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26i% £ TOEHIZEH T BACIN2+, CIN3+ICXT B 4 fliHPV7 7 F > OB

(RE, EEHIXTERHFZE)

O KETIE. 13D 926 & TICHEIEBEAITHOMNI-HPVT 7 F v EEN T ¥y v F 7 v TEEL
EEzDIToONTWDS, FIEEEER., EERZIC K DCIN2+ECIN3+DIFZED Y X7 %5l d 5 /-
By h) 7 HILZTIICBITDZRBERT — X X=X %A L TEABIHEHN THhi 7,

O A7 7F EAD2006FI26UAT THo/-EDTREL Y . 4,357 DCIN2+EFEE & |
FWELEBL Y YT V7 ENT217,7730 O BEEIC D W T DOEFTATH T,

O 1B Eo#EEfETCIN2+ (RR; 0.82,95%Cl: 0.73-0.93) . CIN3+ (RR;0.77,95%Cl: 0.64-0.94) DX
I TR ER DT,

O 3 EIDEEREICE VL THIEIEED14-175% (FIEELRR; CIN2+T0.52, 95%Cl: 0.36-0.74, CIN3+T
0.27,95%Cl: 0.13-0.56) TraW WA, FIEIEED18-20% (FAEEIZRR; CIN2+7T0.65, 95%Cl: 0.49-

0.88, CIN3+T 0.59, 95%Cl: 0.36-0.97) THHMEZRH=—7A., 2mUL THENEEL -8 TI3H
BEMREIEohLh o7, XCIN : FEWSDRIN 88 (CIND) . hZE (CIN2) . BE (CIN3) (%

CIN2+ HPV vaccination history Adjusted rate ratio (95% CI) CIN3+ HPVvaccination history Adjusted rate ratio (95% Cl)

>1 doses ....i 0.82 (0.73-0.93) 21 doses —I—-‘ 0.77 (0.64-0.94)

! R —— 44 (0.26-0.
Age 14-17 years at first dose —_—— 0.61(0.46-0.81) Age 14-17 years ak first dose : 0.44 (0.26-0.74)
Age 18-20 years at first dose —_— 0.72 (0.58-0.90) Age 18-20 years at first dose — 0.75 (0.52-1.08)

: " ‘
Age 221 years at first dose - 0.94 (0.81-1.09) Age 221 years at first dose —I-'—3 0.88 (0.69-1.12)

; 23 doses —_— 0.64 (0.48-0.84)
. —— 0.76 (0.64-0.89 :
;3duoses " 098 :o 78-1 04: 2 doses —d— 0.97 (0.67-1.41)

oses ! : i 1 dose — 0.90 (0.65-1.24)

1 dose —— 0.84 (0.68-1.03) ;

Age 14-17 years, 23 J058s m——{—— ; 0.27 (0.13-0.56)
Age 14-17 years, 23 doses —— 0.52 (0.36-0.74) NS 1500 fuedi, 23 ks I 0.59 (0.36-0.97)
Age 18-20 years, 23 doses —a i 0.65 (0.49-0.88) Age 221 years, 3 doses = 0.85 (0.60-1.20)
Age 221 years, 23 doses — 0.92 (0.75-1.14) Age 14-17, <3 doses -— 0.79 (0.40-1.55)
Age 14-17, <3 doses —_— 0.77 (0.52-1.15) Age 18-20 years, <3 doses ——8——  0.98(0.60-1.60)
Age 18-20 years, <3 doses —I— 0.80 (0.60-1.08) Age 221 years, <3 doses _._ 0.90 (0.66-1.24)
Age 221 years, <3 doses —— 0.95 (0.78-1.17) r T i 1

T T T 1 0.25 0.5 1 2
0.25 0.5 1 2 Adjusted rate ratio (95% CI) 2

e e H B8 : Michael J. Silverberg et al. Lancet Child Adolesc Health. 2018; 2(10): 707-714.
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BEFEHEIBBEEICH T BHPY 16/18E DR

O HAEADOHPVT 7 F viEfEEZZ B UBOFEEEREICB T HAHPVEIO (L 2 HE T 5 7-

OIZ. 2012FH H2017FE F T, 21D EEME TH-ICTFEEEHEZE (CIN1-3, AIS, ICC %) ) &2

Wr S N7-168 D B3R D L7, 7094 2k E LT, REBOEBWAETEX1T- 7,
(O CIN1EUCIN2-3/AISICH T AHPV 7 A LA DWT, 25K W TIE7 7 F >~ EHPY
(16/18%)) DOREHLBAMMEMZZTESH - (P<0.0001) A, 26U ETIEEREOMER IZFRD SN
mh -7,

