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{Human Papillomavirus Quadrivalent (Types 6, 11, 16,and 18) Vaccine, Recombinant]
Suspension for intramuscularinjection

Initial US. Approval: 2006

4109

142 ProphylacticEffcacy - HPV Types , 11,16, and 18in Boys and Men 16 through 26 Years

FULL PRESCRIBING INFORMATION Through Ag i it dally Indi alTrials
of GARDASIL, Regardless o Causality
1 INDICATIONS AND USAGE
GARDASIL 'ARHS Control* or Saline Placebo
1.1 GirlsandWomen Conditions, (N=10706) -
GARDASIL® i : i i ing i) i)
+ Cenvica ulvar,vaginal, and anal cancer caused by HPV types 16 and 18 Arthalgia/Arthris/Arthropathy’ 12001 9%8(10)
- Gen types6and 11 Autoimmune Thyroiits 4(00) 100)
iclesi types6,11,16,and 18: Celiac Disease 10(0.1) 6(01)
e ) grade 2/3 and C Diabetes Melltus Insulindependent 200) 2000)
+ Cenicalintraepithelial neoplasia (CIN) grade 1 Erythema Nodosum 2(00) 4(00)
Vular ntraepithelial neoplasia (VIN) grade 2 and grade 3 Hyperthyvoidism?® 2703 202
S ondornde Hypothyroidism’ ) 35003 3(04)
Anal intraepithelal neoplasia (AIN)grades 1,2,and 3 mmﬁgiiw Diseas ; Eg ;; ?g(j)’
12 BoysandMen Nephrits'Optic Neuris 200) 5001)
GARDASIL thevacdin :Sgn‘\eljt:ﬂonnsovdef’ iigg; \;Egg;
orass’
« Anelcanceraused by WPV ypes Toand 18 Raynauds Phenomenon 1301) 1502
. wdby HPVtypes6and 11 Rheumatoid Arthrs' 300 400)
And types6,11,16,and 18: Scleroderma/Morphea 601) 200
+ Analintraepitheial neoplasia (AIN) grades 1, 2,and 3 Sevens ohnson Synciome 200 100
13 Limitations of GARDASIL Use and Effectiveness Systemic Lupus Erythematosus 1000 000
heakh parent,or guardian that men reening Women Uvels 100 300
L P A _ 300 100
. DAL saeeningifit o0 Patient Cc ; :{L‘rfs"cdlllms A503) 218(23)
GARDASIL has not At A Arthronathy
[See linical Stuies (144,14.5)] , Goiter, Toxic nodular goiter, and Hyperthyroidism
GARDASIL tobe usedfor wulvar,vagina,
GARDASIL has not i the! [SeeCli 14,145)] Crohn's disease,
; d 1nd GARDASIL iy against those gina, ] 16and18.
GARDASIL does not DASIL may not resulti i and itigo
GARDASIL prevent HPV-related CIN 2 fage. [See ] 47)] Pustular psoriasis, and P .
2 DOSAGEAND ADMINISTRATION jumber of indvidual enrolled
21 Dosage umberofindividuals with specific new Medical Conditons
GARDASIL L dose. 2months, 6 months. [See Cli 18 ndidons
22 Method of Administration Systemic Autoimmune Disorders i Boys and Men  Through 26 Years of Age
Forintramuscular use only. 9 through 26-y « the course offollow-up.
Thorough agitati the vaccine. GARDASIL i ixed wit ines. After thorough OASILor Table 10 GARDASIL
agiaton, GARDASLs auhie doudy i Table Through y
present orif it appears discolored. o
GARDASIL the upperarmor i ig area of the thigh,
i jonfor 15 mint i i Conditions GARDASIL 'ARHS Control*or Saline Placebo
SingeDose Vil Use (N=3093) (N=2303)
L dose ofvacinefrom the gl (%) n(%)
Prefiled yringe Use ‘Alopecia Areata 201 0(00)
Administer tandard 100 2001
ot ﬁnhlalg\a//\n:]:\(islkg(weAnhmis 3104360)) 107[;007')
utoimmune Thrombocytoperia
3 DOSAGEFORMSAND STRENGTHS DiabeiesMelI\mxTypeWy ° 301) 201)
GARDASI fonavaiable n 0 pton 11)for Hyperthyroidism 0(00) 100)
4 CONTRAINDICATIONS Hypothyroidism" 300 0(00)
i i ¥ rafter 0 Inflammatory Bowel Disease’ 1(00) 2(01)
5 WARNINGS AND PRECAUTIONS Myocarditis 100 100)
Proteinuria 100 000)
51 Syncope Psorasis 0(00) 402)
Skin Depigmentation 100 0(09)
