow-up time in the studies).

In one clinical study of 24- through 45-year-old women, 1357 (GARDASIL N = 690; AAHS control N =
667) who had post-Month 7 follow-up used hormonal contraceptives for a total of 3400 person-years
(31.5% of the total follow-up time in the study). Use of hormonal contraceptives or lack of use of hormonal
contraceptives among study participants did not impair the immune response in the per protocol
immunogenicity (PPI) population.

7.4 Use with Systemic Inmunosuppressive Medications

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 Use in Specific Populations (8.6)].
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category B:

Reproduction studies have been performed in female rats at doses equivalent to the recommended
human dose and have revealed no evidence of impaired female fertility or harm to the fetus due to
GARDASIL. There are, however, no adequate and well-controlled studies in pregnant women. Because
animal reproduction studies are not always predictive of human responses, GARDASIL should be used
during pregnancy only if clearly needed.

An evaluation of the effect of GARDASIL on embryo-fetal, pre- and postweaning development was
conducted using rats. One group of rats was administered GARDASIL twice prior to gestation, during the
period of organogenesis (gestation Day 6) and on lactation Day 7. A second group of pregnant rats was
administered GARDASIL during the period of organogenesis (gestation Day 6) and on lactation Day 7
only. GARDASIL was administered at 0.5 mL/rat/occasion (120 mcg total protein which is equivalent to
the recommended human dose) by intramuscular injection. 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 this study.
In addition, there were no treatment-related effects on developmental signs, behavior, reproductive
performance, or fertility of the offspring.

Clinical Studies in Humans

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

GARDASIL is not indicated for women 27 years of age or older. However, safety data in women 16
through 45 years of age was collected, and 3819 women (GARDASIL N = 1894 vs. AAHS control or
saline placebo N = 1925) reported at least 1 pregnancy each.

The overall proportions of pregnancies 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), were
22.6% (446/1973) in women who received GARDASIL and 23.1% (460/1994) in women who received
AAHS control or saline placebo.

Overall, 55 and 65 women in the group that received GARDASIL or AAHS control or saline placebo,
respectively (2.9% and 3.4% of all women who reported a pregnancy in the respective vaccination
groups), experienced a serious adverse reaction during pregnancy. The most common events reported
were conditions that can result in Caesarean section (e.g., failure of labor, malpresentation, cephalopelvic
disproportion), premature onset of labor (e.g., threatened abortions, premature rupture of membranes),
and pregnancy-related medical problems (e.g., pre-eclampsia, hyperemesis). The proportions of
pregnant women who experienced such events were comparable between the groups receiving
GARDASIL and AAHS control or saline placebo.

There were 45 cases of congenital anomaly in pregnancies that occurred in women who received
GARDASIL and 34 cases of congenital anomaly in pregnancies that occurred in women who received
AAHS control or saline placebo.

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 or AAHS control or saline placebo. For
pregnancies with estimated onset within 30 days of vaccination, 5 cases of congenital anomaly were
observed in the group that received GARDASIL compared to 1 case of congenital anomaly in the group
that received AAHS control or saline placebo. The congenital anomalies seen in pregnhancies with
estimated onset within 30 days of vaccination included pyloric stenosis, congenital megacolon, congenital
hydronephrosis, hip dysplasia, and club foot. Conversely, in pregnancies with onset more than 30 days
following vaccination, 40 cases of congenital anomaly were observed in the group that received
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GARDASIL compared with 33 cases of congenital anomaly in the group that received AAHS control or
saline placebo.
Pregnancy Registry for GARDASIL

Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., maintains a Pregnancy Registry to
monitor fetal outcomes of pregnant women exposed to GARDASIL. Patients and health care providers
are encouraged to report any exposure to GARDASIL during pregnancy by calling (800) 986-8999.

8.3 Nursing Mothers

Women 16 Through 45 Years of Age

It is not known whether GARDASIL is excreted in human milk. Because many drugs are excreted in
human milk, caution should be exercised when GARDASIL is administered to a nursing woman.

GARDASIL or AAHS control were given to a total of 1133 women (vaccine N = 582, AAHS control N =
551) during the relevant Phase Ill clinical studies.

Overall, 27 and 13 infants of women who received GARDASIL or AAHS control, respectively
(representing 4.6% and 2.4% of the total number of women who were breast-feeding during the period in
which they received GARDASIL or AAHS control, respectively), experienced a serious adverse reaction.

In a post-hoc analysis of clinical studies, a higher number of breast-feeding infants (n = 7) whose
mothers received GARDASIL had acute respiratory illnesses within 30 days post vaccination of the
mother as compared to infants (n = 2) whose mothers received AAHS control.

8.4 Pediatric Use
Safety and effectiveness have not been established in pediatric patients below 9 years of age.
8.5 Geriatric Use

The safety and effectiveness of GARDASIL have not been evaluated in a geriatric population, defined
as individuals aged 65 years and over.

8.6 Immunocompromised Individuals

The immunologic response to GARDASIL may be diminished in immunocompromised individuals [see
Drug Interactions (7.4)].

10 OVERDOSAGE

There have been reports of administration of higher than recommended doses of GARDASIL.
In general, the adverse event profile reported with overdose was comparable to recommended single
doses of GARDASIL.

11 DESCRIPTION

GARDASIL, Human Papillomavirus Quadrivalent (Types 6, 11, 16, and 18) Vaccine, Recombinant, is
a non-infectious recombinant quadrivalent vaccine prepared from the purified virus-like particles (VLPSs) of
the major capsid (L1) protein of HPV Types 6, 11, 16, and 18. The L1 proteins are produced by separate
fermentations in recombinant Saccharomyces cerevisiae and self-assembled into VLPs. The fermentation
process involves growth of S. cerevisiae on chemically-defined fermentation media which include
vitamins, amino acids, mineral salts, and carbohydrates. The VLPs are released from the yeast cells by
cell disruption and purified by a series of chemical and physical methods. The purified VLPs are adsorbed
on preformed aluminum-containing adjuvant (Amorphous Aluminum Hydroxyphosphate Sulfate). The
guadrivalent HPV VLP vaccine is a sterile liquid suspension that is prepared by combining the adsorbed
VLPs of each HPV type and additional amounts of the aluminum-containing adjuvant and the final
purification buffer.

GARDASIL is a sterile suspension for intramuscular administration. Each 0.5-mL dose contains
approximately 20 mcg of HPV 6 L1 protein, 40 mcg of HPV 11 L1 protein, 40 mcg of HPV 16 L1 protein,
and 20 mcg of HPV 18 L1 protein.
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Each 0.5-mL dose of the vaccine contains approximately 225 mcg of aluminum (as Amorphous
Aluminum Hydroxyphosphate Sulfate adjuvant), 9.56 mg of sodium chloride, 0.78 mg of L-histidine,
50 mcg of polysorbate 80, 35 mcg of sodium borate, <7 mcg yeast protein/dose, and water for injection.
The product does not contain a preservative or antibiotics.

After thorough agitation, GARDASIL is a white, cloudy liquid.

12 CLINICAL PHARMACOLOGY

12.1 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.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

GARDASIL has not been evaluated for the potential to cause carcinogenicity or genotoxicity.

GARDASIL administered to female rats at a dose of 120 mcg total protein, which is equivalent to the
recommended human dose, had no effects on mating performance, fertility, or embryonic/fetal survival.

The effect of GARDASIL on male fertility has been studied in male rats at an intramuscular dose of 0.5
mL/rat/occasion (120 mcg total protein which is equivalent to the recommended human dose). One group
of male rats was administered GARDASIL once, 3 days prior to cohabitation, and a second group of male
rats was administered GARDASIL three times, at 6 weeks, 3 weeks, and 3 days prior to cohabitation.
There were no treatment-related effects on reproductive performance including fertility, sperm count, and
sperm motility. There were no treatment-related gross or histomorphologic and weight changes on the
testes.

14 CLINICAL STUDIES

CIN 2/3 and AIS are the immediate and necessary precursors of squamous cell carcinoma and
adenocarcinoma of the cervix, respectively. Their detection and removal has been shown to prevent
cancer; thus, they serve as surrogate markers for prevention of cervical cancer. In the clinical studies in
girls and women aged 16 through 26 years, cases of CIN 2/3 and AIS were the efficacy endpoints to
assess prevention of cervical cancer. In addition, cases of VIN 2/3 and ValN 2/3 were the efficacy
endpoints to assess prevention of HPV-related vulvar and vaginal cancers, and observations of external
genital lesions were the efficacy endpoints for the prevention of genital warts.

In clinical studies in boys and men aged 16 through 26 years, efficacy was evaluated using the
following endpoints: external genital warts and penile/perineal/perianal intraepithelial neoplasia (PIN)
grades 1/2/3 or penile/perineal/perianal cancer. In addition, cases of AIN grades 1/2/3 and anal cancer
made up the composite efficacy endpoint used to assess prevention of HPV-related anal cancer.

Anal HPV infection, AIN, and anal cancer were not endpoints in the studies conducted in women. The
similarity of HPV-related anal disease in men and women supports bridging the indication of prevention of
AIN and anal cancer to women.

Efficacy was assessed in 6 AAHS-controlled, double-blind, randomized Phase Il and Il clinical
studies. The first Phase Il study evaluated the HPV 16 component of GARDASIL (Study 1, N = 2391 16-
through 26-year-old girls and women) and the second evaluated all components of GARDASIL (Study 2,
N = 551 16- through 26-year-old girls and women). Two Phase lll studies evaluated GARDASIL in 5442
(Study 3) and 12,157 (Study 4) 16- through 26-year-old girls and women. A third Phase Il study, Study 5,
evaluated GARDASIL in 4055 16- through 26-year-old boys and men, including a subset of 598
(GARDASIL = 299; placebo = 299) men who self-identified as having sex with men (MSM population). A
fourth Phase lll study, Study 6, evaluated GARDASIL in 3817 24- through 45-year-old women. Together,
these six studies evaluated 28,413 individuals (20,541 girls and women 16 through 26 years of age at
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enroliment with a mean age of 20.0 years, 4055 boys and men 16 through 26 years of age at enroliment
with a mean age of 20.5 years, and 3817 women 24 through 45 years of age at enrollment with a mean
age of 34.3 years). The race distribution of the 16- through 26-year-old girls and women in the clinical
trials was as follows: 70.4% White; 12.2% Hispanic (Black and White); 8.8% Other; 4.6% Black; 3.8%
Asian; and 0.2% American Indian. The race distribution of the 16- through 26-year-old boys and men in
the clinical trials was as follows: 35.2% White; 20.5% Hispanic (Black and White); 14.4% Other; 19.8%
Black; 10.0% Asian; and 0.1% American Indian. The race distribution of the 24- through 45-year-old
women in the clinical trials was as follows: 20.6% White; 43.2% Hispanic (Black and White); 0.2% Other;
4.8% Black; 31.2% Asian; and 0.1% American Indian.

The median duration of follow-up was 4.0, 3.0, 3.0, 3.0, 2.3, and 4.0 years for Study 1, Study 2, Study
3, Study 4, Study 5, and Study 6, respectively. Individuals received vaccine or AAHS control on the day of
enrollment and 2 and 6 months thereafter. Efficacy was analyzed for each study individually and for all
studies in girls and women combined according to a prospective clinical plan.

Overall, 73% of 16- through 26-year-old girls and women, 67% of 24- through 45-year-old women, and
83% of 16- through 26-year-old boys and men were naive (i.e., PCR [Polymerase Chain Reaction]
negative and seronegative for all 4 vaccine HPV types) to all 4 vaccine HPV types at enroliment.

A total of 27% of 16- through 26-year-old girls and women, 33% of 24- through 45-year-old women,
and 17% of 16- through 26-year-old boys and men had evidence of prior exposure to or ongoing infection
with at least 1 of the 4 vaccine HPV types. Among these individuals, 74% of 16- through 26-year-old girls
and women, 71% of 24- through 45-year-old women, and 78% of 16- through 26-year-old boys and men
had evidence of prior exposure to or ongoing infection with only 1 of the 4 vaccine HPV types and were
naive (PCR negative and seronegative) to the remaining 3 types.

In 24- through 45-year-old individuals, 0.4% had been exposed to all 4 vaccine HPV types.

In individuals who were naive (PCR negative and seronegative) to all 4 vaccine HPV types, CIN,
genital warts, VIN, ValN, PIN, and persistent infection caused by any of the 4 vaccine HPV types were
counted as endpoints.

Among individuals who were positive (PCR positive and/or seropositive) for a vaccine HPV type at
Day 1, endpoints related to that type were not included in the analyses of prophylactic efficacy. Endpoints
related to the remaining types for which the individual was naive (PCR negative and seronegative) were
counted.

For example, in individuals who were HPV 18 positive (PCR positive and/or seropositive) at Day 1,
lesions caused by HPV 18 were not counted in the prophylactic efficacy evaluations. Lesions caused by
HPV 6, 11, and 16 were included in the prophylactic efficacy evaluations. The same approach was used
for the other types.

14.1 Prophylactic Efficacy — HPV Types 6, 11, 16, and 18 in Girls and Women 16 Through 26 Years
of Age

GARDASIL was administered without prescreening for presence of HPV infection and the efficacy
trials allowed enrollment of girls and women regardless of baseline HPV status (i.e., PCR status or
serostatus). Girls and women with current or prior HPV infection with an HPV type contained in the
vaccine were not eligible for prophylactic efficacy evaluations for that type.

The primary analyses of efficacy with respect to HPV types 6, 11, 16, and 18 were conducted in the
per-protocol efficacy (PPE) population, consisting of girls and women who received all 3 vaccinations
within 1 year of enrollment, did not have major deviations from the study protocol, and were naive (PCR
negative in cervicovaginal specimens and seronegative) to the relevant HPV type(s) (Types 6, 11, 16,
and 18) prior to dose 1 and through 1 month Postdose 3 (Month 7). Efficacy was measured starting after
the Month 7 visit.

GARDASIL was efficacious in reducing the incidence of CIN (any grade including CIN 2/3); AIS;
genital warts; VIN (any grade); and ValN (any grade) related to vaccine HPV types 6, 11, 16, or 18 in
those who were PCR negative and seronegative at baseline (Table 11).

In addition, girls and women who were already infected with 1 or more vaccine-related HPV types
prior to vaccination were protected from precancerous cervical lesions and external genital lesions
caused by the other vaccine HPV types.
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Table 11
Analysis of Efficacy of GARDASIL in the PPE* Population** of 16- Through 26-Year-Old Girls and Women for
Vaccine HPV Types

. GARDASIL AAHS Control .
Population N | Number of cases N | Number of cases % Efficacy (95% CI)
HPV 16- or 18-related CIN 2/3 or AIS
Study 1*** 755 0 750 12 100.0 (65.1, 100.0)
Study 2 231 0 230 1 100.0 (-3744.9, 100.0)
Study 3 2201 0 2222 36 100.0 (89.2, 100.0)
Study 4 5306 2 5262 63 96.9 (88.2, 99.6)
Combined Protocols’ 8493 2 8464 112 98.2 (93.5, 99.8)
HPV 16-related CIN 2/3 or AIS
Combined Protocols”™ | 7402 | 2 | 7205 ] 93 97.9 (92.3, 99.8)
HPV 18-related CIN 2/3 or AIS
Combined Protocols”™ | 7382 | 0 | 7316 | 29 100.0 (86.6, 100.0)
HPV 16- or 18-related VIN 2/3
Study 2 231 0 230 0 Not calculated
Study 3 2219 0 2239 6 100.0 (14.4, 100.0)
Study 4 5322 0 5275 4 100.0 (-50.3, 100.0)
Combined Protocols’ 7772 0 7744 10 100.0 (55.5, 100.0)
HPV 16- or 18-related ValN 2/3
Study 2 231 0 230 0 Not calculated
Study 3 2219 0 2239 5 100.0 (-10.1, 100.0)
Study 4 5322 0 5275 4 100.0 (-50.3, 100.0)
Combined Protocols’ 7772 0 7744 9 100.0 (49.5, 100.0)
HPV 6-, 11-, 16-, or 18-related CIN (CIN 1, CIN 2/3) or AIS
Study 2 235 0 233 3 100.0 (-138.4, 100.0)
Study 3 2241 0 2258 77 100.0 (95.1, 100.0)
Study 4 5388 9 5374 145 93.8 (88.0, 97.2)
Combined Protocols’ 7864 9 7865 225 96.0 (92.3, 98.2)
HPV 6-, 11-, 16-, or 18-related Genital Warts
Study 2 235 0 233 3 100.0 (-139.5, 100.0)
Study 3 2261 0 2279 58 100.0 (93.5, 100.0)
Study 4 5404 2 5390 132 98.5 (94.5, 99.8)
Combined Protocols’ 7900 2 7902 193 99.0 (96.2, 99.9)
HPV 6- and 11-related Genital Warts
Combined Protocols” | 6932 | 2 | 6856 | 189 | 99.0 (96.2, 99.9)

*The PPE population consisted of individuals who received all 3 vaccinations within 1 year of enrollment, did not have major
deviations from the study protocol, and were naive (PCR negative and seronegative) to the relevant HPV type(s) (Types 6, 11, 16,
and 18) prior to dose 1 and through 1 month postdose 3 (Month 7).
**See Table 14 for analysis of vaccine impact in the general population.
***Evaluated only the HPV 16 L1 VLP vaccine component of GARDASIL
WtAnaIyses of the combined trials were prospectively planned and included the use of similar study entry criteria.
N = Number of individuals with at least 1 follow-up visit after Month 7

Cl = Confidence Interval

Note 1: Point estimates and confidence intervals are adjusted for person-time of follow-up.
Note 2: The first analysis in the table (i.e., HPV 16- or 18-related CIN 2/3, AIS or worse) was the primary endpoint of the vaccine

development plan.