O 20U T ThHEIEER TlIaN2-3/AISEETEFIIC 35 1T B HPV16/18B D F IR A

BICIETFLT

W7z (p=0.02) , —A T, 21FULTOYIENZERE TIZ. FEEEIRDEDL -7 (p=0.18) ,

X CIN: FEUEEEAAN #E (CINL) . hZE (CIN2) . BE (CIN3) (CH4F
AIS : REPIIRE. 1CC : BMMETEEN A

BREIZHITBHPY 16/18BL DIRERDEFELT(L
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H B8 © Koji Matsumoto et al. Cancer Science. 2019;110:3811-3820.




FEELPAICKHT BHPVT I F L OBRICOVWTHOAFR—MAR (Fr<2—7)

O HPVT 7 FrDFEENAICKT 2ENEZRET B0, T~—7ICHEWLT, 20065E12 8
DM H2019F 128 F CORMICEFELZITED D30 E CORMEEZNRE LT, 77 F0EBEED
FEENADREICOVWT, EDOL Y XM YICERSINZIERZME L. 77 F VEBOBEIC
BITH2F2ENADOEBERLEZEH L7-3FK— M5

O WREL-7-867,689Z DD S B, 314,852% (36.3%) D17 B EIICHI[EIDHPYT 7 F
vaeEELTEY . SERAEP. 17-195 TOY)[E#EEFE1L£20,063% (2.3%) . 20-305% CTOH[AlE
f&E(3167,607% (19.3%) TH > 7=,

O EBEICBIT2TFEENADREBERILIIEEROFEEA16A T T0.14 (95%Cl: 0.04-0.53) .
17-197% T0.32 (95%Cl: 0.08-1.28) TH o7z, —H T. 20 AL TIF1.19 (95%Cl:0.80-1.79) T
o7,

O 19FUTDOHPVT I F U EBTIRFEEIFADOFHICHTE2EVHEIRDH SN, 165
TOEBTIVESVLWANEIROoN, EFETOEEOEEMLSRINT,

e FEEIFADRERER
HPWIETEDEETLHE L - FEEH A DBEXKLL =
A Age at vaccination < 16 years B Age at vaccination 17 - 19 years
Person- Age-adjusted Adpusted” Adjusted” 209 Unvacoing tad 20 9 Unvaccing ted
Vaccination stutns years Events RE (959 CT) IRT (95% C1) IR {45 C ) _ 18 — - \Vaccinated 1B — - Vaccinsted
Unvaccinated 2RR4778 225 | 1 1 LR &
Vaccmated, age <lév 1643967 4] 13 00040y 0013 (008041 014 (0041053 g 1 E 3
Vaccmated, age | 7-19 y 74 67 5 (.20 ((08—1.01) D31 (00891 07) (32 (L1, 2R) g & g
[}
Vaccmated, age 20-30 ¥ Bal.231 16K 115 0 881 .50) 114 (0871 49) 118 p0s0—1. 749 % E f
o &
* Adjusted for attamed age and maximum educational level of own, mother or {ather =

b = i " r & ., r
Adpusted for attamed age, maximum educational level of own, mother or father, calendar year and ethmicity T O WO = . R I R - SR T (-

Age, yEATS Age, years

H{ B : Susanne K. Kjaer, Christian Dehlendorff, et al. Journal of the National Cancer Institute 2021. 4



10/iZ D 530 X COREDHPV T 7 F L ERE L SHEFEENARIEDY X7

IC2OVWTHDES (R z—TV)

O  4ffHPVT 7 F > DEEICL B2 REEDFZENAREFBHOBENEZRAND-HIC, X
7T —T Y DI0ORH B3NP ME (1678 AN) (ICBIT 52006FEH H2017FEDT — X 2 AW THA
BEx1T>7,

O FEELNADORBERERKRIIEEE (52870 AN) TLOOABH-NATFITH >7-DIZH L. FEE
BEt ({1145 AN) TIHI0FABHI-Y ol TH - 7=,

O JEEEHE LR L T, EEEODFHARICL 2 FETENADEBRELLIZ0.51 (95%Cl: 0.32-
0.82) . LR FH AL -HEEXLLIF0.37 (95%Cl: 0.21-0.57) TH > 7=,

O 16mMUTTIEELE#ICEVWT, EEER LR L -EEBORERL (ZRFRAZE)
0.12 (95%Cl: 0.00-0.34) . 19mLA T CIERE L 7-8¥Tl30.36 (95%CI: 0.18-0.61) TH > 7=,