yncops ik When Vitiigo 2(01) 5(02)
the. All Conditions 46(15) 3405
52 Managing Allergic Reactions SARS Contol L
DAL
6 ADVERSEREACTIONS eithervaccine or placebo
OverallSummary of Adverse Reactions n=Number o ndividual with specifc new Medical Conditions
Headache, fever, nausea, njecti ons pain, swelling, erythema, pruritus NOTE: indivi nditions
Syncops tonic-cloni lke Safetyin 16 Through 23 Years of Age
15 minut i 0 OMBIVAX
i DASI H 1871
6.1 ClnicalTrials Experience ayears see i 10 % White; 238% Other;11.9% Black; 1.6% Hispanic (Back and White) 08% Asian;and
y accin i injecti i DASILor
and may notreflctthe ates observedin pracice RECOMBIVAX HB [hepatis Bvaccine (recombinant).
Safetyin Cc C YandW Tooid Cc
In e Jled, 1 saline lacebo-controled and 1 uncontroled), DASILor AAHS control Vacdne Adsobed Tdap))
or 14 of Y Diphtheria Toxoid Conjug: \dacel [Tetanus Toxoid, i dsorbed (Tdap) i
GARDASILor i i i R sudyof 126 years see e 14,11, 7.7% White; 1.4% Multraial;12.3% Black; 6 8% Hispanic
i and ived AH indivi i i strbution of the - thiough gi 1.2% Asan; 04 d02%Ind
pop 3%White; 17.6% it 7% Oth Black and 03% i istribution ofthe 24- through 45-year-old DASIL (concomitant
— pop! hite; 43.2% Hispanic o Other; 4.8% Black; 31 d 0.1 the 9- through =109% X DASIL d 1 )
follows:42.0% White; 197% Hispani 11.0% Asian;11.2% Other; 159% Black; and 0.1% American Indan. 5
jon-Si i 26 VearsofAge SaletyinWomen 27 Through 4 Years of Age
least 1 q aline placebo o " 27 througt g pL of:
recipientsareshown i Table 1. 62 Postmarketing Experience
DASIL uncertain size,itis not possible to
Table 1: Injecti fonsi g g frequency or
Saline pancreatts,vomiting.
GARDASIL AAHS Control' Placebo ) ills death, fatigue, mala
AdverseReaction (N=5088) (N=3470) (N=320) i i nd urtcai
(1105 Days Postvaccination) % % % ralgia, myalga
Injection Site dizzine ll headache paralysis, seizures
Pain 839 754 486 tonic- izure-like.
Sweling 54 158 73 Infections and infestations: cellls,
Erythema 247 184 121 Vascular disorders: Deep venous thrombosis.
Pruritus 32 28 05 7 DRUGINTERACTIONS
Buising 28 32 15 n . e
“The inject DASIL least 1 0% and asoat g ] OMBVAX 0
— saline placeborecipients. 72 Usewith Menactra and Adacel
TAAHS It RDASIL CYandW Toxoid
N 5 Conjug \dacel [Tetanus Toxoid, Toxoidand 4110l
;,, X 26 Yearsof pge , . e 73 Usewith Hormonal Contraceptives
‘e nject feast ! saline placebo 16-through 13912 (GARDASIL | post:Month 71
Tecipients are shown nTable 2. 859 e
Table 2 Injection-Sit jonsi Through 26 Years of Age* fhrough 45 year-old wormen, 1357 (GARDASIL postMonth person-y
@1 p lackof use of per pr
Saline immunogencity (PP) population.
GARDASIL AAHS Control' Placebo 74 Usewith Systemic Immunosuppressive Medications
AdverseReaction (N=3093) N=2029) N=274) doses),
(105 Days Postiaccinaton) % % % vaccines see Usein Specific Populatons (86
prem—rm 8 USEINSPECIFICPOPULATIONS
Pain 614 508 a6 81 Pregnancy
Erythema 167 141 145 Pregnancy Category B:
Sweling 139 96 82 Reprodiu
Hematoma 10 03 33 ‘GARDASIL. There are, however, GARDASIL
“The injectioni ipi DASI Jeast 1 0% and aso q i Jearly needed.
saline placebo recipiets. ryofeta,p Onegroupof DASIL twic pror o gestation, duringthe
"AHS Control h  on actaton Day 7. pregnant; i i onlactaton Day 7 only.
GARDASLL ratloccasion (1 ©
y inTable 3.0f 15 on mating fertity pregnancy, parturition,actation, embryo-fetal o