Note 3: Table 11 does not include cases due to non-vaccine HPV types.
AAHS Control = Amorphous Aluminum Hydroxyphosphate Sulfate

Prophylactic efficacy against overall cervical and genital disease related to HPV 6, 11, 16, and 18 in
an extension phase of Study 2, that included data through Month 60, was noted to be 100% (95% ClI:
12.3%, 100.0%) among girls and women in the per protocol population naive to the relevant HPV types.

GARDASIL was efficacious against HPV disease caused by HPV types 6, 11, 16, and 18 in girls and
women who were naive for those specific HPV types at baseline.
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14.2 Prophylactic Efficacy — HPV Types 6, 11, 16, and 18 in Boys and Men 16 Through 26 Years of
Age

The primary analyses of efficacy were conducted in the per-protocol efficacy (PPE) population. This
population consisted of boys and men 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 6, 11, 16, and 18) prior to dose 1 and through 1 month postdose 3 (Month
7). Efficacy was measured starting after the Month 7 visit.

GARDASIL was efficacious in reducing the incidence of genital warts related to vaccine HPV types 6
and 11 in those boys and men who were PCR negative and seronegative at baseline (Table 12). Efficacy
against penile/perineal/perianal intraepithelial neoplasia (PIN) grades 1/2/3 or penile/perineal/perianal
cancer was not demonstrated as the number of cases was too limited to reach statistical significance.

Table 12
Analysis of Efficacy of GARDASIL in the PPE* Population of 16- Through 26-Year-Old Boys and Men for Vaccine
HPV Types
. GARDASIL AAHS Control .
Endpoint N* | Number of cases N [ Number of cases % Efficacy (95% CI)
External Genital Lesions HPV 6-, 11-, 16-, or 18- related
External Genital Lesions 1394 3 1404 32 90.6 (70.1, 98.2)
Condyloma 1394 3 1404 28 89.3 (65.3, 97.9)
PIN 1/2/3 1394 0 1404 4 100.0 (-52.1, 100.0)

*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 6, 11, 16, and 18) prior to
dose 1 and through 1 month postdose 3 (Month 7).

**N = Number of individuals with at least 1 follow-up visit after Month 7
ClI = Confidence Interval

AAHS Control = Amorphous Aluminum Hydroxyphosphate Sulfate

14.3 Prophylactic Efficacy — Anal Disease Caused by HPV Types 6, 11, 16, and 18 in Boys and
Men 16 Through 26 Years of Age in the MSM Sub-study

A sub-study of Study 5 evaluated the efficacy of GARDASIL against anal disease (anal intraepithelial
neoplasia and anal cancer) in a population of 598 MSM. The primary analyses of efficacy were conducted
in the per-protocol efficacy (PPE) population of Study 5.

GARDASIL was efficacious in reducing the incidence of anal intraepithelial neoplasia (AIN) grades 1
(both condyloma and non-acuminate), 2, and 3 related to vaccine HPV types 6, 11, 16, and 18 in those
boys and men who were PCR negative and seronegative at baseline (Table 13).

Table 13

Analysis of Efficacy of GARDASIL for Anal Disease in the PPE* Population of 16- Through 26-Year-Old Boys and

Men in the MSM Sub-study for Vaccine HPV Types

HPV 6-, 11-, 16-, or 18- related GARDASIL AAHS Control .
Endpoint N** Number of cases N Number of cases % Efficacy (95% Cl)
AIN 1/2/3 194 5 208 24 77.5(39.6, 93.3)
AIN 2/3 194 3 208 13 74.9 (8.8, 95.4)
AIN 1 194 4 208 16 73.0 (16.3, 93.4)
Condyloma Acuminatum 194 0 208 6 100.0 (8.2, 100.0)
Non-acuminate 194 4 208 11 60.4 (-33.5, 90.8)

*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 6, 11, 16, and 18) prior to

dose 1 and through 1 month postdose 3 (month 7).

**N = Number of individuals with at least 1 follow-up visit after Month 7
ClI = Confidence Interval

AAHS Control = Amorphous Aluminum Hydroxyphosphate Sulfate
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14.4 Population Impact in Girls and Women 16 Through 26 Years of Age

Effectiveness of GARDASIL in Prevention of HPV Types 6-, 11-, 16-, or 18-Related Genital Disease in
Girls and Women 16 Through 26 Years of Age, Regardless of Current or Prior Exposure to Vaccine HPV
Types

The clinical trials included girls and women regardless of current or prior exposure to vaccine HPV
types, and additional analyses were conducted to evaluate the impact of GARDASIL with respect to HPV
6-, 11-, 16-, and 18-related cervical and genital disease in these girls and women. Here, analyses
included events arising among girls and women regardless of baseline PCR status and serostatus,
including HPV infections that were present at the start of vaccination as well as events that arose from
infections that were acquired after the start of vaccination.

The impact of GARDASIL in girls and women regardless of current or prior exposure to a vaccine HPV
type is shown in Table 14. Impact was measured starting 1 month Postdose 1. Prophylactic efficacy
denotes the vaccine’s efficacy in girls and women who are naive (PCR negative and seronegative) to the
relevant HPV types at Day 1. Vaccine impact in girls and women who were positive for vaccine HPV
infection, as well as vaccine impact among girls and women regardless of baseline vaccine HPV PCR
status and serostatus are also presented. The majority of CIN and genital warts, VIN, and ValN related to
a vaccine HPV type detected in the group that received GARDASIL occurred as a consequence of HPV
infection with the relevant HPV type that was already present at Day 1.

There was no clear evidence of protection from disease caused by HPV types for which girls and
women were PCR positive regardless of serostatus at baseline.
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Table 14
Effectiveness of GARDASIL in Prevention of HPV 6, 11, 16, or 18-Related Genital Disease in Girls and Women
16 Through 26 Years of Age, Regardless of Current or Prior Exposure to Vaccine HPV Types

GARDASIL or HPV 16 o .
Endpoint Analysis L1 VLP Vaccine AAHS Control Yo (I'\;Z(oi/ugtll)on
N Cases N Cases °
HPV 16- or 18- Prophylactic Efficacy* 9346 4 9407 155 97.4 (93.3, 99.3)
related CIN 2/3 or HPV 16 and/or HPV 18 Positive at Day 1** 2870 142 2898 | 148*** -
Girls and Women Regardless of Current or
AIS
Prior Exposure to HPV 16 or 18° 9836 146 9904 303 51.8 (41.1, 60.7)
HPV 16- or 18- Prophylactic Efficacy* 8642 1 8673 34 97.0 (82.4, 99.9)
related VIN 2/3 or HPV 16 and/or HPV 18 Positive at Day 1** 1880 8 1876 4 -
ValN 2/3 Girls and Women Regardless of Current or
Prior Exposure to HPV 16 or 18* 8955 9 8968 38 76.3 (50.0, 89.9)
HPV 6-. 11-. 16- Prophylactic Efficacy* 8630 16 8680 309 94.8 (91.5, 97.1)
18-related CIN | HPV 6, HPV1L HPV 16 andlor HPV18 | qq 186" | 2437 | 213" -t
(CIN 1, CIN 2/3) or Positive at Day 1
' Girls and Women Regardless of Current or
AIS
Prior Exposure to Vaccine HPV Typesi 8819 202 8854 522 61.5(54.6,67.4)
Prophylactic Efficacy* 8761 10 8792 252 96.0 (92.6, 98.1)
HPV 6-, 11-, 16-, HPV 6, HPV 11, HPV 16, and/or HPV 18 § § +
or 18-related Positive at Day 1** 2501 51 2475 | 55 -
Genital Warts Girls and Women Regardless of Current or
Prior Exposure to Vaccine HPV TypesI 8955 61 8968 307 80.3 (73.9, 85.3)
HPV 6- or 11- Prophylactic Efficacy* 7769 9 7792 246 96.4 (93.0, 98.4)
related Genital HPV 6 and/or HPV 11 Positive at Day 1** 1186 51 1176 54 -7
Girls and Women Regardless of Current or
Warts
Prior Exposure to Vaccine HPV Typesi 8955 60 8968 300 80.1(73.7,85.2)

*Includes all individuals who received at least 1 vaccination and who were HPV-naive (i.e., seronegative and PCR negative) at Day 1
to the vaccine HPV type being analyzed. Case counting started at 1 month postdose 1.

**Includes all individuals who received at least 1 vaccination and who were HPV positive or had unknown HPV status at Day 1, to at
least one vaccine HPV type. Case counting started at Day 1.

***QOut of the 148 AAHS control cases of 16/18 CIN 2/3, 2 women were missing serology or PCR results for Day 1.

"There is no expected efficacy since GARDASIL has not been demonstrated to provide protection against disease from vaccine HPV
types to which a person has previously been exposed through sexual activity.

*Includes all individuals who received at least 1 vaccination (regardless of baseline HPV status at Day 1). Case counting started at 1
month postdose 1.

*Includes 2 AAHS control women with missing serology/PCR data at Day 1.

SIncludes 1 woman with missing serology/PCR data at Day 1.

Cl = Confidence Interval

N = Number of individuals who have at least one follow-up visit after Day 1

Note 1: The 16- and 18-related CIN 2/3 or AIS composite endpoint included data from studies 1, 2, 3, and 4. All other endpoints only
included data from studies 2, 3, and 4.

Note 2: Positive status at Day 1 denotes PCR positive and/or seropositive for the respective type at Day 1.

Note 3: Table 14 does not include disease due to non-vaccine HPV types.

AAHS Control = Amorphous Aluminum Hydroxyphosphate Sulfate

Effectiveness of GARDASIL in Prevention of Any HPV Type Related Genital Disease in Girls and Women
16 Through 26 Years of Age, Regardless of Current or Prior Infection with Vaccine or Non-Vaccine HPV
Types

The impact of GARDASIL against the overall burden of dysplastic or papillomatous cervical, vulvar,
and vaginal disease regardless of HPV detection, results from a combination of prophylactic efficacy
against vaccine HPV types, disease contribution from vaccine HPV types present at time of vaccination,
the disease contribution from HPV types not contained in the vaccine, and disease in which HPV was not
detected.

Additional efficacy analyses were conducted in 2 populations: (1) a generally HPV-naive population
(negative to 14 common HPV types and had a Pap test that was negative for SIL [Squamous
Intraepithelial Lesion] at Day 1), approximating a population of sexually-naive girls and women and (2)
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the general study population of girls and women regardless of baseline HPV status, some of whom had
HPV-related disease at Day 1.

Among generally HPV-naive girls and women and among all girls and women in the study population
(including girls and women with HPV infection at Day 1), GARDASIL reduced the overall incidence of CIN
2/3 or AIS; of VIN 2/3 or ValN 2/3; of CIN (any grade) or AIS; and of Genital Warts (Table 15). These
reductions were primarily due to reductions in lesions caused by HPV types 6, 11, 16, and 18 in girls and
women naive (seronegative and PCR negative) for the specific relevant vaccine HPV type. Infected girls
and women may already have CIN 2/3 or AIS at Day 1 and some will develop CIN 2/3 or AIS during
follow-up, either related to a vaccine or non-vaccine HPV type present at the time of vaccination or
related to a non-vaccine HPV type not present at the time of vaccination.

Table 15
Effectiveness of GARDASIL in Prevention of Any HPV Type Related Genital Disease in Girls and Women 16
Through 26 Years of Age, Regardless of Current or Prior Infection with Vaccine or Non-Vaccine HPV Types

Endpoints Caused by Vaccine or Analysis GARDASIL AAHS Control % Reduction
Non-vaccine HPV Types y N Cases N Cases (95% ClI)

Prophylactic Efficacy* | 4616 77 4680 136 42.7 (23.7,57.3)

Girls and Women
CIN 2/3 or AIS Regardless of Current
or Prior Exposure to | 8559 421 8592 516 18.4 (7.0, 28.4)

Vaccine or Non-
Vaccine HPV Types**

Prophylactic Efficacy* | 4688 7 4735 31 77.1(47.1, 91.5)

Girls and Women
VIN 2/3 and ValN 2/3 Regardless of Current
or Prior Exposure to | 8688 30 8701 61 50.7 (22.5, 69.3)

Vaccine or Non-
Vaccine HPV Types**

Prophylactic Efficacy* | 4616 272 4680 390 29.7 (17.7, 40.0)

Girls and Women
CIN (Any Grade) or AIS Regardless of Current
or Prior Exposure to | 8559 967 8592 1189 19.1 (11.9, 25.8)

Vaccine or Non-
Vaccine HPV Types**

Prophylactic Efficacy* | 4688 29 4735 169 82.8 (74.3, 88.8)

Girls and Women
Genital Warts Regardless of Current
or Prior Exposure to | 8688 132 8701 350 62.5 (54.0, 69.5)

Vaccine or Non-
Vaccine HPV Types**

*Includes all individuals who received at least 1 vaccination and who had a Pap test that was negative for SIL [Squamous
Intraepithelial Lesion] at Day 1 and were naive to 14 common HPV types at Day 1. Case counting started at 1 month postdose 1.
**Includes all individuals who received at least 1 vaccination (regardless of baseline HPV status or Pap test result at Day 1). Case
counting started at 1 month postdose 1.

ClI = Confidence Interval

AAHS Control = Amorphous Aluminum Hydroxyphosphate Sulfate

14.5 Population Impact in Boys and Men 16 Through 26 Years of Age
Effectiveness of GARDASIL in Prevention of HPV Types 6-, 11-, 16-, or 18-Related Anogenital Disease in
Boys and Men 16 Through 26 Years of Age, Regardless of Current or Prior Exposure to Vaccine HPV
Types

Study 5 included boys and men regardless of current or prior exposure to vaccine HPV types, and
additional analyses were conducted to evaluate the impact of GARDASIL with respect to HPV 6-, 11-,
16-, and 18-related anogenital disease in these boys and men. Here, analyses included events arising
among boys and men regardless of baseline PCR status and serostatus, including HPV infections that
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were present at the start of vaccination as well as events that arose from infections that were acquired
after the start of vaccination.

The impact of GARDASIL in boys and men regardless of current or prior exposure to a vaccine HPV
type is shown in Table 16. Impact was measured starting at Day 1. Prophylactic efficacy denotes the
vaccine’s efficacy in boys and men who are naive (PCR negative and seronegative) to the relevant HPV
types at Day 1. Vaccine impact in boys and men who were positive for vaccine HPV infection, as well as
vaccine impact among boys and men regardless of baseline vaccine HPV PCR status and serostatus are
also presented. The majority of anogenital disease related to a vaccine HPV type detected in the group
that received GARDASIL occurred as a consequence of HPV infection with the relevant HPV type that
was already present at Day 1.

There was no clear evidence of protection from disease caused by HPV types for which boys and men
were PCR positive regardless of serostatus at baseline.

21



GARDASIL®
[Human Papillomavirus Quadrivalent (Types 6, 11, 16, and 18) Vaccine, Recombinant] 9883616

Table 16
Effectiveness of GARDASIL in Prevention of HPV Types 6-, 11-, 16-, or 18-Related Anogenital
Disease in Boys and Men 16 Through 26 Years of Age, Regardless of Current or Prior Exposure to
Vaccine HPV Types

AAHS % Reduction
Endpoint Analysis GARDASIL Control (95% CI)
N Cases N Cases
Prophylactic Efficacy* 1775 13 1770 54 76.3 (56.0, 88.1)
HPV 6, HPV 11, HPV 16, and/or ok
External HPV 18 Positive at Day 1** 460 14 453 26 -
Genital Boys and Men Regardless of
Lesions Current or Prior Exposure to
vaccine or Non-Vaccine HPV 1943 27 1937 80 66.7 (48.0, 79.3)
Types'
Prophylactic Efficacy* 1775 10 1770 49 80.0 (59.9, 90.9)
HPV 6, HPV 11, HPV 16, and/or ik
HPV 18 Positive at Day 1** 460 14 453 25 -
Condyloma Boys and Men Regardless of
Current or Prior Exposure to
Vaccine or Non-Vaccine HPV 1943 24 1937 74 68.1 (48.8, 80.7)
Types'
Prophylactic Efficacy* 1775 4 1770 5 20.7 (-268.4, 84.3)
HPV 6, HPV 11, HPV 16, and/or ek
HPV 18 Positive at Day 1** 460 2 453 1 B
PIN 1/2/3 Boys and Men Regardless of
Current or Prior Exposure to
Vaccine or Non-Vaccine HPV 1943 6 1937 6 0.3(-272.8,734)
Types'
Prophylactic Efficacy* 259 9 261 39 76.9 (51.4,90.1)
HPV 6, HPV 11, HPV 16, and/or ok
HPV 18 Positive at Day 1+ 103 29 116 38 -
AIN 1/2/3 Boys and Men Regardless of
Current or Prior Exposure to
Vaccine or Non-Vaccine HPV 275 38 2176 77 50.3(25.7, 67.2)
Types'
Prophylactic Efficacy* 259 7 261 19 62.5 (6.9, 86.7)
HPV 6, HPV 11, HPV 16, and/or ok
HPV 18 Positive at Day 1** 103 1 116 20 -
AIN 2/3 Boys and Men Regardless of
Current or Prior Exposure to
Vaccine or Non-Vaccine HPV 275 18 276 39 54.2(18.0,75.3)
Types'

*Includes all individuals who received at least 1 vaccination and who were HPV-naive (i.e., seronegative and PCR
negative) at Day 1 to the vaccine HPV type being analyzed. Case counting started at Day 1.

**Includes all individuals who received at least 1 vaccination and who were HPV positive or had unknown HPV status
at Day 1, to at least one vaccine HPV type. Case counting started at Day 1.

***There is no expected efficacy since GARDASIL has not been demonstrated to provide protection against disease
from vaccine HPV types to which a person has previously been exposed through sexual activity.

"Includes all individuals who received at least 1 vaccination. Case counting started at Day 1.

Cl = Confidence Interval

AAHS Control = Amorphous Aluminum Hydroxyphosphate Sulfate

Effectiveness of GARDASIL in Prevention of Any HPV Type Related Anogenital Disease in Boys and
Men 16 Through 26 Years of Age, Regardless of Current or Prior Infection with Vaccine or Non-Vaccine
HPV Types

The impact of GARDASIL against the overall burden of dysplastic or papillomatous anogenital disease
regardless of HPV detection, results from a combination of prophylactic efficacy against vaccine HPV
types, disease contribution from vaccine HPV types present at time of vaccination, the disease
contribution from HPV types not contained in the vaccine, and disease in which HPV was not detected.

Additional efficacy analyses from Study 5 were conducted in 2 populations: (1) a generally HPV-naive
population that consisted of boys and men who are seronegative and PCR negative to HPV 6, 11, 16,
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and 18 and PCR negative to HPV 31, 33, 35, 39, 45, 51, 52, 56, 58 and 59 at Day 1, approximating a
population of sexually-naive boys and men and (2) the general study population of boys and men
regardless of baseline HPV status, some of whom had HPV-related disease at Day 1.

Among generally HPV-naive boys and men and among all boys and men in Study 5 (including boys
and men with HPV infection at Day 1), GARDASIL reduced the overall incidence of anogenital disease
(Table 17). These reductions were primarily due to reductions in lesions caused by HPV types 6, 11, 16,
and 18 in boys and men naive (seronegative and PCR negative) for the specific relevant vaccine HPV
type. Infected boys and men may already have anogenital disease at Day 1 and some will develop
anogenital disease during follow-up, either related to a vaccine or non-vaccine HPV type present at the
time of vaccination or related to a non-vaccine HPV type not present at the time of vaccination.

Table 17
Effectiveness of GARDASIL in Prevention of Any HPV Type Related Anogenital Disease in Boys
and Men 16 Through 26 Years of Age, Regardless of Current or Prior Infection with Vaccine or
Non-Vaccine HPV Types

AAHS o .
Endpoint Analysis GARDASIL Control % ggzi/ugtll)on
N Cases N Cases °
Prophylactic Efficacy* 1275 7 1270 37 81.5 (58.0, 93.0)
External Boys and Men Regardless of
Genital Current or Prior Exposure to
Lesions Vaccine or Non-Vaccine HPV 1943 38 1937 92 59.3 (40.0,72.9)
Types**
Prophylactic Efficacy* 1275 5 1270 33 85.2 (61.8, 95.5)
Boys and Men Regardless of
Condyloma Current or Prior Exposure to
vaccine or Non-Vaccine HPV 1943 33 1937 85 61.8 (42.3, 75.3)
Types**
Prophylactic Efficacy* 1275 2 1270 4 50.7 (-244.3, 95.5)
Boys and Men Regardless of
PIN 1/2/3 Current or Prior Exposure to
Vaccine or Non-Vaccine HPV 1943 8 1937 7 -13.9(-269.0, 63.9)
Types**
Prophylactic Efficacy* 129 12 126 28 54.9 (8.4, 79.1)
Boys and Men Regardless of
AIN 1/2/3 Current or Prior Exposure to
Vaccine or Non-Vaccine HPV 215 & 216 103 25.7 (1.1, 45.6)
Types**
Prophylactic Efficacy* 129 8 126 18 52.5(-14.8,82.1)
Boys and Men Regardless of
AIN 2/3 Current or Prior Exposure to
Vaccine or Non-Vaccine HPV 275 44 216 59 24.3 (-13.8,50.0)
Types**

*Includes all individuals who received at least 1 vaccination and who were seronegative and PCR negative at
enrolliment to HPV 6, 11, 16 and 18, and PCR negative at enrolliment to HPV 31, 33, 35, 39, 45, 51, 52, 56, 58 and
59. Case counting started at Day 1.

**Includes all individuals who received at least 1 vaccination. Case counting started at Day 1.

Cl = Confidence Interval

AAHS Control = Amorphous Aluminum Hydroxyphosphate Sulfate

14.6 Overall Population Impact

The subject characteristics (e.g. lifetime sex partners, geographic distribution of the subjects)
influence the HPV prevalence of the population and therefore the population benefit can vary widely.

The overall efficacy of GARDASIL will vary with the baseline prevalence of HPV infection and disease,
the incidence of infections against which GARDASIL has shown protection, and those infections against
which GARDASIL has not been shown to protect.

The efficacy of GARDASIL for HPV types not included in the vaccine (i.e., cross-protective efficacy) is
a component of the overall impact of the vaccine on rates of disease caused by HPV. Cross-protective
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efficacy was not demonstrated against disease caused by non-vaccine HPV types in the combined
database of the Study 3 and Study 4 trials.

GARDASIL does not protect against genital disease not related to HPV. One woman who received
GARDASIL in Study 3 developed an external genital well-differentiated squamous cell carcinoma at
Month 24. No HPV DNA was detected in the lesion or in any other samples taken throughout the study.

In 18,150 girls and women enrolled in Study 2, Study 3, and Study 4, GARDASIL reduced definitive
cervical therapy procedures by 23.9% (95% ClI: 15.2%, 31.7%).

14.7 Studies in Women 27 Through 45 Years of Age

Study 6 evaluated efficacy in 3253 women 27 through 45 years of age based on a combined endpoint
of HPV 6-, 11-, 16- or 18-related persistent infection, genital warts, vulvar and vaginal dysplastic lesions
of any grade, CIN of any grade, AIS, and cervical cancer. These women were randomized 1:1 to receive
either GARDASIL or AAHS control. The efficacy for the combined endpoint was driven primarily by
prevention of persistent infection. There was no statistically significant efficacy demonstrated for CIN 2/3,
AIS, or cervical cancer. In post hoc analyses conducted to assess the impact of GARDASIL on the
individual components of the combined endpoint, the results in the population of women naive to the
relevant HPV type at baseline were as follows: prevention of HPV 6-, 11-, 16- or 18-related persistent
infection (80.5% [95% CI. 68.3, 88.6]), prevention of HPV 6-, 11-, 16- or 18-related CIN (any grade)
(85.8% [95% CI: 52.4, 97.3]), and prevention of HPV 6-, 11-, 16- or 18-related genital warts (87.6% [95%
Cl: 7.3, 99.7)).

Efficacy for disease endpoints was diminished in a population impact assessment of women who were
vaccinated regardless of baseline HPV status (full analysis set). In the full analysis set (FAS), efficacy
was not demonstrated for the following endpoints: prevention of HPV 16- and 18-related CIN 2/3, AIS, or
cervical cancer and prevention of HPV 6- and 11-related condyloma. No efficacy was demonstrated
against CIN 2/3, AIS, or cervical cancer in the general population irrespective of HPV type (FAS any type
analysis).

14.8 Immunogenicity

Assays to Measure Immune Response

The minimum anti-HPV titer that confers protective efficacy has not been determined.

Because there were few disease cases in individuals naive (PCR negative and seronegative) to
vaccine HPV types at baseline in the group that received GARDASIL, it has not been possible to
establish minimum anti-HPV 6, anti-HPV 11, anti-HPV 16, and anti-HPV 18 antibody levels that protect
against clinical disease caused by HPV 6, 11, 16, and/or 18.

The immunogenicity of GARDASIL was assessed in 23,951 9- through 45-year-old girls and women
(GARDASIL N = 12,634; AAHS control or saline placebo N =11,317) and 5417 9- through 26-year-old
boys and men (GARDASIL N = 3109; AAHS control or saline placebo N = 2308).

Type-specific immunoassays with type-specific standards were used to assess immunogenicity to
each vaccine HPV type. These assays measured antibodies against neutralizing epitopes for each HPV
type. The scales for these assays are unique to each HPV type; thus, comparisons across types and to
other assays are not appropriate.

Immune Response to GARDASIL

The primary immunogenicity analyses were conducted in a per-protocol immunogenicity (PPI)
population. This population consisted of individuals who were seronegative and PCR negative to the
relevant HPV type(s) at enroliment, remained HPV PCR negative to the relevant HPV type(s) through 1
month postdose 3 (Month 7), received all 3 vaccinations, and did not deviate from the study protocol in
ways that could interfere with the effects of the vaccine.

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).

In clinical studies in 16- through 26-year-old girls and women, 99.8%, 99.8%, 99.8%, and 99.4% who
received GARDASIL became anti-HPV 6, anti-HPV 11, anti-HPV 16, and anti-HPV 18 seropositive,
respectively, by 1 month postdose 3 across all age groups tested.
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In clinical studies in 27- through 45-year-old women, 98.2%, 97.9%, 98.6%, and 97.1% who received
GARDASIL became anti-HPV 6, anti-HPV 11, anti-HPV 16, and anti-HPV 18 seropositive, respectively,
by 1 month postdose 3 across all age groups tested.

In clinical studies in 16- through 26-year-old boys and men, 98.9%, 99.2%, 98.8%, and 97.4% who
received GARDASIL became anti-HPV 6, anti-HPV 11, anti-HPV 16, and anti-HPV 18 seropositive,
respectively, by 1 month postdose 3 across all age groups tested.

Across all populations, anti-HPV 6, anti-HPV 11, anti-HPV 16, and anti-HPV 18 GMTs peaked at
Month 7 (Table 18 and Table 19). GMTs declined through Month 24 and then stabilized through Month 36
at levels above baseline. Tables 20 and 21 display the persistence of anti-HPV cLIA geometric mean
titers by gender and age group. The duration of immunity following a complete schedule of immunization
with GARDASIL has not been established.

Table 18
Summary of Month 7 Anti-HPV cLIA Geometric Mean Titers in the PPI* Population of Girls and
Women
% Seropositive GMT
Population N** n*** (95% ClI) (95% CI) mMU"/mL

Anti-HPV 6
9- through 15-year-old girls 1122 917 99.9 (99.4, 100.0) 929.2 (874.6, 987.3)
16- through 26-year-old girls and women 9859 3329 99.8 (99.6, 99.9) 545.0 (530.1, 560.4)
27- through 34-year-old women 667 439 98.4 (96.7, 99.4) 435.6 (393.4, 482.4)
35- through 45-year-old women 957 644 98.1 (96.8, 99.0) 397.3 (365.2, 432.2)
Anti-HPV 11
9- through 15-year-old girls 1122 917 99.9 (99.4, 100.0) 1304.6 (1224.7, 1389.7)
16- through 26-year-old girls and women 9859 3353 99.8 (99.5, 99.9) 748.9 (726.0, 772.6)
27- through 34-year-old women 667 439 98.2 (96.4, 99.2) 577.9 (523.8, 637.5)
35- through 45-year-old women 957 644 97.7 (96.2, 98.7) 512.8 (472.9, 556.1)
Anti-HPV 16
9- through 15-year-old girls 1122 915 99.9 (99.4, 100.0) 4918.5 (4556.6, 5309.1)
16- through 26-year-old girls and women 9859 3249 99.8 (99.6, 100.0) 2409.2 (2309.0, 2513.8)
27- through 34-year-old women 667 435 99.3 (98.0, 99.9) 2342.5 (2119.1, 2589.6)
35- through 45-year-old women 957 657 98.2 (96.8, 99.1) 2129.5(1962.7, 2310.5)
Anti-HPV 18
9- through 15-year-old girls 1122 922 99.8 (99.2, 100.0) 1042.6 (967.6, 1123.3)
16- through 26-year-old girls and women 9859 3566 99.4 (99.1, 99.7) 475.2 (458.8, 492.1)
27- through 34-year-old women 667 501 98.0 (96.4, 99.0) 385.8 (347.6, 428.1)
35- through 45-year-old women 957 722 96.4 (94.8, 97.6) 324.6 (297.6, 354.0)

*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 naive (PCR negative and seronegative) to the relevant HPV type(s) (types 6, 11, 16, and 18) prior to dose 1
and through 1 month Postdose 3 (Month 7).

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

***Number of individuals contributing to the analysis.

cLIA = Competitive Luminex Immunoassay

Cl = Confidence Interval

GMT = Geometric Mean Titers

TmMU = milli-Merck Units
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Table 19
Summary of Month 7 Anti-HPV cLIA Geometric Mean Titers in the PPI* Population of Boys and Men
% Seropositive GMT

Population N** n*** (95% Cl) (95% CI) mMU"/mL

Anti-HPV 6

9- through 15-year-old boys 1072 884 99.9 (99.4, 100.0) 1037.5 (963.5, 1117.3)

16- through 26-year-old boys and men 2026 1093 98.9 (98.1, 99.4) 447.8 (418.9, 478.6)

Anti-HPV 11

9- through 15-year-old boys 1072 885 99.9 (99.4, 100.0) 1386.8 (1298.5, 1481.0)

16- through 26-year-old boys and men 2026 1093 99.2 (98.4, 99.6) 624.3 (588.4, 662.3)

Anti-HPV 16

9- through 15-year-old boys 1072 882 99.8 (99.2, 100.0) 6056.5 (5601.3, 6548.7)

16- through 26-year-old boys and men 2026 1136 98.8 (97.9, 99.3) 2403.3 (2243.4, 2574.6)

Anti-HPV 18

9- through 15-year-old boys 1072 887 99.8 (99.2, 100) 1357.4 (1249.4, 1474.7)

16- through 26-year-old boys and men 2026 1175 97.4 (96.3,98.2) 402.6 (374.6, 432.7)

*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,
and were naive (PCR negative and seronegative) to the relevant HPV type(s) (types 6, 11, 16, and 18) prior to dose 1 and
through 1 month Postdose 3 (Month 7).