9 i i other evidenceof In addton, behavior, reproductive
b3 - ’ y ?erfom\ance‘ orfertiity ofthe offspring.
GARDASIL ARHS Control* Saline Placebo i d gp d
(% occurrence) (% occurrence) (% occurrence) mpletion of their
Post-dose Post-dose. Post-dose | Postdose Post-dose Post-dose Post-dose Post-dose Post-dose GARDASIL omen However, o g ted, and N=1894vs.. aline placeb
Adverse | 2 3 1 2 3 1 2 3 N=1925)reported ateast 1 pregnancy each.
Reaction N= N=4924 N=4818 N=3410 N=3351 N=3295 N=315 N=301 N=300 .
son of preg e 226% (46 DASILand 23
Pain 64 607 67 570 478 496 37 203 273 MRS controlorsalne piacebo .
Mild/Moderate 625 597 612 566 473 89 33 203 270 Overal, Py oo
Severe 09 10 15 04 05 06 03 00 03 alure ofabor pracpew
Swelling! 102 128 151 82 75 76 44 30 33 labor v pre-eclampsia hyperemesis. pregnant
Mild/Moderate 96 19 142 81 72 73 44 30 33 e o "
Severe 06 08 09 02 02 02 00 00 00 :
Erythema® 92 121 147 98 84 89 73 53 57 controlor ia""e placebo
MidModerate 20 17 143 95 84 88 73 53 s7 furher 0daysormore than or For
severe 02 03 04 03 o o 00 00 00 p acdnaton, comparedo | group
that d within. congenital
*AAHS Control h is hipd) d clubfoot. Conversey than ination, 40 cases of
=Nomberfdviddlsvit olowp | thegouptiat ; I I I I I I I I I I I I I I I I
i o < 52 recelved AAHS control o saline placebo.
83 Nursing Mothers
fAge Women 16 Through 45 Years of Age
An analysis of n Table . Of 964 their i
be mild or moderate inintensity. ‘GARDASIL o H IN
A . 551) during the relevant Phase 3 cinicastudies.
f Through 2 Overall, 27and 13 o 9 d 24
GARDASIL ARHS Control* Saline Placebo received GARDASILor AAHS control respectivel)
(% occurrence) (%6 occurrence) (% occurrence) Ina post-hoc ‘nnumber days post vaccination of the mother as
Post-dose 1 Postdose2  Post-dose3 | Postdosel  Postdose2  Post-dose3 | Post-dosel Post-dose 2 Post-dose 3 HS control
Adverse N= N=2898 N=2826 N=1950 N=1854 N=1799 N=269 N=263 N=259 84 PeditricUse
Reaction 3003 def ag
Pain 47 369 344 384 282 258 275 205 162 85 GeriaricUse
Mild/Moderate 45 364 341 379 22 255 275 202 162 e POASLhave not
Severe 02 05 03 04 01 03 00 04 00 86 """“'“““""”“"““"'""";‘:;’E"
Swelling! 56 66 7 56 45 41 48 15 35 10 OVERDOSAGE 4
Mild/Moderate 53 62 7 54 45 40 48 15 31 DSL.
Severe 02 03 05 02 00 01 00 00 04 e AL
Erythema* 72 80 87 83 63 57 7 57 50 11 DESCRIPTION
Miid/Moderate 68 7 83 80 62 56 7 57 50 ‘GARDASIL, Human Papillomavirus Quadrivalent (Types 5, 11, 16,and 18) Vaccine, Recombinant, isa non- the
Severe 03 02 03 02 01 01 00 00 00 majorcapsid (. of HPVTypesS, 11,16,and 18.TheL oo P
“AAHS Control e i i, amino acids mineral als The\L
N =Number of individuals with follow-up CL. " The purfiedVi da i s of the al e
= GARDASIL Each05mL V6L1 protei, 40meg of HPV 11 L1 protein, 40 meg of HPY 16 L1 protein,and
Through 26 Vearsof A 20megof HPV 18L1 protein.
_282%end 28.4%). Feverwa Each 05-mL dose of h 956mgof 078mgof Lhistidine,
temic: - d. 1 112%). i <7meg forinjection. i
GARDASL 9 e thanoreq fter GARDASIL i a white,cloudy liuid.
the AAHS controlorsaline placebo group,are shown inTables, 12 CLINICAL PHARMACOLOGY
’ L . 12.1 Mechanism of Action
Table 5: C o >Control) HPvorly e " .
GARDASIL 'AAHS Control'or Saline
Adverse Reactions 508 Placebo 13 NONCLINICALTOXICOLOGY
(1o 15 Days Postvaccination) % (N=3790) 13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