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

***Number of individuals contributing to the analysis.

cLIA = Competitive Luminex Immunoassay

Cl = Confidence Interval

GMT = Geometric Mean Titers

"mMU = milli-Merck Units
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Table 20

9883616

Persistence of Anti-HPV cLIA Geometric Mean Titers in 9- Through 45-Year-Old Girls and Women

o-t . 16- to 26-Year-Old Girls 27- to 34-Year-Old 35- to 45-Year-Old
- to 15-Year-Old Girls
(N* = 1122) and Women Women Women
Assay (cLIA)/ (N* = 9859) (N* = 667) (N* =957)
Time Point GMT GMT GMT GMT
n** (95% ClI) n** (95% ClI) n** (95% ClI) n** (95% ClI)
mMU***/mL mMU***/mL mMU***/mL mMU***/mL
Anti-HPV 6
Month 07 917 929.2 3329 545.0 439 435.6 644 397.3
(874.6, 987.3) (530.1, 560.4) (393.4, 482.4) (365.2, 432.2)
Month 24 214 156.1 2788 109.1 421 70.7 628 69.3
(135.6, 179.6) (105.2, 113.1) (63.8, 78.5) (63.7, 75.4)
Month 36" 356 129.4 - - 399 79.5 618 81.1
(115.6, 144.8) (72.0, 87.7) (75.0, 87.8)
Month 48° - - 2514 73.8 391 58.8 616 62.0
(70.9, 76.8) (52.9, 65.3) (57.0, 67.5)
Anti-HPV 11
Month 07 917 1304.6 3353 748.9 439 577.9 644 512.8
(1224.7, 1389.7) (726.0, 772.6) (523.8, 637.5) (472.9, 556.1)
Month 24 214 218.0 2817 137.1 421 79.3 628 73.4
(188.3, 252.4) (132.1, 142.3) (715, 87.8) (67.4,79.8)
Month 36" 356 148.0 - - 399 81.8 618 77.4
(131.1, 167.1) (74.3,90.1) (71.6, 83.6)
Month 48° - - 2538 89.4 391 67.4 616 62.7
(85.9,93.1) (60.9, 74.7) (57.8, 68.0)
Anti-HPV 16
Month 07 915 4918.5 3249 2409.2 435 2342.5 657 2129.5
(4556.6, 5309.1) (2309.0, 2513.8) (2119.1, 2589.6) (1962.7, 2310.5)
Month 24 211 944.2 2721 442.6 416 285.9 642 271.4
(804.4, 1108.3) (425.0, 460.9) (254.4, 321.2) (247.1, 298.1)
Month 36" 353 642.2 - - 399 291.5 631 276.7
(562.8, 732.8) (262.5, 323.8) (254.5, 300.8)
Month 48° - - 2474 326.2 394 211.8 628 192.8
(311.8, 341.3) (189.5, 236.8) (176.5, 210.6)
Anti-HPV 18
Month 07 922 1042.6 3566 475.2 501 385.8 722 324.6
(967.6, 1123.3) (458.8, 492.1) (347.6, 428.1) (297.6, 354.0)
Month 24 214 137.7 3002 50.8 478 31.8 705 26.0
(114.8, 165.1) (48.2, 53.5) (28.1, 36.0) (23.5, 28.8)
Month 36" 357 87.0 - - 453 32.1 689 27.0
(74.8, 101.2) (28.5, 36.3) (24.5, 29.8)
Month 48* - - 2710 33.2 444 25.2 688 21.2
(315, 35.0) (22.3, 28.5) (19.2, 23.4)

*N = Number of individuals randomized in the respective group who received at least 1 injection.
**n = Number of individuals in the indicated immunogenicity population.
**mMU = milli-Merck Units
"Month 37 for 9- to 15-year-old girls. No serology samples were collected at this time point for 16- to 26-year-old girls and women.
*Month 48/End-of-study visits for 16- to 26-year-old girls and women were generally scheduled earlier than Month 48. Mean visit
timing was Month 44. The studies in 9- to 15-year-old girls were planned to end prior to 48 months and therefore no serology

samples were collected.

cLIA = Competitive Luminex Immunoassay
Cl = Confidence Interval

GMT = Geometric Mean Titers
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Table 21
Persistence of Anti-HPV cLIA Geometric Mean Titers in 9- Through 26-Year-Old Boys and Men
9- to 15-Year-Old Boys 16- to 26-Year-Old Boys and Men
) . (N* =1072) (N* = 2026)
Assay (cLIA)/ Time Point - GMT - GMIT
(95% CI) mMU***/mL (95% CI) mMU***/mL
Anti-HPV 6
Month 07 884 1037.5 1094 447.2
(963.5, 1117.3) (418.4, 477.9)
Month 24 323 134.1 907 80.3
(119.5, 150.5) (74.9, 86.0)
Month 367 342 126.6 654 72.4
(111.9, 143.2) (68.0, 77.2)
Month 48° - - - -
Anti-HPV 11
Month 07 885 1386.8 1094 624.5
(1298.5, 1481.0) (588.6, 662.5)
Month 24 324 188.5 907 94.6
(168.4, 211.1) (88.4, 101.2)
Month 367 342 148.8 654 80.3
(131.1, 169.0) (75.7, 85.2)
Month 48° - - - -
Anti-HPV 16
Month 07 882 6056.5 1137 2401.5
(5601.4, 6548.6) (2241.8, 2572.6)
Month 24 322 938.2 938 347.7
(825.0, 1067.0) (322.5, 374.9)
Month 367 341 708.8 672 306.7
(613.9, 818.3) (287.5, 327.1)
Month 48° - - - -
Anti-HPV 18
Month 07 887 1357.4 1176 402.6
(1249.4, 1474.7) (374.6, 432.6)
Month 24 324 131.9 967 38.7
(112.1, 155.3) (35.2, 42.5)
Month 367 343 113.0 690 334
(94.7, 135.0) (30.9, 36.1)
Month 48° - - - -

*N = Number of individuals randomized in the respective group who received at least 1 injection.

**n = Number of individuals in the indicated immunogenicity population.

*mMU = milli-Merck Units

"Month 36 time point for 16- to 26-year-old boys and men; Month 37 for 9- to 15-year-old boys.

*The studies in 9- to 15-year-old boys and girls and 16- to 26-year-old boys and men were planned to end prior to 48 months and
therefore no serology samples were collected.

cLIA = Competitive Luminex Immunoassay

Cl = Confidence Interval

GMT = Geometric Mean Titers

Tables 18 and 19 display the Month 7 immunogenicity data for girls and women and boys and men.
Anti-HPV responses 1 month postdose 3 among 9- through 15-year-old adolescent girls were non-inferior
to anti-HPV responses in 16- through 26-year-old girls and women in the combined database of
immunogenicity studies for GARDASIL. Anti-HPV responses 1 month postdose 3 among 9- through 15-
year-old adolescent boys were non-inferior to anti-HPV responses in 16- through 26-year-old boys and
men in Study 5.

On the basis of this immunogenicity bridging, the efficacy of GARDASIL in 9- through 15-year-old
adolescent girls and boys is inferred.

GMT Response to Variation in Dosing Regimen in 18- Through 26-Year-Old Women

Girls and women evaluated in the PPE population of clinical studies received all 3 vaccinations within

1 year of enrollment. An analysis of immune response data suggests that flexibility of +1 month for Dose
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2 (i.e., Month 1 to Month 3 in the vaccination regimen) and flexibility of £2 months for Dose 3 (i.e., Month
4 to Month 8 in the vaccination regimen) do not impact the immune responses to GARDASIL.
Duration of the Immune Response to GARDASIL

The duration of immunity following a complete schedule of immunization with GARDASIL has not
been established. The peak anti-HPV GMTs for HPV types 6, 11, 16, and 18 occurred at Month 7. Anti-
HPV GMTs for HPV types 6, 11, 16, and 18 were similar between measurements at Month 24 and Month
60 in Study 2.

14.9 Studies with RECOMBIVAX HB [hepatitis B vaccine (recombinant)]

The safety and immunogenicity of co-administration of GARDASIL with RECOMBIVAX HB [hepatitis B
vaccine (recombinant)] (same visit, injections at separate sites) were evaluated in a randomized, double-
blind, study of 1871 women aged 16 through 24 years at enroliment. The race distribution of the girls and
women in the clinical trial was as follows: 61.6% White; 1.6% Hispanic (Black and White); 23.8% Other;
11.9% Black; 0.8% Asian; and 0.3% American Indian.

Subjects either received GARDASIL and RECOMBIVAX HB (n = 466), GARDASIL and
RECOMBIVAX HB-matched placebo (n = 468), RECOMBIVAX HB and GARDASIL-matched placebo (n
= 467) or RECOMBIVAX-matched placebo and GARDASIL-matched placebo (n = 470) at Day 1, Month 2
and Month 6. Immunogenicity was assessed for all vaccines 1 month post completion of the vaccination
series.

Concomitant administration of GARDASIL with RECOMBIVAX HB [hepatitis B vaccine (recombinant)]
did not interfere with the antibody response to any of the vaccine antigens when GARDASIL was given
concomitantly with RECOMBIVAX HB or separately.

14.10 Studies with Menactra [Meningococcal (Groups A, C, Y and W-135) Polysaccharide
Diphtheria Toxoid Conjugate Vaccine] and Adacel [Tetanus Toxoid, Reduced Diphtheria Toxoid
and Acellular Pertussis Vaccine Adsorbed (Tdap)]

The safety and immunogenicity of co-administration of GARDASIL with Menactra [Meningococcal
(Groups A, C, Y and W-135) Polysaccharide Diphtheria Toxoid Conjugate Vaccine] and Adacel [Tetanus
Toxoid, Reduced Diphtheria Toxoid and Acellular Pertussis Vaccine Adsorbed (Tdap)] (same Vvisit,
injections at separate sites) were evaluated in an open-labeled, randomized, controlled study of 1040
boys and girls 11 through 17 years of age at enrollment. The race distribution of the subjects in the
clinical trial was as follows: 77.7% White; 6.8% Hispanic (Black and White); 1.4% Multi-racial; 12.3%
Black; 1.2% Asian; 0.2% Indian; and 0.4% American Indian.

One group received GARDASIL in one limb and both Menactra and Adacel, as separate injections, in
the opposite limb concomitantly on Day 1 (n = 517). The second group received the first dose of
GARDASIL on Day 1 in one limb then Menactra and Adacel, as separate injections, at Month 1 in the
opposite limb (n = 523). Subjects in both vaccination groups received the second dose of GARDASIL at
Month 2 and the third dose at Month 6. Immunogenicity was assessed for all vaccines 1 month post
completion of the vaccination series (1 dose for Menactra and Adacel and 3 doses for GARDASIL).

Concomitant administration of GARDASIL with Menactra [Meningococcal (Groups A, C, Y and W-135)
Polysaccharide Diphtheria Toxoid Conjugate Vaccine] and Adacel [Tetanus Toxoid, Reduced Diphtheria
Toxoid and Acellular Pertussis Vaccine Adsorbed (Tdap)] did not interfere with the antibody response to
any of the vaccine antigens when GARDASIL was given concomitantly with Menactra and Adacel or
separately.

16 HOW SUPPLIED/STORAGE AND HANDLING

All presentations for GARDASIL contain a suspension of 120 mcg L1 protein from HPV types 6, 11,
16, and 18 in a 0.5-mL dose. GARDASIL is supplied in vials and syringes.

Carton of one 0.5-mL single-dose vial. NDC 0006-4045-00.

Carton of ten 0.5-mL single-dose vials. NDC 0006-4045-41.

Carton of six 0.5-mL single-dose prefilled Luer Lock syringes with tip caps. NDC 0006-4109-09.

Store refrigerated at 2 to 8°C (36 to 46°F). Do not freeze. Protect from light.
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GARDASIL should be administered as soon as possible after being removed from refrigeration.
GARDASIL can be out of refrigeration (at temperatures at or below 25°C/77°F), for a total time of not
more than 72 hours.

17 PATIENT COUNSELING INFORMATION

[See FDA-Approved Patient Labeling.]

Inform the patient, parent, or guardian:

e Vaccination does not eliminate the necessity for women to continue to undergo recommended
cervical cancer screening. Women who receive GARDASIL should continue to undergo cervical
cancer screening per standard of care.

e Recipients of GARDASIL should not discontinue anal cancer screening if it has been
recommended by a health care provider.

e GARDASIL has not been demonstrated to provide protection against disease from vaccine and
non-vaccine HPV types to which a person has previously been exposed through sexual activity.

e Since syncope has been reported following vaccination sometimes resulting in falling with injury,
observation for 15 minutes after administration is recommended.

e Vaccine information is required to be given with each vaccination to the patient, parent, or

guardian.

Information regarding benefits and risks associated with vaccination.
GARDASIL is not recommended for use in pregnant women.

Importance of completing the immunization series unless contraindicated.
Report any adverse reactions to their health care provider.

Manuf. and Dist. by: Merck Sharp & Dohme Corp., a subsidiary of

€23 MERCK & CO, INC., Whitehouse Station, NJ 08889, USA

Printed in USA
9883616

! Registered trademark of Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.
Copyright © 2006, 2009, 2010, 2011 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.
All rights reserved
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1 NAME OF THE MEDICINAL PRODUCT

Gardasil, suspension for injection.

Human Papillomavirus Vaccine [Types 6, 11, 16, 18] (Recombinant, adsorbed).
2. QUALITATIVE AND QUANTITATIVE COMPOSITION

1 dose (0.5 ml) contains approximately:

Human Papillomavirus' Type 6 L1 protein®’ 20 micrograms

Human Papillomavirus' Type 11 L1 protein®’ 40 micrograms

Human Papillomavirus' Type 16 L1 protein®” 40 micrograms

Human Papillomavirus' Type 18 L1 protein®>® 20 micrograms.

'Human Papillomavirus = HPV.

’L1 protein in the form of virus-like particles produced in yeast cells (Saccharomyces cerevisiae
CANADE 3C-5 (Strain 1895)) by recombinant DNA technology.

*adsorbed on amorphous aluminium hydroxyphosphate sulphate adjuvant (225 micrograms Al).

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Suspension for injection.
Prior to agitation, Gardasil may appear as a clear liquid with a white precipitate. After thorough
agitation, it is a white, cloudy liquid.
4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Gardasil is a vaccine for use from the age of 9 years for the prevention of:
— premalignant genital lesions (cervical, vulvar and vaginal) and cervical cancer causally related
to certain oncogenic Human Papillomavirus (HPV) types

— external genital warts (condyloma acuminata) causally related to specific HPV types.

See sections 4.4 and 5.1 for important information on the data that support this indication.

The use of Gardasil should be in accordance with official recommendations.
4.2 Posology and method of administration

The primary vaccination series consists of 3 separate 0.5 ml doses administered according to the
following schedule: 0, 2, 6 months.

If an alternate vaccination schedule is necessary, the second dose should be administered at least one
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.

The need for a booster dose has not been established.
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Paediatric population: There is no experience with the use of Gardasil in children below 9 years of age
(see section 5.1).

The vaccine should be administered by intramuscular injection. The preferred site is the deltoid area of
the upper arm or in the higher anterolateral area of the thigh.

Gardasil must not be injected intravascularly. Neither subcutaneous nor intradermal administration has
been studied. These methods of administration are not recommended (see section 6.6).

It is recommended that individuals who receive a first dose of Gardasil complete the 3-dose
vaccination course with Gardasil (see section 4.4).

4.3 Contraindications
Hypersensitivity to the active substances or to any of the excipients.

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

Administration of Gardasil should be postponed in individuals suffering from an acute severe febrile
illness. However, the presence of a minor infection, such as a mild upper respiratory tract infection or
low-grade fever, is not a contraindication for immunisation.

4.4  Special warnings and precautionsfor use

The decision to vaccinate an individual woman should take into account her risk for previous HPV
exposure and her potential benefit from vaccination.

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 vaccination with Gardasil (See section 4.8).
Therefore, vaccinees should be carefully observed for approximately 15 minutes after administration
of Gardasil.

As with any vaccine, vaccination with Gardasil may not result in protection in all vaccine recipients.

Gardasil will only protect against diseases that are caused by HPV types 6, 11, 16 and 18 and to a
limited extent against diseases caused by certain related HPV types (See section 5.1). Therefore,
appropriate precautions against sexually transmitted diseases should continue to be used.

Gardasil is for prophylactic use only and has no effect on active HPV infections or established clinical
disease. Gardasil has not been shown to have a therapeutic effect. The vaccine is therefore not
indicated for treatment of cervical cancer, high-grade cervical, vulvar and vaginal dysplastic lesions or
genital warts. It is also not intended to prevent progression of other established HPV-related lesions.

Gardasil does not prevent lesions due to a vaccine HPV type in women infected with that HPV type at
the time of vaccination (see section 5.1).

The use of Gardasil in adult women should take into consideration the variability of HPV type
prevalence in different geographical areas.

Vaccination is not a substitute for routine cervical screening. Since no vaccine is 100% effective and
Gardasil will not provide protection against every HPV type, or against existing HPV infections,
routine cervical screening remains critically important and should follow local recommendations.
There are no data on the use of Gardasil in individuals with impaired immune responsiveness.
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Individuals with impaired immune responsiveness, whether due to the use of potent
immunosuppressive therapy, a genetic defect, Human Immunodeficiency Virus (HIV) infection, or
other causes, may not respond to the vaccine.

This vaccine should be given with caution to individuals with thrombocytopaenia or any coagulation
disorder because bleeding may occur following an intramuscular administration in these individuals.

The duration of protection is currently unknown. Sustained protective efficacy has been observed for
4.5 years after completion of the 3-dose series. Longer term follow-up studies are ongoing (see section
5.1).

There are no safety, immunogenicity or efficacy data to support interchangeability of Gardasil with
other HPV vaccines.

45 Interaction with other medicinal productsand other forms of interaction

In all clinical trials, individuals who had received immunoglobulin or blood-derived products during
the 6 months prior to the first vaccine dose were excluded.

Use with other vaccines

Administration of Gardasil at the same time (but, for injected vaccines, at a different injection site) as
hepatitis B (recombinant) vaccine did not interfere with the immune response to the HPV types. The
seroprotection rates (proportion of individuals reaching seroprotective level anti-HBs >10 mIU/ml)
were unaffected (96.5% for concomitant vaccination and 97.5% for hepatitis B vaccine only). Anti-
HBs geometric mean antibody titres were lower on co-administration, but the clinical significance of
this observation is not known.

Gardasil may be administered concomitantly with a combined booster vaccine containing diphtheria
(d) and tetanus (T) with either pertussis [acellular, component] (ap) and/or poliomyelitis [inactivated]
(IPV) (dTap, dT-IPV, dTap-IPV vaccines) with no significant interference with antibody response to
any of the components of either vaccine. However, a trend of lower anti-HPV GMTs was observed in
the concomitant group. The clinical significance of this observation is not known. This is based on the
results from a clinical trial in which a combined dTap-IPV vaccine was administered concomitantly
with the first dose of Gardasil. (see section 4.8).

The concomitant administration of Gardasil with vaccines other than the ones above has not been
studied.

Use with hormonal contraceptives

In clinical studies, 57.5% of women aged 16 to 26 years and 31.2% of women aged 24 to 45 years
who received Gardasil used hormonal contraceptives during the vaccination period. Use of hormonal
contraceptives did not appear to affect the immune response to Gardasil.

4.6 Pregnancy and lactation

Specific studies of the vaccine in pregnant women were not conducted. During the clinical
development program, 3,819 women (vaccine = 1,894 vs. placebo = 1,925) reported at least one
pregnancy. There were no significant differences in types of anomalies or proportion of pregnancies

with an adverse outcome in Gardasil and placebo treated individuals.

Animal studies do not indicate direct or indirect harmful effects with respect to pregnancy,
embryonal/foetal development, parturition or postnatal development (see section 5.3).

The data on Gardasil administered during pregnancy did not indicate any safety signal. However, these
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data are insufficient to recommend use of Gardasil during pregnancy. Vaccination should, therefore,
be postponed until completion of pregnancy.

In breastfeeding mothers given Gardasil or placebo during the vaccination period of the clinical trials
the rates of adverse reactions in the mother and the breastfed infant were comparable between the
vaccination and the placebo groups. In addition, vaccine immunogenicity was comparable among
breastfeeding mothers and women who did not breastfeed during the vaccine administration.

Therefore Gardasil can be given to breastfeeding women.

4.7 Effectson ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed.
4.8 Undesirable effects

In 6 clinical trials (5 placebo-controlled), individuals were administered Gardasil or placebo on the
day of enrollment and approximately 2 and 6 months thereafter. Few individuals (0.2%) discontinued
due to adverse reactions. Safety was evaluated in either the entire study population (5 studies) or in a
predefined subset (one study) of the study population using vaccination report card (VRC)-aided
surveillance for 14 days after each injection of Gardasil or placebo. The individuals who were
monitored using VRC-aided surveillance included 8,068 individuals (6,996 females 9 to 45 years of
age and 1,072 males 9 to 15 years of age at enrollment) who received Gardasil and 5,966 individuals
who received placebo.

The following vaccine-related adverse reactions were observed among recipients of Gardasil at a
frequency of at least 1.0% and also at a greater frequency than observed among placebo recipients.
They are ranked under headings of frequency using the following convention:

[Very Common (>1/10); Common (>1/100, <1/10); Uncommon (>1/1,000, <1/100); Rare (>1/10,000,
<1/1,000); Very Rare (<1/10,000), including isolated reports]

Muscul oskel etal and Connective Tissue Disorders:
Common: pain in extremity.

General disorders and administration site conditions:

Very common: pyrexia.

Very common: at the injection site: erythema, pain, swelling.
Common: at the injection site: bruising, pruritus.

In addition, in clinical trials adverse reactions that were judged to be vaccine- or placebo-related by
the study investigator were observed at frequencies lower than 1%:

Respiratory, thoracic and mediastinal disorders:
Very rare: bronchospasm.

Skin and subcutaneous tissue disorder:

Rare: urticaria.

Nine cases (0.07%) of urticaria were reported in the Gardasil group and 16 cases (0.14%) were seen in
the adjuvant-containing placebo group.

In the clinical studies, individuals in the Safety Population reported any new medical conditions
during the follow-up of up to 4 years. Among 13,686 individuals who received Gardasil and 11,588
individuals who received placebo, there were 38 cases of non-specific arthritis/arthropathy reported,
24 in the Gardasil group and 14 in the placebo group.
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In a clinical trial of 843 healthy adolescent males and females 11-17 years of age, administration of the
first dose of Gardasil concomitantly with a combined diphtheria, tetanus, pertussis [acellular,
component] and poliomyelitis [inactivated] booster vaccine showed that there was more injection-site
swelling and headache reported following concomitant administration. The differences observed were
< 10% and in the majority of subjects, the adverse events were reported as mild to moderate in
intensity.

Post Marketing Experience

Post Marketing adver se events have been spontaneoudy reported for Gardasil and are not listed
above.

Because these events were reported voluntarily from a population of uncertain size, it is not possible to
reliably estimate their frequency or to establish, for all events, a causal relationship to vaccine
exposure.

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

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

Nervous system disorders: Guillain-Barré syndrome, dizziness, headache, syncope sometimes
accompanied by tonic-clonic movements.

Gastrointestinal disorders: nausea, vomiting.

Musculoskel etal and connective tissue disorders: arthralgia, myalgia.

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

49 Overdose

There have been reports of administration of higher than recommended doses of Gardasil.

In general, the adverse event profile reported with overdose was comparable to recommended single
doses of Gardasil.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Viral Vaccine, ATC code: JO7BMO1

Mechanism of Action

Gardasil is an adjuvanted non-infectious recombinant quadrivalent vaccine prepared from the highly
purified virus-like particles (VLPs) of the major capsid L1 protein of HPV types 6, 11, 16 and 18. The
VLPs contain no viral DNA, they cannot infect cells, reproduce or cause disease. HPV only infects
humans, but animal studies with analogous papillomaviruses suggest that the efficacy of LI VLP
vaccines is mediated by the development of a humoral immune response.

HPV 16 and HPV 18 are estimated to be responsible for approximately 70% of cervical cancers; 80%
of adenocarcinoma in situ (AIS); 45-70% of high-grade cervical intraepithelial neoplasia (CIN 2/3);

25% of low grade cervical intraepithelial neoplasia (CIN 1); approximately 70% of HPV related high-
grade vulvar (VIN 2/3) and vaginal (VaIN 2/3) intraepithelial neoplasia. HPV 6 and 11 are responsible
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for approximately 90% of genital warts and 10% of low grade cervical intraepithelial neoplasia (CIN
1). CIN 3 and AIS have been accepted as immediate precursors of invasive cervical cancer.

The term "premalignant genital lesions" in section 4.1 corresponds to high-grade cervical
intraepithelial neoplasia (CIN 2/3), high-grade vulvar intraepithelial neoplasia (VIN 2/3) and high-
grade vaginal intraepithelial neoplasia (VaIN 2/3).

The indication is based on the demonstration of efficacy of Gardasil in females 16 to 45 years of age
and on the demonstration of immunogenicity of Gardasil in 9- to 15-year old children and adolescents.

Clinical Sudies

Efficacy in women 16 through 26 years

The efficacy of Gardasil in 16- through 26- year-old women was assessed in 4 placebo-controlled,
double-blind, randomized Phase II and III clinical studies including a total of 20,541 women, who
were enrolled and vaccinated without pre-screening for the presence of HPV infection.

The primary efficacy endpoints included HPV 6-, 11-, 16-, or 18-related vulvar and vaginal lesions
(genital warts, VIN, ValN) and CIN of any grade and cervical cancers (Protocol 013, FUTURE I),
HPV 16- or 18-related CIN 2/3 and AIS and cervical cancers (Protocol 015, FUTURE II), HPV 6-, 11-
, 16-, or 18-related persistent infection and disease (Protocol 007), and HPV 16-related persistent
infection (Protocol 005).

Efficacy results are presented for the combined analysis of study protocols. The efficacy for HPV
16/18 related CIN 2/3 or AIS is based on data from protocols 005 (16-related endpoints only), 007,
013, and 015. The efficacy for all other endpoints is based on protocols 007, 013, and 015. The median
duration of follow-up for these studies was 4.0, 3.0, 3.0, and 3.0 years for Protocol 005, Protocol 007,
Protocol 013, and Protocol 015, respectively. The median duration of follow-up for the combined
protocols (005, 007, 013, and 015) was 3.6 years. Results of individual studies support the results from
the combined analysis. Gardasil was efficacious against HPV disease caused by each of the four
vaccine HPV types. At end of study, individuals enrolled in the two Phase-III studies (Protocol-013
and Protocol-015), were followed for up to 4 years (median 3.7 years).

Cervical Intraepithelial Neoplasia (CIN) Grade 2/3 (moderate to high-grade dysplasia) and
adenocarcinoma in situ (AIS) were used in the clinical trials as a surrogate marker for cervical cancer.

Efficacy in women naive to the relevant vaccine HPV type(s)

The primary analyses of efficacy, with respect to vaccine HPV types (HPV 6, 11, 16, and 18), were
conducted in the per-protocol efficacy (PPE) population (i.e. all 3 vaccinations within 1 year of
enrollment, no major protocol deviations and naive to the relevant HPV type(s) prior to dose 1 and
through 1 month Postdose 3 (Month 7)). Efficacy was measured starting after the Month 7 visit.
Overall, 73% of women were naive (PCR negative and seronegative) to all 4 HPV types at enrollment.

The efficacy results for relevant endpoints analysed at 2 years post-enrollment and at end of study
(median duration of follow-up = 3.6 years) in the per-protocol population are presented in the Table 1.

In a supplemental analysis, the efficacy of Gardasil was evaluated against HPV 16/18-related CIN 3
and AIS.
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Table 1: Analysis of efficacy of Gardasil against high grade cervical lesionsin the PPE population

Gardasil Placebo % Gardasil Placebo %
Number of | Number of | Efficacy | Number of | Number of Efficacy***
cases cases at 2 cases cases at end of
Number of | Number of years Number of | Number of study
individuals* | individuals* (%530 individuals* | individuals* | (504 CI)
HPV 16/18- 0 53 100.0 Qwk 112 98.2
related CIN 8487 8460 (92.9, 8493 8464 (93.5,99.8)
2/3or AIS 100.0)
HPV 16/18- 0 29 100 2%* 64 96.9
related CIN 3 8487 8460 (86.5, 8493 8464 (88.4,99.6)
100.0)
HPV 16/18- 0 6 100 0 7 100
related AIS 8487 8460 (14.8, 8493 8464 (30.6,
100.0) 100.0)

*Number of individuals with at least one follow-up visit after Month 7

**Based on virologic evidence, the first CIN 3 case in a patient chronically infected with HPV 52 is likely to be
causally related to HPV 52. In only 1 of 11 specimens HPV 16 was found (at Month 32.5) and was not detected
in tissue excised during LEEP (Loop Electro-Excision Procedure). In the second CIN 3 case observed in a
patient infected with HPV 51 at Day 1 (in 2 of 9 specimens); HPV 16 was detected at a Month 51 biopsy (in 1 of
9 specimens) and HPV 56 was detected in 3 of 9 specimens at Month 52 in tissue excised during LEEP.
***Patients were followed for up to 4 years (median 3.6 years)

Note: Point estimates and confidence intervals are adjusted for person-time of follow-up.

At end of study and in the combined protocols,

the efficacy of Gardasil against HPV 6-, 11-, 16-, 18-related CIN 1 was 95.9 % (95% CI: 91.4, 98.4)
the efficacy of Gardasil against HPV 6-, 11-, 16-, 18-related CIN (1, 2, 3) or AIS was 96.0% (95% CI:
92.3,98.2)

the efficacy of Gardasil against HPV 6-, 11-, 16-, 18-related VIN2/3 and ValN 2/3 was 100% (95%
CI: 67.2, 100) and 100% (95% CI: 55.4, 100) respectively

the efficacy of Gardasil against HPV 6-, 11-, 16-, 18-related genital warts was 99.0% (95% CI: 96.2,
99.9).

In Protocol 012 the efficacy of Gardasil against the 6 month definition of persistent infection [samples
positive on two or more consecutive visits 6 months apart (+1 month) or longer] related to HPV 16
was 98.7 % (95% CI: 95.1, 99.8) and 100.0% (95% CI: 93.2, 100.0) for HPV 18 respectively, after a
follow-up of up to 4 years (mean of 3.6 years). For the 12 month definition of persistent infection,
efficacy against HPV 16 was 100.0 % (95% CI: 93.9, 100.0) and 100.0 % (95% CI: 79.9, 100.0) for
HPV 18 respectively.

Efficacy in women with evidence of HPV 6, 11, 16, or 18 infection or disease at day 1

There was no evidence of protection from disease caused by vaccine HPV types for which women
were PCR positive at day 1. Women who were already infected with one or more vaccine-related HPV
types prior to vaccination were protected from clinical disease caused by the remaining vaccine HPV

types.

Efficacy in women with and without prior infection or disease due to HPV 6. 11, 16, or 18

The modified intention to treat (ITT) population included women regardless of baseline HPV status at
Day 1, who received at least one vaccination and in whom case counting started at 1 month Postdose
1. This population approximates to the general population of women with respect to prevalence of
HPV infection or disease at enrollment. The results are summarised in Table 2.
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Table 2: Efficacy of Gardasil in high grade cervical lesionsin the modified | TT-population
including women regardless of baseline HPV status

Gardasil Placebo % Gardasil Placebo %
Number of | Number of Effic;cy** Number of | Number of | Efficacy**
cases cases at 2 years cases cases at end of
Number of | Number of (95% Cl) Number of | Number of study
individuals* | individuals* individuals* | individuals* | (95% CI)
HPV 16- or 122 201 39.0 146 303 51.8
HPV 18- 9831 9896 (23.3, 9836 9904 (41.1,
related CIN 51.7) 60.7)
2/3or AlS
HPV 16/18- 83 127 34.3 103 191 46.0
related CIN 9831 9896 (12.7, 9836 9904 (31.0,
3 50.8) 57.9)
HPV 16/18- 5 11 54.3 6 15 60.0
related AIS 9831 9896 (<0, 87.6) 9836 9904 (<0, 87.3)

*Number of individuals with at least one follow-up visit after 30 days after Day 1

**Percent efficacy is calculated from the combined protocols. The efficacy for HPV 16/18 related CIN 2/3 or
AIS is based on data from protocols 005 (16-related endpoints only), 007, 013, and 015. Patients were followed
for up to 4 years (median 3.6 years).

Note: point estimates and confidence intervals are adjusted for person-time of follow-up.

Efficacy against HPV 6-, 11-, 16-, 18-related VIN 2/3 was 73.3% (95% CI: 40.3, 89.4), against HPV
6-, 11-, 16-, 18-related ValIN 2/3 was 85.7% (95% CI: 37.6, 98.4), and against HPV 6-, 11-, 16-, 18-
related genital warts was 80.3% (95% CI: 73.9, 85.3) in the combined protocols at end of study.

Overall 12% of the combined study population had an abnormal Pap test suggestive of CIN at Day 1.
Among women with an abnormal Pap test at Day 1 who were naive to the relevant vaccine HPV types
at Day 1, efficacy of the vaccine remained high. Among women with an abnormal Pap test at Day 1
who were already infected with the relevant vaccine HPV types at Day 1, no vaccine efficacy was
observed.

Protection Against the Overall Burden of Cervical HPV disease in 16- Through 26-Year-Old Women

The impact of Gardasil against the overall risk for cervical, HPV disease (i.e., disease caused by any
HPV type) was evaluated starting 30 days after the first dose in 17,599 individuals enrolled in the two
phase III efficacy trials (Protocols 013 and 015). Among women who were naive to 14 common HPV
types and had a negative Pap test at Day 1, administration of Gardasil reduced the incidence of CIN
2/3 or AIS caused by vaccine- or non-vaccine HPV types by 42.7% (95% CI: 23.7, 57.3) and of
genital warts by 82.8% (95% CI: 74.3, 88.8) at end of study.