% GARDASIL has not! GARDASIL 1
Pyreda 130 12 human d i fertiiy
Nausea 67 65 DASIL d rat/occasion (1 Onegroup
Dizziness 40 37 of DASIL o in threetimes,at 6 weeks, 3 weeks and 3 days priorto cohabitaton.
Diarthea 36 35 Jated eff perm count, i
Vomiting 24 19 thetestes.
Cough 20 15 14 CLINICALSTUDIES
Toothache 15 14 d the cervi, respectively. Their
Upper respiatory trat infection 15 15 i T6through ON2/3and
Malaise 14 12 In additon, ases of IN /3 and VaN th H
Athralgia 12 09 endpointsfor the prevention of genitl warts,
Insomnia 12 09 T6through 26 years g
Nsalcongestion 1 09 12f3o0r Inadditon, cases of AN grades
Anal HPV AN, ity of prevention
ata
fequencyofatlest | and of AINand anal cancerto wornen.
e Efficacy was assessed in6 AAHS-controlled,double-blind, d3cl e, The first Phase (Study 1,N=2391 16-through
yearold g (Study 2,N=551 16-through 26 year-old g . Two Phase DASILin 5442 (Stucly 3)
Common Systemic Adverse Reactionsin Boys and Men 9 Through 26 Years of Age: and 12,157 (Study 4) 16- through 26-y tud in4055 16- through 26-year-old boys and men, including a subset of 598 (GARDASIL = 299;
9 and ARHS control o 11.2%) Fever placebo= udy 6, in 3817 2 through 45
=i d pl evaluated 20541 16through 0.0 years 16through
DASIL g e i DASIL vias greater than or eq of 205years,and 3817 women 343years. strbution ofthe 16-through
H e showninTable. 704%White;12.2%Hispani e 3 yand di the 16-through 26-year-old boys and
follows: 3523 White; 20.5% Hispanic (Black and White) 144% Other; 19:%Black; 100% o1 i the 24-through 45-y
Table 6: i ions i Through Control)* follows: 2% Hispani 2% Oth lack 0.1
‘GARDASIL "ARHS Control or Salne " 0303023 . Sucyd Stuy
Advrse Reactons Neasy Dicebe 3,Study 4, Study 5, and Study 6, respectivel
(11015 Days Postvacdination) % (N:azzoz) Overal, 73% o 16-through 26-year-old gils and women, 67% o 24-through 45-year-old and 83% of 16-thiough id b PQ
Headache 123 12 Atotal of 27% of 16- through 2 3% of 24- through 45-year-old and 179% of 16- through 2
Pyrexa 83 65 with atleast T of the 4vaccine HPV types. Among these individuals,74% of 16- through 26-year-old girs and woren, 71% of 24-through 45-year-old women,and 78% of 16-through 26-year-old boys and men
Oropharyngealpain 28 21 y1of pe ypes.
Diarthea 27 2 n24-through ine HPV types.
Nasopharyngitis 26 26 i jpes, CIN, genital warts,VIN, VN, PIN,
Nausea 20 10 endpoints
Upperrespiratory tractinfection 15 0 " avaccine HPV type at Day 1 type were not Endpoints.
Abdominal pain upper 14 14
Myalgia 13 o7 For exampk 18 positive (PC Day1 18 L
Diziness 12 Ind HPV6, 11,and i the other types.
Vomiting 10 08 11 ic Efficacy - HPV Types 6, 11,16, and 16 through 26 Years of Age
ata GARDASIL ing for presence of HPV e, PCS
quencyoftleast 0% and pror thattype.
S ; The primary analyses of effcacy with respect to HPV types , 11, 16,and onsisting of g
Evaluation of Feverby Dosein Girs and Women' Through 26 Years of Age Ty o ° . HPVtype(s) Types6, 11,16,and 16)
Ananalysisof feverin girls and women by dose s shown in Table 7. priortodose | and through 1 ) Efficacy wa the Month 7vist
GARDASIL N grade); typest, 11, 16,01
Table7: PCR negative and seronegative at baseline (Tabl 11).
GARDASIL 'AAHS Control*or Saline Placebo Inaditon, tedwith Tor HPV types prior
the other vaccine HPY types.
(3 occurrence) G occurence) )
Table 1 in the PPE* Pop 16-Through Vaccine HPV Types