In the modified ITT population, the benefit of the vaccine with respect to the overall incidence of CIN
2/3 or AIS (caused by any HPV type) and of genital warts was much lower, with a reduction of 18.4%
(95% CI: 7.0, 28.4) and 62.5% (95% CI: 54.0, 69.5), respectively, as Gardasil does not impact the
course of infections or disease that are present at vaccination onset.

Impact on Definitive Cervical Therapy Procedures

The impact of Gardasil on rates of Definitive Cervical Therapy Procedures regardless of causal HPV
types was evaluated in 18,150 individuals enrolled in Protocol 007, Protocols 013 and 015. In the HPV
naive population (naive to 14 common HPV types and had a negative Pap test at Day 1), Gardasil
reduced the proportion of women who experienced a definitive cervical therapy procedure (Loop
Electro-Excision Procedure or Cold-Knife Conization) by 41.9% (95% CI: 27.7, 53.5) at end of study.
In the ITT population the corresponding reduction was 23.9% (95% CI: 15.2, 31.7).

Cross-protective efficacy
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The efficacy of Gardasil against CIN (any grade) and CIN 2/3 or AIS caused by 10 non-vaccine HPV
types (HPV 31, 33, 35, 39, 45, 51, 52, 56, 58, 59) structurally related to HPV 16 or HPV 18 was
evaluated in the combined Phase 111 efficacy database (N = 17,599) after a median follow-up of 3.7
years (at end of study). Efficacy against disease endpoints caused by pre-specified combinations of
non-vaccine HPV types was measured. The studies were not powered to assess efficacy against
disease caused by individual HPV types.

The primary analysis was done in type-specific populations that required women to be negative for the
type being analyzed, but who could be positive for other HPV types (96% of the overall population).
The primary time point analysis after 3 years did not reach statistical significance for all pre-specified
endpoints. The final end-of-study results for the combined incidence of CIN 2/3 or AIS in this
population after a median follow-up of 3.7 years are shown in Table 3. For composite endpoints,
statistically significant efficacy against disease was demonstrated against HPV types phylogenetically
related to HPV 16 (primarily HPV 31) whereas no statistically significant efficacy was observed for
HPV types phylogenetically related to HPV 18 (including HPV 45). For the 10 individual HPV types,
statistical significance was only reached for HPV 31.

Table 3: Resultsfor CIN 2/3 or AlSin Type-Specific HPV-Naive | ndividuals' (end of study results)

Naive to > 1 HPV Type
Gardasil Placebo
Composite Endpoint cases cases % Efficacy 95% CI
(HPV 31/45)* 34 60 43.2% 12.1,63.9
(HPV 31/33/45/52/58)° 111 150 25.8% 4.6,42.5
10 non-vaccine HPV 162 211 23.0% 5.1,37.7
Types||
HPV-16 related types 111 157 29.1% 9.1,44.9
(A9 species)
HPV 31 23 52 55.6% 26.2, 74.17
HPV 33 29 36 19.1% <0, 52.1°
HPV 35 13 15 13.0% <0, 61.9
HPV 52 44 52 14.7% <0, 44.2°
HPV 58 24 35 31.5% <0, 61.0°
HPV-18 related types 34 46 25.9% <0, 53.9
(A7 species)
HPV 39 15 24 37.5% <0, 69.5"
HPV 45 11 11 0.0% <0, 60.7'
HPV 59 9 15 39.9% <0, 76.8"
A5 species (HPV 51) 34 41 16.3% <0, 48.5"
A6 species (HPV 56) 34 30 -13.7% <0, 32.5"

i The studies were not powered to assess efficacy against disease caused by individual HPV types.
i Efficacy was based on reductions in HPV 31-related CIN 2/3 or AIS

§ Efficacy was based on reductions in HPV 31-, 33-, 52-, and 58-related CIN 2/3 or AIS

I Includes assay-identified non-vaccine HPV types 31, 33, 35, 39, 45, 51, 52, 56, 58, and 59.

Efficacy in women 24 through 45 years

The efficacy of Gardasil in 24- through 45-year-old women was assessed in 1 placebo-controlled,
double-blind, randomized Phase III clinical study (Protocol 019, FUTURE III) including a total of
3,817 women, who were enrolled and vaccinated without pre-screening for the presence of HPV
infection.

The primary efficacy endpoints included the combined incidence of HPV 6-, 11-, 16- or 18-related and
the combined incidence of HPV 16- or HPV 18-related persistent infection (6 month definition),
genital warts, vulvar and vaginal lesions, CIN of any grade, AIS, and cervical cancers. The median
duration of follow-up for this study was 4.0 years.
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Efficacy in women naive to the relevant vaccine HPV type(s)

The primary analyses of efficacy were conducted in the per-protocol efficacy (PPE) population (i.e. all
3 vaccinations within 1 year of enrollment, no major protocol deviations and naive to the relevant
HPV type(s) prior to dose 1 and through 1 month Postdose 3 (Month 7)). Efficacy was measured
starting after the Month 7 visit. Overall, 67% of individuals were naive (PCR negative and
seronegative) to all 4 HPV types at enrollment.

The efficacy of Gardasil against the combined incidence of HPV 6-, 11-, 16-, or 18-related persistent
infection, genital warts, vulvar and vaginal lesions, CIN of any grade, AIS, and cervical cancers was
88.7% (95% CI: 78.1, 94.8).

The efficacy of Gardasil against the combined incidence of HPV 16- or 18-related persistent infection,
genital warts, vulvar and vaginal lesions, CIN of any grade, AIS, and cervical cancers was 84.7%

(95% CI: 67.5, 93.7).

Efficacy in women with and without prior infection or disease due to HPV 6. 11, 16, or 18

The Full Analysis Set population (also known as the ITT population) included women regardless of
baseline HPV status at Day 1, who received at least one vaccination and in whom case counting
started at Day 1. This population approximates to the general population of women with respect to
prevalence of HPV infection or disease at enrollment.

The efficacy of Gardasil against the combined incidence of HPV 6-, 11-, 16-, or 18-related persistent
infection, genital warts, vulvar and vaginal lesions, CIN of any grade, AIS, and cervical cancers was
47.2% (95% CI: 33.5, 58.2).

The efficacy of Gardasil against the combined incidence of HPV 16- or 18-related persistent infection,
genital warts, vulvar and vaginal lesions, CIN of any grade, AIS, and cervical cancers was 41.6%
(95% CI: 24.3, 55.2).

Efficacy in women (16 to 45 years) with evidence of a prior infection with a vaccine HPV type
(seropositive) that was no longer detectable at vaccination onset (PCR negative)

In post hoc analyses of individuals (who received at least one vaccination) with evidence of a prior
infection with a vaccine HPV type (seropositive) no longer detectable (PCR negative) at vaccination
onset, the efficacy of Gardasil to prevent conditions due to the recurrence of the same HPV type was
100% (95% CI: 62.8, 100.0; 0 vs. 12 cases [n = 2572 from pooled studies in young women]) against
HPV 6-, 11-, 16-, and 18-related CIN 2/3, VIN 2/3, VaIN 2/3, and genital warts in women 16 to 26
years. Efficacy was 68.2% (95% CI: 17.9, 89.5; 6 vs. 20 cases [n= 832 from studies in young and adult
women combined]) against HPV 16- and 18-related persistent infection in women 16 to 45 years.

I mmunogenicity

Assays to Measure Immune Response

No minimum antibody level associated with protection has been identified for HPV vaccines.

The immunogenicity of Gardasil was assessed in 20,132 (Gardasil n = 10,723; placebo n = 9,409) girls
and women 9 to 26 years of age, 1,346 (Gardasil n = 1,071; placebo n = 275) boys 9 to 15 years of age
and 3,819 women 24 to 45 years of age (Gardasil n= 1,911, placebo n = 1,908).

Type-specific immunoassays, competitive Luminex-based immunoassay (cLIA), with type-specific

standards were used to assess immunogenicity to each vaccine type. This assay measures antibodies
against a single neutralizing epitope for each individual HPV type.

10
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Immune Responses to Gardasil at 1 month post dose 3

In the clinical studies in women 16 to 26 years of age, 99.8%, 99.8%, 99.8%, and 99.5% of individuals
who received Gardasil became anti-HPV 6, anti-HPV 11, anti-HPV 16, and anti-HPV 18-seropositive,
respectively, by 1 month Postdose 3. In the clinical study in women 24 to 45 years, 98.4%, 98.1%,
98.8%, and 97.4% of individuals who received Gardasil became anti-HPV 6, anti-HPV 11, anti-HPV
16, and anti-HPV 18 seropositive, respectively, by 1 month Postdose 3. Gardasil induced high anti-
HPV Geometric Mean Titres (GMTs) 1 month Postdose 3 in all age groups tested.

As expected for women 24 to 45 years of age (Protocol 019), the observed antibody titres were lower
than that seen in women 16 to 26 years.

Anti-HPV levels in placebo individuals who had cleared an HPV infection (seropositive and PCR
negative) were substantially lower than those induced by the vaccine. Furthermore, anti-HPV levels
(GMTs) in vaccinated individuals remained at or above serostatus cut-off during the long-term follow-
up of the phase III studies (see below under Persistence of Immune Response of Gardasil in Clinical
Sudies).

Bridging the Efficacy of Gardasil from Young Adult Women to Young Adolescents

A clinical study (Protocol 016) compared the immunogenicity of Gardasil in 10- to 15-year-old boys
and girls to those in 16- to 23-year old adolescent and young women. In the vaccine group, 99.1 to
100% became seropositive to all vaccine serotypes by 1 month Postdose 3.

Table 4 compares the 1 month Postdose 3 anti-HPV 6, 11, 16, and 18 GMTs in 9- to 15-year-old boys
and girls with those in 16- to 26-year old young women.

Table 4: Immunogenicity bridging between 9- to 15-year-old male and female individuals and 16- to
26-year-old adult women (per-protocol population) based on titres as measured by cLIA

9-to 15-Year-Old Males 9-to 15-Year-Old Females | 16- to 26-Year-Old Females

(Protocols 016 and 018) (Protocols 016 and 018) (Protocols 013 and 015)
n GMT (95% ClI) n GMT (95% ClI) n GMT (95% CI)
HPV 6 | 883 1038 (975, 1106) 915 929 (874, 987) 2631 543 (526, 560)

HPV 11| 884 1387 (1299, 1481) | 915 1303 (1223, 1388) 2655 762 (735, 789)

HPV 16| 881 6053 (5599, 6543) | 913 4909 (4548, 5300) 2570 [ 2294 (2185, 2408)

HPV 18| 886 1356 (1253, 1469) [ 920 1040 (965, 1120) 2796 462 (444, 480)

GMT- Geometric mean titre in mMU/ml (mMU = milli-Merck units)

Anti-HPV responses at Month 7 among 9- to 15-year-old girls and boys were non-inferior to anti-HPV
responses in 16- to 26-year-old young women for whom efficacy was established in the phase III
studies. Immunogenicity was related to age and Month 7 anti-HPV levels were significantly higher in
younger individuals below 12 years of age than in those above that age.

On the basis of this immunogenicity bridging, the efficacy of Gardasil in 9- to 15-year-old girls is
inferred.

Immunogenicity and safety of Gardasil have been demonstrated in 9- to 15-year-old boys. Protective
efficacy has not been evaluated in males.

Persistence of Immune Response of Gardasil in Clinical Studies

In women 16-26 years of age, the longest follow-up of immunogenicity was in Protocol 007 where
peak anti-HPV 6, anti-HPV 11, anti-HPV 16, and anti-HPV 18 GMTs were observed at Month 7. The
GMTs declined through Month 24 and then stabilized until at least Month 60. The exact duration of
immunity following a 3-dose series has not been established.

11
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In phase III studies in women 16 through 26 years, at end of study, 90%, 95%, 98% and 60% of
individuals who received Gardasil in the per-protocol immunogenicity population were anti-HPV 6,
anti-HPV 11, anti-HPV 16 and anti HPV 18 seropositive in the cLIA, respectively.

In the Phase III study in women 24 through 45 years, after a median follow-up of 4.0 years, 91.5 %,
92.0 %, 97.4 % and 47.9 % of individuals who received Gardasil in the per-protocol immunogenicity
population were anti-HPV 6, anti-HPV 11, anti-HPV 16 and anti-HPV 18 seropositive in the cLIA,
respectively.

In the longer term follow-up in women 16 to 45 years, individuals who were seronegative for anti-
HPV 6, anti-HPV 11, anti-HPV 16, and anti-HPV 18 in the cLIA, at end of study, were still protected

against clinical disease.

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, a subset of vaccinated women who received a challenge
dose of Gardasil 5 years after the onset of vaccination, exhibited a rapid and strong anamnestic
response that exceeded the anti-HPV GMTs observed 1 month Postdose 3.

5.2 Pharmacokinetic properties
Evaluation of pharmacokinetic studies is not required for vaccines.
5.3 Preclinical safety data

Single-dose and repeated-dose toxicity and local tolerance studies revealed no special hazards to
humans.

Gardasil induced specific antibody responses against HPV types 6, 11, 16, and 18 in pregnant rats,
following one or multiple intramuscular injections. Antibodies against all four HPV types were
transferred to the offspring during gestation and possibly during lactation. There were no treatment-
related effects on developmental signs, behaviour, reproductive performance, or fertility of the
offspring.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sodium chloride

L-histidine

Polysorbate 80

Sodium borate

Water for injections

For adjuvant, see section 2.

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3 Shdf life
3 years.

12
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6.4 Special precautionsfor storage

Store in a refrigerator (2°C - 8°C).

Do not freeze. Keep the vial in the outer carton in order to protect from light.
6.5 Natureand contents of container

0.5 ml suspension in a vial (Type 1 glass) with stopper (FluroTec-coated or Teflon-coated chlorobutyl
elastomer) and flip-off plastic cap (aluminium crimp band) in a pack size of 1, 10 or 20.

Not all pack sizes are marketed.
6.6 Special precautionsfor disposal and other handling

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

Shake well before use. Thorough agitation immediately before administration is necessary to maintain
suspension of the vaccine.

Parenteral drug products should be inspected visually for particulate matter and discolouration prior to
administration. Discard the product if particulates are present or if it appears discoloured.

Single-dose Vial Use
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.

Disposal

Any unused product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER

Sanofi Pasteur MSD SNC, 8 rue Jonas Salk, F-69007 Lyon, France

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/06/357/001

EU/1/06/357/002

EU/1/06/357/018

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

20th September 2006

10. DATE OF REVISION OF THE TEXT

Detailed information on this product is available on the website of the European Medicines Agency
http://www.ema.europa.eu
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1 NAME OF THE MEDICINAL PRODUCT

Gardasil, suspension for injection in a pre-filled syringe.

Human Papillomavirus Vaccine [Types 6, 11, 16, 18] (Recombinant, adsorbed).
2. QUALITATIVE AND QUANTITATIVE COMPOSITION

1 dose (0.5 ml) contains approximately:

Human Papillomavirus' Type 6 L1 protein®’ 20 micrograms

Human Papillomavirus' Type 11 L1 protein®’ 40 micrograms

Human Papillomavirus' Type 16 L1 protein®” 40 micrograms

Human Papillomavirus' Type 18 L1 protein®>® 20 micrograms.

'Human Papillomavirus = HPV.

’L1 protein in the form of virus-like particles produced in yeast cells (Saccharomyces cerevisiae
CANADE 3C-5 (Strain 1895)) by recombinant DNA technology.

*adsorbed on amorphous aluminium hydroxyphosphate sulphate adjuvant (225 micrograms Al).

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Suspension for injection in a pre-filled syringe.
Prior to agitation, Gardasil may appear as a clear liquid with a white precipitate. After thorough
agitation, it is a white, cloudy liquid.
4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Gardasil is a vaccine for use from the age of 9 years for the prevention of:
— premalignant genital lesions (cervical, vulvar and vaginal) and cervical cancer causally related
to certain oncogenic Human Papillomavirus (HPV) types

— external genital warts (condyloma acuminata) causally related to specific HPV types.

See sections 4.4 and 5.1 for important information on the data that support this indication.

The use of Gardasil should be in accordance with official recommendations.
4.2 Posology and method of administration

The primary vaccination series consists of 3 separate 0.5 ml doses administered according to the
following schedule: 0, 2, 6 months.