Temperature Postdose | Postdose 2 Postdose 3 Postdose | Postdose2 Postdose3
F) N'=4945 N=4804 N=4671 N=3681 N=3564 N=3467 sopuaton | GARDASIL. | AAHS Control | - )
2100t <102 37 41 44 31 38 36 | N | Number of cases | N | Number of ases |
2102 03 05 05 02 04 05 HPV 16-or 18-elated CIN 213 orAIS
S Control - Ao Study 1 755 0 750 12 1000(65.1,1000)
N=Number ofindividuals with follow-up Study2 B 0 20 1 1000(:37449,1000)
Study3 201 0 0 36 1000(892,1000)
Through 26 Yearsof &
) s Study4 5306 2 5262 6 9691882,996)
An analysis of fever in boys and men by dose s shown i Table . [Em—r— P > P " 552695998
Through HPV 16-related CIN 23 or AIS
GARDASIL AR5 Contral or Salne Pacebo ‘Combined Protocols’ | 7402 | 2 | 05| 93 | 979(923,998)
(hoccurrence) (3hoccurrence) HPV 18 related CIN2/3 or AlS
Temperature Postdose 1 Postdose2 Postdose3 Postdose | Postdose 2 Postdose3 Combined Protocols’ [ me | 0 [ me T 2 I 1000(866,1000)
(F) N'=2072 N=2849 N=2792 N=2194 N=2079 N=2046 HPV 16-or 18 -elated VIN2/3
2100t0<102 24 25 23 21 2 16 Study2 eEll 0 20 0 Not calcuiated
e m m rm3 m m 3 Study3 219 0 2239 6 1000(144,1000)
py— - Study 4 532 0 5275 4 1000503, 1000)
N=Namberf nida i loweap Combined Protocols? 7 0 744 10 1000(555,1000)
HPV 16-or 18-elated ValN 213
Serous Adverse Reactions i the EntieStudy Population Study2 b= 0 30 0 Notcalcuated
N=1 1300 1.0% outof 29323 (GARDASIL N = 15,706; =13023;01 Study3 219 0 9 S 1000101, 1000]
(9-through 45-y hrough 2 i Study4 52 0 5275 4 1000(:503,1000)
Of i 0.04%of § . ¢ Combined Protocols® 7772 0 7744 9 1000 (495, 100.0)
N o DASL, AAHS control saline placebo,orthe total of ol e HPV 6, 11,16, or 18-related CIN (CIN1, CIN 2/3) o AlS
DASIL (3 cases) e I(2: ), T ———
DL e orolpassl Study2 235 0 23 3 1000(-1384,1000)
‘Appendicitis [0.03% GARDASIL (5 cases) vs. 0.01% AAHS control (1 casel], Suy3 2 0 258 7 1000651,1000)
e . (3ot s OO Study 4 5388 9 5374 145 938(880,972)
Uiyt DASL(2case . el Combined Protocols’ 7864 9 7865 5 960(923,982)
(2cases) WS control 2 cases) HPV 611,16, or 18-related Genital Warts
DASIL (2 cases) L Study 2 235 0 233 3 1000(1395,1000)
SILQcases) HS control 2 cases)] Study3 261 0 279 58 1000(935,1000)
% % Study4 5404 2 5390 132 985(945,998)
reactions thatoccurred following any vaccination vsit. Combined Protocols? 7900 2 7902 193 990(962,999)
In addition, there was 1 individualn the i i HPV 6-and 1 1-related Genital Warts
impairment) ‘Combined Protocols® [ e | 2 [ 66 | 189 [ 990(962,999)
Deathsinthe Entie Stucy Population T
inica tudi DASILN =21 0r 0.1%pl 19010 N=15, 1303 protocol, HPV 11,16,and 18) prio todose 1 and through 1 month postdose 3 (Month 7.
rough 5 hough 26 yearid boys andmen) isentwi populatons.The most common SeeTble 14for
d4indi AAHS control) i DASILand 16LIVLP
) und (1 and 3indi AAHS control), i “Analyses of y N= indivi least 1 follow-up visit after Month 7
1 s contn) s on o 1= ConfidenceInterval
per follow-up.
were 2 cases of sepsis, 1 case of pancreatic cancer, Taaseof p 51 caseof 1 Tase e frstanalysnthetable 2, HPV 16-or 18elted ON 23, Ao
of traumatic arest 1 1 T aseof and1 recelved Note3:Table 1 i ypes.
GARDASIL 1 case of asphyxia, 1 ind 1 case of 1 AHSC.
placebo group
; S Prophylactic ,11,16,and 1 Study 2, that i h 100% (95% C1:12.3%,
. HPV types
9 through . GARDASLL typess, 11, 16,and those specificHPV typesatbaseline.
] Table . T i GARDASIL ofAge

didnot

¥ (PPE) pop:

have major protocol andwere ive |

Efficacy was measured sarting afte the Month 7 it

HPV type(s) (Types 6, 11, 16,and 18) prior to dose 1 and through 1 month postdose 3 (Month 7).

GARDASIL

pe
1/230r

and 11

baseline (Table 12)
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Table isof Eff i pulation of 16-Through Vaccine HPV Types Table A
endooint GARDASIL 'AAHS Control % Efficacy (95%C) GMT
P N Number of cases N Number of ases Population N o % Seropositve (95%CI) (95% C) mMUS/mL
External Genital Lesions HPV 6, 11-,16-, or 16-related Ant-HPV 6
External Genital Lesions 1394 3 1404 3 906(70.1,982) 9-through 15-year-old boys [ 1072 [ e | 999(994,1000) | 10375 (9635, 1117.3)
Condyloma___| 1394 3 1404 28 893(653,97.9) 16-through 26-year-old boys and men | 2026 | 989(98.1,994) | 4478 (4189,4786)
N2 | 1394 0 1404 4 1000521, 1000) Anti-HPV 11
i 1 i 9-through 15-year-old boys | 1072 | 999(994,1000) | 1386812985, 1481.0)
tothe elevant HPV type(s) (Types 6, 11, 16,and 18) prior o dose 1 and through 1 month postdose 3 (Month 7). 6 though 26 yearodboysandmen [ 2006 | 920984.996) [ 03 (5884, 6623)
N =Number ofindividuals ith atleast 1 follow-upvisitfter Month 7 o= - -
CI=Confidencelntervl nti-HPV 16
ARHS Control= 9-through 15-year-old boys | 1072 [ s 998(992,1000) [ 60565 (5601.3,6548.7)
16-through 26 year-old boys and men | 2026 e | 988(979,993) | 24033 (22434,25746)
13 Types6, 11,16,and dy Anti-HPV 18
Ah‘“b' tudy of “:f“f peam g 598 MSW. The pr 9-through 15-year-old boys 1072 887 998(992,100) 1357.4(12494,1474)
the per-protocol efficacy (PPE) population of Study 5.
ity , o ypest 11,16 16 trough 26y dboysardmen 2006 175 9741963,982) 4026 (3746,4327)
1 The PP theinterval
7ist, i Hp 11,16,and 18)prior todose 1 and through 1 month Postdose 3 (Month 7)
Table yforVaccine HPV Types Numberof tothe respecty Tinjection
A ol Numberof LA=C
HPV 6, 11-,16- o Effi ) 1=C
N Numberof ases N Number of ases GMT=GeometricMeanTitrs
AN123 194 s 28 2% 775(396,933) MU= mill-Merck Units
AN23 194 3 28 3 749(88,954) ) : . o
Table g
ANT 194 4 28 16 730(163,934)
Condyloma Acuminatum 194 0 28 6 1000(82,1000) 5-to 15 Year-OW Gl (V= 1122) 16-to Year-Old 35-t045-Year-Old
Non-acuminate 10 4 208 n Por Assay (cLIAY Time Point Women (N*=9859) Wormen (N*=667) Women (N*=957)