If an alternate vaccination schedule is necessary, the second dose should be administered at least one
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.

The need for a booster dose has not been established.
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Paediatric population: There is no experience with the use of Gardasil in children below 9 years of age
(see section 5.1).

The vaccine should be administered by intramuscular injection. The preferred site is the deltoid area of
the upper arm or in the higher anterolateral area of the thigh.

Gardasil must not be injected intravascularly. Neither subcutaneous nor intradermal administration has
been studied. These methods of administration are not recommended (see section 6.6).

It is recommended that individuals who receive a first dose of Gardasil complete the 3-dose
vaccination course with Gardasil (see section 4.4).

4.3 Contraindications
Hypersensitivity to the active substances or to any of the excipients.

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

Administration of Gardasil should be postponed in individuals suffering from an acute severe febrile
illness. However, the presence of a minor infection, such as a mild upper respiratory tract infection or
low-grade fever, is not a contraindication for immunisation.

4.4  Special warnings and precautionsfor use

The decision to vaccinate an individual woman should take into account her risk for previous HPV
exposure and her potential benefit from vaccination.

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 vaccination with Gardasil (See section 4.8).
Therefore, vaccinees should be carefully observed for approximately 15 minutes after administration
of Gardasil.

As with any vaccine, vaccination with Gardasil may not result in protection in all vaccine recipients.

Gardasil will only protect against diseases that are caused by HPV types 6, 11, 16 and 18 and to a
limited extent against diseases caused by certain related HPV types (See section 5.1). Therefore,
appropriate precautions against sexually transmitted diseases should continue to be used.

Gardasil is for prophylactic use only and has no effect on active HPV infections or established clinical
disease. Gardasil has not been shown to have a therapeutic effect. The vaccine is therefore not
indicated for treatment of cervical cancer, high-grade cervical, vulvar and vaginal dysplastic lesions or
genital warts. It is also not intended to prevent progression of other established HPV-related lesions.

Gardasil does not prevent lesions due to a vaccine HPV type in women infected with that HPV type at
the time of vaccination (see section 5.1).

The use of Gardasil in adult women should take into consideration the variability of HPV type
prevalence in different geographical areas.

Vaccination is not a substitute for routine cervical screening. Since no vaccine is 100% effective and
Gardasil will not provide protection against every HPV type, or against existing HPV infections,
routine cervical screening remains critically important and should follow local recommendations.
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There are no data on the use of Gardasil in individuals with impaired immune responsiveness.
Individuals with impaired immune responsiveness, whether due to the use of potent
immunosuppressive therapy, a genetic defect, Human Immunodeficiency Virus (HIV) infection, or
other causes, may not respond to the vaccine.

This vaccine should be given with caution to individuals with thrombocytopaenia or any coagulation
disorder because bleeding may occur following an intramuscular administration in these individuals.

The duration of protection is currently unknown. Sustained protective efficacy has been observed for
4.5 years after completion of the 3-dose series. Longer term follow-up studies are ongoing (see section
5.1).

There are no safety, immunogenicity or efficacy data to support interchangeability of Gardasil with
other HPV vaccines.

45 Interaction with other medicinal products and other forms of interaction

In all clinical trials, individuals who had received immunoglobulin or blood-derived products during
the 6 months prior to the first vaccine dose were excluded.

Use with other vaccines

Administration of Gardasil at the same time (but, for injected vaccines, at a different injection site) as
hepatitis B (recombinant) vaccine did not interfere with the immune response to the HPV types. The
seroprotection rates (proportion of individuals reaching seroprotective level anti-HBs >10 mIU/ml)
were unaffected (96.5% for concomitant vaccination and 97.5% for hepatitis B vaccine only). Anti-
HBs geometric mean antibody titres were lower on co-administration, but the clinical significance of
this observation is not known.

Gardasil may be administered concomitantly with a combined booster vaccine containing diphtheria
(d) and tetanus (T) with either pertussis [acellular, component] (ap) and/or poliomyelitis [inactivated]
(IPV) (dTap, dT-IPV, dTap-IPV vaccines) with no significant interference with antibody response to
any of the components of either vaccine. However, a trend of lower anti-HPV GMTs was observed in
the concomitant group. The clinical significance of this observation is not known. This is based on the
results from a clinical trial in which a combined dTap-IPV vaccine was administered concomitantly
with the first dose of Gardasil. (see section 4.8).

The concomitant administration of Gardasil with vaccines other than the ones above has not been
studied.

Use with hormonal contraceptives

In clinical studies, 57.5% of women aged 16 to 26 years and 31.2% of women aged 24 to 45 years
who received Gardasil used hormonal contraceptives during the vaccination period. Use of hormonal
contraceptives did not appear to affect the immune response to Gardasil.

4.6 Pregnancy and lactation

Specific studies of the vaccine in pregnant women were not conducted. During the clinical
development program, 3,819 women (vaccine = 1,894 vs. placebo = 1,925) reported at least one
pregnancy. There were no significant differences in types of anomalies or proportion of pregnancies
with an adverse outcome in Gardasil and placebo treated individuals.

Animal studies do not indicate direct or indirect harmful effects with respect to pregnancy,
embryonal/foetal development, parturition or postnatal development (see section 5.3).
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The data on Gardasil administered during pregnancy did not indicate any safety signal. However, these
data are insufficient to recommend use of Gardasil during pregnancy. Vaccination should, therefore,
be postponed until completion of pregnancy.

In breastfeeding mothers given Gardasil or placebo during the vaccination period of the clinical trials
the rates of adverse reactions in the mother and the breastfed infant were comparable between the
vaccination and the placebo groups. In addition, vaccine immunogenicity was comparable among
breastfeeding mothers and women who did not breastfeed during the vaccine administration.

Therefore Gardasil can be given to breastfeeding women.

4.7 Effectson ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed.
4.8 Undesirable effects

In 6 clinical trials (5 placebo-controlled), individuals were administered Gardasil or placebo on the
day of enrollment and approximately 2 and 6 months thereafter. Few individuals (0.2%) discontinued
due to adverse reactions. Safety was evaluated in either the entire study population (5 studies) or in a
predefined subset (one study) of the study population using vaccination report card (VRC)-aided
surveillance for 14 days after each injection of Gardasil or placebo. The individuals who were
monitored using VRC-aided surveillance included 8,068 individuals (6,996 females 9 to 45 years of
age and 1,072 males 9 to 15 years of age at enrollment) who received Gardasil and 5,966 individuals
who received placebo.

The following vaccine-related adverse reactions were observed among recipients of Gardasil at a
frequency of at least 1.0% and also at a greater frequency than observed among placebo recipients.
They are ranked under headings of frequency using the following convention:

[Very Common (>1/10); Common (>1/100, <1/10); Uncommon (>1/1,000, <1/100); Rare (=1/10,000,
<1/1,000); Very Rare (<1/10,000), including isolated reports]

Muscul oskel etal and Connective Tissue Disorders:
Common: pain in extremity.

General disorders and administration site conditions:

Very common: pyrexia.

Very common: at the injection site: erythema, pain, swelling.
Common: at the injection site: bruising, pruritus.

In addition, in clinical trials adverse reactions that were judged to be vaccine- or placebo-related by
the study investigator were observed at frequencies lower than 1%:

Respiratory, thoracic and mediastinal disorders:
Very rare: bronchospasm.

Skin and subcutaneous tissue disorder:

Rare: urticaria.

Nine cases (0.07%) of urticaria were reported in the Gardasil group and 16 cases (0.14%) were seen in
the adjuvant-containing placebo group.

In the clinical studies, individuals in the Safety Population reported any new medical conditions
during the follow-up of up to 4 years. Among 13,686 individuals who received Gardasil and 11,588
individuals who received placebo, there were 38 cases of non-specific arthritis/arthropathy reported,
24 in the Gardasil group and 14 in the placebo group.
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In a clinical trial of 843 healthy adolescent males and females 11-17 years of age, administration of the
first dose of Gardasil concomitantly with a combined diphtheria, tetanus, pertussis [acellular,
component] and poliomyelitis [inactivated] booster vaccine showed that there was more injection-site
swelling and headache reported following concomitant administration. The differences observed were
< 10% and in the majority of subjects, the adverse events were reported as mild to moderate in
intensity.

Post Marketing Experience

Post Marketing adver se events have been spontaneously reported for Gardasil and are not listed
above.

Because these events were reported voluntarily from a population of uncertain size, it is not possible to
reliably estimate their frequency or to establish, for all events, a causal relationship to vaccine
exposure.

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

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

Nervous system disorders: Guillain-Barré syndrome, dizziness, headache, syncope sometimes
accompanied by tonic-clonic movements.

Gastrointestinal disorders: nausea, vomiting.

Muscul oskel etal and connective tissue disorders: arthralgia, myalgia.

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

49 Overdose

There have been reports of administration of higher than recommended doses of Gardasil.

In general, the adverse event profile reported with overdose was comparable to recommended single
doses of Gardasil.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Viral Vaccine, ATC code: J07TBMO1

Mechanism of Action

Gardasil is an adjuvanted non-infectious recombinant quadrivalent vaccine prepared from the highly
purified virus-like particles (VLPs) of the major capsid L1 protein of HPV types 6, 11, 16 and 18. The
VLPs contain no viral DNA, they cannot infect cells, reproduce or cause disease. HPV only infects
humans, but animal studies with analogous papillomaviruses suggest that the efficacy of LI VLP
vaccines is mediated by the development of a humoral immune response.

HPV 16 and HPV 18 are estimated to be responsible for approximately 70% of cervical cancers; 80%
of adenocarcinoma in situ (AIS); 45-70% of high-grade cervical intraepithelial neoplasia (CIN 2/3);
25% of low grade cervical intraepithelial neoplasia (CIN 1); approximately 70% of HPV related high-
grade vulvar (VIN 2/3) and vaginal (VaIN 2/3) intraepithelial neoplasia. HPV 6 and 11 are responsible
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for approximately 90% of genital warts and 10% of low grade cervical intraepithelial neoplasia (CIN
1). CIN 3 and AIS have been accepted as immediate precursors of invasive cervical cancer.

The term "premalignant genital lesions" in section 4.1 corresponds to high-grade cervical
intraepithelial neoplasia (CIN 2/3), high-grade vulvar intraepithelial neoplasia (VIN 2/3) and high-
grade vaginal intraepithelial neoplasia (VaIN 2/3).

The indication is based on the demonstration of efficacy of Gardasil in females 16 to 45 years of age
and on the demonstration of immunogenicity of Gardasil in 9- to 15-year old children and adolescents.

Clinical Sudies

Efficacy in women 16 through 26 years

The efficacy of Gardasil in 16- through 26- year-old women was assessed in 4 placebo-controlled,
double-blind, randomized Phase II and III clinical studies including a total of 20,541 women, who
were enrolled and vaccinated without pre-screening for the presence of HPV infection.

The primary efficacy endpoints included HPV 6-, 11-, 16-, or 18-related vulvar and vaginal lesions
(genital warts, VIN, ValN) and CIN of any grade and cervical cancers (Protocol 013, FUTURE I),
HPV 16- or 18-related CIN 2/3 and AIS and cervical cancers (Protocol 015, FUTURE II), HPV 6-, 11-
, 16-, or 18-related persistent infection and disease (Protocol 007), and HPV 16-related persistent
infection (Protocol 005).

Efficacy results are presented for the combined analysis of study protocols. The efficacy for HPV
16/18 related CIN 2/3 or AIS is based on data from protocols 005 (16-related endpoints only), 007,
013, and 015. The efficacy for all other endpoints is based on protocols 007, 013, and 015. The median
duration of follow-up for these studies was 4.0, 3.0, 3.0, and 3.0 years for Protocol 005, Protocol 007,
Protocol 013, and Protocol 015, respectively. The median duration of follow-up for the combined
protocols (005, 007, 013, and 015) was 3.6 years. Results of individual studies support the results from
the combined analysis. Gardasil was efficacious against HPV disease caused by each of the four
vaccine HPV types. At end of study, individuals enrolled in the two Phase-III studies (Protocol-013
and Protocol-015), were followed for up to 4 years (median 3.7 years).

Cervical Intraepithelial Neoplasia (CIN) Grade 2/3 (moderate to high-grade dysplasia) and
adenocarcinoma in situ (AIS) were used in the clinical trials as a surrogate marker for cervical cancer.

Efficacy in women naive to the relevant vaccine HPV type(s)

The primary analyses of efficacy, with respect to vaccine HPV types (HPV 6, 11, 16, and 18), were
conducted in the per-protocol efficacy (PPE) population (i.e. all 3 vaccinations within 1 year of
enrollment, no major protocol deviations and naive to the relevant HPV type(s) prior to dose 1 and
through 1 month Postdose 3 (Month 7)). Efficacy was measured starting after the Month 7 visit.
Overall, 73% of women were naive (PCR negative and seronegative) to all 4 HPV types at enrollment.

The efficacy results for relevant endpoints analysed at 2 years post-enrollment and at end of study
(median duration of follow-up = 3.6 years) in the per-protocol population are presented in the Table 1.

In a supplemental analysis, the efficacy of Gardasil was evaluated against HPV 16/18-related CIN 3
and AIS.
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Table 1: Analysis of efficacy of Gardasil against high grade cervical lesionsin the PPE population

Gardasil Placebo % Gardasil Placebo %
Number of | Number of | Efficacy | Number of | Number of Efficacy***
cases cases at 2 cases cases at end of
Number of | Number of years Number of | Number of study
individuals* | individuals* (%530 individuals* | individuals* | (504 CI)
HPV 16/18- 0 53 100.0 Qwk 112 98.2
related CIN 8487 8460 (92.9, 8493 8464 (93.5,99.8)
2/3or AIS 100.0)
HPV 16/18- 0 29 100 2%* 64 96.9
related CIN 3 8487 8460 (86.5, 8493 8464 (88.4,99.6)
100.0)
HPV 16/18- 0 6 100 0 7 100
related AIS 8487 8460 (14.8, 8493 8464 (30.6,
100.0) 100.0)

*Number of individuals with at least one follow-up visit after Month 7

**Based on virologic evidence, the first CIN 3 case in a patient chronically infected with HPV 52 is likely to be
causally related to HPV 52. In only 1 of 11 specimens HPV 16 was found (at Month 32.5) and was not detected
in tissue excised during LEEP (Loop Electro-Excision Procedure). In the second CIN 3 case observed in a
patient infected with HPV 51 at Day 1 (in 2 of 9 specimens); HPV 16 was detected at a Month 51 biopsy (in 1 of
9 specimens) and HPV 56 was detected in 3 of 9 specimens at Month 52 in tissue excised during LEEP.
***Patients were followed for up to 4 years (median 3.6 years)

Note: Point estimates and confidence intervals are adjusted for person-time of follow-up.

At end of study and in the combined protocols,

the efficacy of Gardasil against HPV 6-, 11-, 16-, 18-related CIN 1 was 95.9 % (95% CI: 91.4, 98.4)
the efficacy of Gardasil against HPV 6-, 11-, 16-, 18-related CIN (1, 2, 3) or AIS was 96.0% (95% CI:
92.3,98.2)

the efficacy of Gardasil against HPV 6-, 11-, 16-, 18-related VIN2/3 and ValN 2/3 was 100% (95%
CI: 67.2, 100) and 100% (95% CI: 55.4, 100) respectively

the efficacy of Gardasil against HPV 6-, 11-, 16-, 18-related genital warts was 99.0% (95% CI: 96.2,
99.9).

In Protocol 012 the efficacy of Gardasil against the 6 month definition of persistent infection [samples
positive on two or more consecutive visits 6 months apart (+1 month) or longer] related to HPV 16
was 98.7 % (95% CI: 95.1, 99.8) and 100.0% (95% CI: 93.2, 100.0) for HPV 18 respectively, after a
follow-up of up to 4 years (mean of 3.6 years). For the 12 month definition of persistent infection,
efficacy against HPV 16 was 100.0 % (95% CI: 93.9, 100.0) and 100.0 % (95% CI: 79.9, 100.0) for
HPV 18 respectively.

Efficacy in women with evidence of HPV 6, 11, 16, or 18 infection or disease at day 1

There was no evidence of protection from disease caused by vaccine HPV types for which women
were PCR positive at day 1. Women who were already infected with one or more vaccine-related HPV
types prior to vaccination were protected from clinical disease caused by the remaining vaccine HPV

types.