Fon consted o vk 7 ; N GMT (95%Cl) " GMT (95%Cl) " GMT (95%C) N GMT (95%Cl)
tothe relevant HPV type(s) (Types 6, 11, 16,and 18) prior to dose 1 and through 1 month postdose 3 (month 7). mMU*/mL mMU*/mL mMU/mL mMU*/mL
N=Number ofndividuals with tleast 1 follow-up iitafter Month 7 C = Confdence Iterval Anti-HPV 6
AAHS Control = Month 07 917 9292 329 5450 49 356 64 3973

(8746,9873) 5301,5604) (3934,4824) (3652,432)
14 16through Month 24 n4 1561 2788 1091 o 707 28 693
Typeses, 11, 16,0 16Through 26 Vears of Age, Regardessof Curent or PriorExposure to Vaccine HPY Types 1356,1796) (1052,113) (38785) @775
: ) : ' et to PV , ! , ,75:
priorexp 7 B E
Pttt o cuding oV Month36 3% 1294 399 795 618 811
infections that the start of vaccination. (1156, 1448) 720877) 050878)
The impact of GARDASIL in gi prior expe Table 14.Impact 1 1. Prophylacti Month 48* - 2514 738 391 588 616 620
2 gi i HPV types at Dy 1. Vaccineii accine HP (709,768) (529,653) (570,675)
infecton, i e vaccine HPY PCS N, Ant-HPV 11
vaccine HPV DASIL HP\ p Day1. Month07 917 13046 3353 7489 439 5779 644 5128
pestor (12247, (7260,7726) (5238,637.5) (472.9,556.1)
Table 11,16,0r 1397)
16Through 26 urrentor Prior Types Month24 0 280 2817 1371 a1 793 628 734
(1883,2524) (1321,1423) ns5878) (674,798)
GARDASIL orHPV 16 AAHS Control Vonth36° 3% 1480 399 818 618 774
Endpoint Analysis L1VLPVaccine ) font - -
N < o - (131.,167.1) (743,901) 716,836)
== == Month4g' E 2538 294 S 674 616 627
Prophylactc Effcacy” 9346 4 9407 155 9741933,993) (859,931) 609,747) (578,680)
HPV16-0r 18- HPV 16 and)or HPV 18 ositveat Day 1 2870 1492 2898 148" =
related ON 21307 AIS [ Gir and Women Regardiess of . Anti-HPV 16
egardless of Curtent or Prior Exposure to
160118 9836 6 9904 303 S18(41.1,607) Month07 915 19185 3219 24092 35 2025 657 21295
o Frophylacic o o T ) m 370624,999) (Assef, 23090,25138) (21191,25896) (19627,23103)
orts HPV 16:and/or HPV 18 Positve at Day 11 1880 5 1876 7 = 53091)
et or GisandWomen Regardess o Catent o Pror Exposure to Month 2¢ o o2 2 26 e %9 o2 4
VN3 o ® 8955 9 8968 3 763(500,899) (8044,11083) 4250,4609) (2544,3212) (247.,2981)
Month36° 353 6422 - - 399 215 631 2767
HPVE, 11,16, e H':\‘/’:’:"V:;‘v‘i gﬂ“;/y' e 230 16 Lot e SABE5 D (5628,7328) (2625,3238) (2545,3008)
18-elated CIN(CIN 1, et 2466 186" u37 n3 - Month 48" - u74 262 3% 218 8 1928
an2p) PP e ’CY s (3118,3413) (1895,2368) (1765,2106)
orAlS s and Women Regardlessof Crrentor ror Exposure to 8819 20 8854 52 615(546,674) Anti-HPV 18
Yocre VT Month07 92 10426 3566 4752 501 358 m 3246
ntt £
G H?;?:WE;::EMJ Ve o £ — = Rl (9676,11233) (4588,4921) (3476,4281) (29756,3540)
V6, 1116, O hontoa 2501 sv 75 55t - Month24 24 1377 3002 508 [ 318 705 260
orlg T ———e 28 e (1148,1651) 482,535 281,360) 235,288)
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(80:5% [959% CI: 683, 88.6), prevention of HPV 6,11, 16-or 18-elated CIN (any grade) .
(85:8% [95% CI:524,973), don of HPV6, 11-,16-0r 1 - Thedoctor
73,997, - Donotbyyourself you.
Efficacy for baseline HP' - Do i it ing your doctor.
demonstrated for thefollowing endpoints: pevention of HPV 16-and 18-elated CIN 213, IS, or cervical cancer HPV6-and 1 N hildren
23, A o ive of HPV type type analysis). ‘Coundilof Arab Health Ministers
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Assaysto Measure lmmune Response
1PV titer
ant-HPV 6, antHPY 11, anti-HPV 16,and anti-HPV y 11,16, and/or 18. MSD
9519-through 45-year-old gi N=1. 11,317)and 5417 9-through 26 year-old boys and
2308).