Efficacy in women with and without prior infection or disease due to HPV 6. 11, 16, or 18

The modified intention to treat (ITT) population included women regardless of baseline HPV status at
Day 1, who received at least one vaccination and in whom case counting started at 1 month Postdose
1. This population approximates to the general population of women with respect to prevalence of
HPV infection or disease at enrollment. The results are summarised in Table 2.
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Table 2: Efficacy of Gardasil in high grade cervical lesionsin the modified | TT-population
including women regardless of baseline HPV status

Gardasil Placebo % Gardasil Placebo %
Number of | Number of Effic;cy** Number of | Number of | Efficacy**
cases cases at 2 years cases cases at end of
Number of | Number of (95% Cl) Number of | Number of study
individuals* | individuals* individuals* | individuals* | (95% CI)
HPV 16- or 122 201 39.0 146 303 51.8
HPV 18- 9831 9896 (23.3, 9836 9904 (41.1,
related CIN 51.7) 60.7)
2/3or AlS
HPV 16/18- 83 127 34.3 103 191 46.0
related CIN 9831 9896 (12.7, 9836 9904 (31.0,
3 50.8) 57.9)
HPV 16/18- 5 11 54.3 6 15 60.0
related AIS 9831 9896 (<0, 87.6) 9836 9904 (<0, 87.3)

*Number of individuals with at least one follow-up visit after 30 days after Day 1

**Percent efficacy is calculated from the combined protocols. The efficacy for HPV 16/18 related CIN 2/3 or
AIS is based on data from protocols 005 (16-related endpoints only), 007, 013, and 015. Patients were followed
for up to 4 years (median 3.6 years).

Note: point estimates and confidence intervals are adjusted for person-time of follow-up.

Efficacy against HPV 6-, 11-, 16-, 18-related VIN 2/3 was 73.3% (95% CI: 40.3, 89.4), against HPV
6-, 11-, 16-, 18-related ValIN 2/3 was 85.7% (95% CI: 37.6, 98.4), and against HPV 6-, 11-, 16-, 18-
related genital warts was 80.3% (95% CI: 73.9, 85.3) in the combined protocols at end of study.

Overall 12% of the combined study population had an abnormal Pap test suggestive of CIN at Day 1.
Among women with an abnormal Pap test at Day 1 who were naive to the relevant vaccine HPV types
at Day 1, efficacy of the vaccine remained high. Among women with an abnormal Pap test at Day 1
who were already infected with the relevant vaccine HPV types at Day 1, no vaccine efficacy was
observed.

Protection Against the Overall Burden of Cervical HPV disease in 16- Through 26-Year-Old Women

The impact of Gardasil against the overall risk for cervical, HPV disease (i.e., disease caused by any
HPV type) was evaluated starting 30 days after the first dose in 17,599 individuals enrolled in the two
phase III efficacy trials (Protocols 013 and 015). Among women who were naive to 14 common HPV
types and had a negative Pap test at Day 1, administration of Gardasil reduced the incidence of CIN
2/3 or AIS caused by vaccine- or non-vaccine HPV types by 42.7% (95% CI: 23.7, 57.3) and of
genital warts by 82.8% (95% CI: 74.3, 88.8) at end of study.

In the modified ITT population, the benefit of the vaccine with respect to the overall incidence of CIN
2/3 or AIS (caused by any HPV type) and of genital warts was much lower, with a reduction of 18.4%
(95% CI: 7.0, 28.4) and 62.5% (95% CI: 54.0, 69.5), respectively, as Gardasil does not impact the
course of infections or disease that are present at vaccination onset.

Impact on Definitive Cervical Therapy Procedures

The impact of Gardasil on rates of Definitive Cervical Therapy Procedures regardless of causal HPV
types was evaluated in 18,150 individuals enrolled in Protocol 007, Protocols 013 and 015. In the HPV
naive population (naive to 14 common HPV types and had a negative Pap test at Day 1), Gardasil
reduced the proportion of women who experienced a definitive cervical therapy procedure (Loop
Electro-Excision Procedure or Cold-Knife Conization) by 41.9% (95% CI: 27.7, 53.5) at end of study.
In the ITT population the corresponding reduction was 23.9% (95% CI: 15.2, 31.7).

Cross-protective efficacy
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The efficacy of Gardasil against CIN (any grade) and CIN 2/3 or AIS caused by 10 non-vaccine HPV
types (HPV 31, 33, 35, 39, 45, 51, 52, 56, 58, 59) structurally related to HPV 16 or HPV 18 was
evaluated in the combined Phase 111 efficacy database (N = 17,599) after a median follow-up of 3.7
years (at end of study). Efficacy against disease endpoints caused by pre-specified combinations of
non-vaccine HPV types was measured. The studies were not powered to assess efficacy against
disease caused by individual HPV types.

The primary analysis was done in type-specific populations that required women to be negative for the
type being analyzed, but who could be positive for other HPV types (96% of the overall population).
The primary time point analysis after 3 years did not reach statistical significance for all pre-specified
endpoints. The final end-of-study results for the combined incidence of CIN 2/3 or AIS in this
population after a median follow-up of 3.7 years are shown in Table 3. For composite endpoints,
statistically significant efficacy against disease was demonstrated against HPV types phylogenetically
related to HPV 16 (primarily HPV 31) whereas no statistically significant efficacy was observed for
HPV types phylogenetically related to HPV 18 (including HPV 45). For the 10 individual HPV types,
statistical significance was only reached for HPV 31.

Table 3: Resultsfor CIN 2/3 or AlSin Type-Specific HPV-Naive | ndividuals' (end of study results)

Naive to > 1 HPV Type
Gardasil Placebo
Composite Endpoint cases cases % Efficacy 95% CI
(HPV 31/45)* 34 60 43.2% 12.1,63.9
(HPV 31/33/45/52/58)° 111 150 25.8% 4.6,42.5
10 non-vaccine HPV 162 211 23.0% 5.1,37.7
Types||
HPV-16 related types 111 157 29.1% 9.1,44.9
(A9 species)
HPV 31 23 52 55.6% 26.2, 74.17
HPV 33 29 36 19.1% <0, 52.1°
HPV 35 13 15 13.0% <0, 61.9
HPV 52 44 52 14.7% <0, 44.2°
HPV 58 24 35 31.5% <0, 61.0°
HPV-18 related types 34 46 25.9% <0, 53.9
(A7 species)
HPV 39 15 24 37.5% <0, 69.5"
HPV 45 11 11 0.0% <0, 60.7'
HPV 59 9 15 39.9% <0, 76.8"
A5 species (HPV 51) 34 41 16.3% <0, 48.5"
A6 species (HPV 56) 34 30 -13.7% <0, 32.5"

i The studies were not powered to assess efficacy against disease caused by individual HPV types.
i Efficacy was based on reductions in HPV 31-related CIN 2/3 or AIS

§ Efficacy was based on reductions in HPV 31-, 33-, 52-, and 58-related CIN 2/3 or AIS

I Includes assay-identified non-vaccine HPV types 31, 33, 35, 39, 45, 51, 52, 56, 58, and 59.

Efficacy in women 24 through 45 years

The efficacy of Gardasil in 24- through 45-year-old women was assessed in 1 placebo-controlled,
double-blind, randomized Phase III clinical study (Protocol 019, FUTURE III) including a total of
3,817 women, who were enrolled and vaccinated without pre-screening for the presence of HPV
infection.

The primary efficacy endpoints included the combined incidence of HPV 6-, 11-, 16- or 18-related and
the combined incidence of HPV 16- or HPV 18-related persistent infection (6 month definition),
genital warts, vulvar and vaginal lesions, CIN of any grade, AIS, and cervical cancers. The median
duration of follow-up for this study was 4.0 years.
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Efficacy in women naive to the relevant vaccine HPV type(s)

The primary analyses of efficacy were conducted in the per-protocol efficacy (PPE) population (i.e. all
3 vaccinations within 1 year of enrollment, no major protocol deviations and naive to the relevant
HPV type(s) prior to dose 1 and through 1 month Postdose 3 (Month 7)). Efficacy was measured
starting after the Month 7 visit. Overall, 67% of individuals were naive (PCR negative and
seronegative) to all 4 HPV types at enrollment.

The efficacy of Gardasil against the combined incidence of HPV 6-, 11-, 16-, or 18-related persistent
infection, genital warts, vulvar and vaginal lesions, CIN of any grade, AIS, and cervical cancers was
88.7% (95% CI: 78.1, 94.8).

The efficacy of Gardasil against the combined incidence of HPV 16- or 18-related persistent infection,
genital warts, vulvar and vaginal lesions, CIN of any grade, AIS, and cervical cancers was 84.7%

(95% CI: 67.5, 93.7).

Efficacy in women with and without prior infection or disease due to HPV 6. 11, 16, or 18

The Full Analysis Set population (also known as the ITT population) included women regardless of
baseline HPV status at Day 1, who received at least one vaccination and in whom case counting
started at Day 1. This population approximates to the general population of women with respect to
prevalence of HPV infection or disease at enrollment.

The efficacy of Gardasil against the combined incidence of HPV 6-, 11-, 16-, or 18-related persistent
infection, genital warts, vulvar and vaginal lesions, CIN of any grade, AIS, and cervical cancers was
47.2% (95% CI: 33.5, 58.2).

The efficacy of Gardasil against the combined incidence of HPV 16- or 18-related persistent infection,
genital warts, vulvar and vaginal lesions, CIN of any grade, AIS, and cervical cancers was 41.6%
(95% CI: 24.3, 55.2).

Efficacy in women (16 to 45 years) with evidence of a prior infection with a vaccine HPV type
(seropositive) that was no longer detectable at vaccination onset (PCR negative)

In post hoc analyses of individuals (who received at least one vaccination) with evidence of a prior
infection with a vaccine HPV type (seropositive) no longer detectable (PCR negative) at vaccination
onset, the efficacy of Gardasil to prevent conditions due to the recurrence of the same HPV type was
100% (95% CI: 62.8, 100.0; 0 vs. 12 cases [n = 2572 from pooled studies in young women]) against
HPV 6-, 11-, 16-, and 18-related CIN 2/3, VIN 2/3, VaIN 2/3, and genital warts in women 16 to 26
years. Efficacy was 68.2% (95% CI: 17.9, 89.5; 6 vs. 20 cases [n= 832 from studies in young and adult
women combined]) against HPV 16- and 18-related persistent infection in women 16 to 45 years.

I mmunogenicity

Assays to Measure Immune Response

No minimum antibody level associated with protection has been identified for HPV vaccines.

The immunogenicity of Gardasil was assessed in 20,132 (Gardasil n = 10,723; placebo n = 9,409) girls
and women 9 to 26 years of age, 1,346 (Gardasil n = 1,071; placebo n = 275) boys 9 to 15 years of age
and 3,819 women 24 to 45 years of age (Gardasil n= 1,911, placebo n = 1,908).

Type-specific immunoassays, competitive Luminex-based immunoassay (cLIA), with type-specific

standards were used to assess immunogenicity to each vaccine type. This assay measures antibodies
against a single neutralizing epitope for each individual HPV type.
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Immune Responses to Gardasil at 1 month post dose 3

In the clinical studies in women 16 to 26 years of age, 99.8%, 99.8%, 99.8%, and 99.5% of individuals
who received Gardasil became anti-HPV 6, anti-HPV 11, anti-HPV 16, and anti-HPV 18-seropositive,
respectively, by 1 month Postdose 3. In the clinical study in women 24 to 45 years, 98.4%, 98.1%,
98.8%, and 97.4% of individuals who received Gardasil became anti-HPV 6, anti-HPV 11, anti-HPV
16, and anti-HPV 18 seropositive, respectively, by 1 month Postdose 3. Gardasil induced high anti-
HPV Geometric Mean Titres (GMTs) 1 month Postdose 3 in all age groups tested.

As expected for women 24 to 45 years of age (Protocol 019), the observed antibody titres were lower
than that seen in women 16 to 26 years.

Anti-HPV levels in placebo individuals who had cleared an HPV infection (seropositive and PCR
negative) were substantially lower than those induced by the vaccine. Furthermore, anti-HPV levels
(GMTs) in vaccinated individuals remained at or above serostatus cut-off during the long-term follow-
up of the phase III studies (see below under Persistence of Immune Response of Gardasil in Clinical
Sudies).

Bridging the Efficacy of Gardasil from Young Adult Women to Young Adolescents

A clinical study (Protocol 016) compared the immunogenicity of Gardasil in 10- to 15-year-old boys
and girls to those in 16- to 23-year old adolescent and young women. In the vaccine group, 99.1 to
100% became seropositive to all vaccine serotypes by 1 month Postdose 3.

Table 4 compares the 1 month Postdose 3 anti-HPV 6, 11, 16, and 18 GMTs in 9- to 15-year-old boys
and girls with those in 16- to 26-year old young women.

Table 4: Immunogenicity bridging between 9- to 15-year-old male and female individuals and 16- to
26-year-old adult women (per-protocol population) based on titres as measured by cLI1A

9-to 15-Year-Old Males 9-to 15-Year-Old Females | 16- to 26-Year-Old Females

(Protocols 016 and 018) (Protocols 016 and 018) (Protocols 013 and 015)
n GMT (95% ClI) n GMT (95% ClI) n GMT (95% CI)
HPV 6 | 883 1038 (975, 1106) 915 929 (874, 987) 2631 543 (526, 560)

HPV 11| 884 1387 (1299, 1481) | 915 1303 (1223, 1388) 2655 762 (735, 789)

HPV 16| 881 6053 (5599, 6543) | 913 4909 (4548, 5300) 2570 [ 2294 (2185, 2408)

HPV 18| 886 1356 (1253, 1469) [ 920 1040 (965, 1120) 2796 462 (444, 480)

GMT- Geometric mean titre in mMU/ml (mMU = milli-Merck units)

Anti-HPV responses at Month 7 among 9- to 15-year-old girls and boys were non-inferior to anti-HPV
responses in 16- to 26-year-old young women for whom efficacy was established in the phase III
studies. Immunogenicity was related to age and Month 7 anti-HPV levels were significantly higher in
younger individuals below 12 years of age than in those above that age.

On the basis of this immunogenicity bridging, the efficacy of Gardasil in 9- to 15-year-old girls is
inferred.

Immunogenicity and safety of Gardasil have been demonstrated in 9- to 15-year-old boys. Protective
efficacy has not been evaluated in males.

Persistence of Immune Response of Gardasil in Clinical Studies

In women 16-26 years of age, the longest follow-up of immunogenicity was in Protocol 007 where
peak anti-HPV 6, anti-HPV 11, anti-HPV 16, and anti-HPV 18 GMTs were observed at Month 7. The
GMTs declined through Month 24 and then stabilized until at least Month 60. The exact duration of
immunity following a 3-dose series has not been established.
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In phase III studies in women 16 through 26 years, at end of study, 90%, 95%, 98% and 60% of
individuals who received Gardasil in the per-protocol immunogenicity population were anti-HPV 6,
anti-HPV 11, anti-HPV 16 and anti HPV 18 seropositive in the cLIA, respectively.

In the Phase III study in women 24 through 45 years, after a median follow-up of 4.0 years, 91.5 %,
92.0 %, 97.4 % and 47.9 % of individuals who received Gardasil in the per-protocol immunogenicity
population were anti-HPV 6, anti-HPV 11, anti-HPV 16 and anti-HPV 18 seropositive in the cLIA,
respectively.

In the longer term follow-up in women 16 to 45 years, individuals who were seronegative for anti-
HPV 6, anti-HPV 11, anti-HPV 16, and anti-HPV 18 in the cLIA, at end of study, were still protected

against clinical disease.

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, a subset of vaccinated women who received a challenge
dose of Gardasil 5 years after the onset of vaccination, exhibited a rapid and strong anamnestic
response that exceeded the anti-HPV GMTs observed 1 month Postdose 3.

5.2 Pharmacokinetic properties
Evaluation of pharmacokinetic studies is not required for vaccines.
5.3 Preclinical safety data

Single-dose and repeated-dose toxicity and local tolerance studies revealed no special hazards to
humans.

Gardasil induced specific antibody responses against HPV types 6, 11, 16, and 18 in pregnant rats,
following one or multiple intramuscular injections. Antibodies against all four HPV types were
transferred to the offspring during gestation and possibly during lactation. There were no treatment-
related effects on developmental signs, behaviour, reproductive performance, or fertility of the
offspring.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sodium chloride

L-histidine

Polysorbate 80

Sodium borate

Water for injections

For adjuvant, see section 2.

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3 Shdf life
3 years.

12



EUSPC-V501-PS-1-082010
EMEA/H/C/703/11/026

6.4 Special precautionsfor storage

Store in a refrigerator (2°C - 8°C).

Do not freeze. Keep the pre-filled syringe in the outer carton in order to protect from light.
6.5 Natureand contents of container

0.5 ml suspension in a pre-filled syringe (Type 1 glass) with plunger stopper (sil