Type-specifci ype. The
scalesfor
Immune Response to GARDASIL

oy "

P 1 7) received all3 vacainations p
interfere with the effectsof the vaccine.
the relevant vaccine HPV Mean Titer (GMT).
16-thiough 99.8%,99.8%,99;

received GARDASIL became anti-HPV 6,ant-HPV 11, anti-HPV 16, and antiHPY respectivel, by 1

icalstudies in 27 through 986%,and9
GARDASIL became antiHPV 6, antiHPV 11,antHPV 16, and ant-HPY respectively, by 1

i 16-through I boys and men, 98.9%, 992%,98.8%, and M

received GARDASIL became anti-HPV 6, anti-HPV 11, anti-HPV 16, and anti-HPV respectively, by 1

Month 36 at levels.

‘Across all populations, anti-HPV 6, anti-HPV 11, anti-HPV 16, and anti-HPV Month 7 (Table 18 and Table 19).

Tabl p
GARDASIL has not been established.

Table 7 Anti-HPV i i op
% Seropositive

Population N n (95%C) (95%Cl) mMU*/mL.
AntiHPV 6
9 through 15-year-old gils 12 917 999(994,1000) 9292(8746,9873)
16-through 2 year-old girs and women 9859 339 998(996,999) 5450(5301,5604)
27-through 34 year-old women 667 49 984(967,994) 4356(3934,4824)
35-through 45 year-old women 957 644 98.1(968,990) 3973(3652,4322)
Anti-HPV 11
9-thiough 15-year-old girs 12 917 999(994,1000) 13046 (12247, 13897)
16-through 26 year-old girs and women 9859 3353 998(995,999) 7489 (7260,7726)
27-through 34 year-old women 667 49 982(964,992) 5779(5238,637.5)
35-through 45 year-old women 957 2 97.7(962,987) 5128(4729,5%.)
Anti-HPV 16
9 through 15-year-old gils 12 915 999(994,1000) 49185 (455656,5309.1)
16-through 26 year-old girs and women 9859 349 998(996,1000) 24092 (23090,25138)
27-through 34 year-old women 667 435 993(980,999) 23425 (21191, 25896)
35-thiough 45 year-old women 957 657 982(968,99.1) 21295 (19627,23105)
AntiHPV 18
9- thiough 15-year-old girs 12 922 998(992,1000) 104269676,11233)
16-through 26 year-old girs and women 9859 3566 994(991,997) 4752(4588,492.1)
27-thiough 34year-old women 667 501 980(964,990) 3858 (3476,428.1)
35-through 45 year-old women 957 2 964(948,976) 3246(2976,3540)
“The PPl populai accinations withi y ai afor the nterval

7t i Hp 11,16,nd 18)pror to dose 1 and through 1 month Postdose 3 (Month 7)

“Number of least T injecton.
‘Number of LIA = Competitive L

Cl=Confidence Interval
GMT =Geometric Mean Titers
SmMU = mill-Merck Units