Table 2. HPV Vaccination and Invasive Cervical Cancer. sous] HEV Vascination Skt
Crude Incidence Rate Age-Adjusted Incidence Adjusted Incidence - == Unvécc'nated
No. of Cases of per 100,000 Person-Yr Rate Ratio Rate Ratio g @ == Vaccinated at 17-30yr of age
HPV Vaccination Status Cervical Cancer (95% Cl) (95% Cl) (95% Cly* 88 75 W Vaccinated <17y¢ of age
Y O
Unvaccinated 538 5.27 (4.84-5.73) Reference Reference o
Vaccinated 19 0.73 (0.47-1.14) 0.51 (0.32-0.82) 0.37 (0.21-0.57) _§ g
— 50
Status according to age cutoff E g
of 17 yr ga
£y
Vaccinated before age 17 yr 2 0.10 (0.02-0.39) 0.19 (0.05-0.75) 0.12 (0.00-0.34) _g = 25
U
Vaccinated at age 17-30 yr 17 3.02 (1.88-4.36) 0.64 (0.39-1.04) 0.47 (0.27-0.75) S
Status according to age cutoff
of 20 yr 0 ) . -
18 20 22 24 26 28 30
Vaccinated before age 20 yr 12 0.49 (0.28-5.73) 0.52 (0.29-0.94) 0.36 (0.18-0.61) St iy
ge at Follow-up (yr]
Vaccinated at age 20-30 yr 7 5.16 (2.46-10.83) 0.50 (0.24-1.06) 0.38 (0.12-0.72)
- . i - - - - Figure 2. Cumulative Incidence of Invasive Cervical Cancer According to HPV
* The adjusted incidence rate ratios were adjusted for age as a spline term with 3 degrees of freedom, county of residence, calendar year, e
: : : g A : : 2 Vaccination Status.
mother’s country of birth, highest parental education level, highest annual household incojme level, previous diagnosis in mother of CIN3+, ) ) )
and previous diagnosis in mother of cancers other than cervical cancer. The 95% confidence intervals were bias-corrected percentile confi- Age at follow-up |sltru17|cated in the graph because no cases of cervical can-
dence intervals that were estimated with the use of bootstrapping with a resampling frequency of 2000 times. cer were observed in girls younger than 18 years of age.

H{ B : Jiayao Lei, Alexander Ploner, et al. N Engl J Med 2020, 383; 14: 1340-1348.
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FEIEEHA ECN3ICKT B 2 {liHPV7 72 F DEME GEE)

O H|ETIE. 2008FD 2fHPVT 2 F > DEAN S10EUEHRBL TV 2, 277 F > DF
S ZAE T 2720, KIREBERDPAZFET —2&2ERL. 77 F EEE (12-13R D T HHEE
B, 1416 M 16-18 D 2 DD F v F 7 JHEERD 38 §5T13708 A %) L SBE (7
JFEBARID 4 DDIEEEE) TTFBENAKRVCINIFEDRERDLE #1772,

O EEFOEMEOFZENAREXRDRDEKIL, 16-18IEEEE T34% (95%Cl: 25-41%) . 14-
167 IETERF T62% (95%Cl: 52-71%) . 12-13KIETEEE T87% (95%Cl: 72-94%) TH - 7=, CIN3FE
KOFADKIL, 16-18FRIEEEET39% (95%Cl: 36-41%) . 14-16FKIEEEE T75% (95%Cl:

72-77%) . 12-13RKEEFERET97% (95%Cl: 96-98%) T&H > 7=,

O HETIX., 2019 F6ARKDOBEET, 77T VDEREICL > T, M8HIOFEEHN A K T17,235
BIDCINZDFEAENRBD LIz EHEE SN,

O HPVT7I7FUEB7RIFLOEAIT, REOFEBEHFAREDORDICKELTSEL,

XCIN : 7=5E8PRA A BE (CIN1) . HFE (CIN2) . BE (CIN3) (CH%E

_ 3 > - = T Y =
HEAF—FOSE (1~78) OHE BFHEAFR— MIHBITHFEENFADRERLL FEEHSAORERER
Date of birth Unvaccinated cohorts %E@Eﬁ‘/g CIN3 N
5y ¥ & P g o o Cohort 1: invited from age 20-0years 0-99 (0-89-1-10)  0-97 (0-94-1-01)
o e e o G of oF Z g 1 Cohort 4
gl A P o 2 & > and no vaccine L=
Ry o - b '—: o e ¥ — Cohort§
! | I } f } } > Cohort 2: invited from age 20-Oyears  1.08 (0-96-1.22) ~ 1.03 (0-99-1.06) __ Cohorté
Birth cohart 1 2 3 4 5 6 7 or 25 years and no vaccine 2 — Cohort7?
3 (=]
Age at first invitation 20 200125 25 245 245 245 245 Cohort 3: invited from age 25-Oyears  1.04 (0-93-1-15)  1.01 (0-98-1.05) 2
ta screening (years) and no vaccine f
Offer of HPV vaccination  No No No Mo Yes Yes Yes Cohort 4: invited from age 24-5years 1.00 1.00 i 100+
: . . . =
School years gy i 8 and no vaccine (reference category) E
Age (years) 16-18 1416 12-13 Vaccinated cohorts g
. ¥
Coverage: Siow o S Cohort 5: invited from age 24-5years  0-66 (0-59-0-75)  0-61(0-59-0-64) e
At least 1 dose : ol and offered vaccine in school P 50
3 doses 448% T3 B49% years 12-13 =
*Vaccine coverages include (when data are available) mop-up vaccinations (ie, when females are vaccinated ina Cohort 6: inVitec_{ frcfm age 24-5years 038 (029-0-48)  0-25(0-23-0-28) é
later year than the one in which they were first offered vaccination). and ofgrii vaccine in school
years 10~
Cohort 7: not invited before age 0-13 (0-06-0-28)  0-03 (0-02-0-04) 0 - T T ]
24-5years and offered vaccine in 20 22 2'4 26 28 3:[)
school year 8 6
Aae (vears)

tH # : Milena Falcaro, et al. Lancet November 3, 2021 https://doi.org/10.1016/5S0140-6736(21)02178-4.



15/ D525 MDKLIEICHE T BCNI+HITT S 2{fiHPV7 7 F > DEME L ZEE (RCT)

O 15EHDH2BMOKMEICEITDIHPVT 7 F > OBEMNME., TeMsETMT 27-0(1C. BRERALLM
(B, 72T E1A7E) 20RE L7 X LBRRE GERO7+8—7v7) ,

O £XfR#E (TVC: Total Vaccine Cohort 18,644%,. 5 57 7 F 1#EEEE9,3194) KU ZIDHHD
HPVIR R EE (TVC-naive 11,644%, 5B 7 7 F V3EFEEE5,824% ) IZH T DCIN3+/AISICT T 2 H
SEAETEFMIER & SN, Z2MEOFHMEbITHN T,

O  HPV16/18FFEDCIN3+IZXHT BT 7 F > DBEMEICDWNTIE, TVC-naive TIEETDEMEICH
L\ T100% (95%Cl: 85.5-100) Td - 7-—7H. TVCTIIERBEFDER A 15-17/%EF (80.5%, 95%Cl:
55.6-92.7) M HLEWHMMN ENBICONTETT A1ERA 0 AR 5T,

O BETO7I7FVEBOEEMENTRINE—F. 25U T OHPVRERE TIIERBICHRDLOT
CIN+IZFH L TEWEAEMMLREINT:, EELEEERORLEHEEICOWVWT, 77 F U EERHL

. _ . =30 ik Fo _ () 18-20AFELDCIN3+(CH T BT IF AR : 56.3%, 95%CI 13.6%-79.1%
O FPA—ILEETEIRDL Do T-, 21-258%BEDCIN3+(C30 T BT HIF A5 : -10.1%, 95%CI -90.5%-36.1%

TVC — N
Vaccine Control Efficacy (95% Cl) N >’< CI N : ? E%EEIZB Eﬂ;ﬁz
e . o fe T Cooes Tore All 8694 121 037 8708 324 1.01 62:9% (54-1t070-1) $§f§ (CI N1 )
CINT+ 15-17 years 2882 31 0-28 2892 155 1.47 80-1% (70-6 to 80-7) I:Fl %‘- ,—E-— (CI N 2)

Al 5466 s 002 452 141 069 96:5% (91.6 t0 98.9) 18-25years 5800 90 042 5806 169 0-80 47-0% (31210 59-4) = _ ;I:E
1517 years 1997 2 003 202 79 101 07:4% (90510 997) 18-20years 1871 32 047 1908 83 121 61-3% (41-1t0 75-1) IE_IJ; (CI N 3) (Lﬁf,\
18-25years 3459 3 002 3425 62 049  953%(855t0991) 21-25years 3929 58 040 3898 86 060 332%(57t0530) AIS : FRERARE

18-20 years 1096 0 0-00 1144 35 083 100% (88~6 t0 100) CIN2+
21-25 years 2363 3 0-03 2281 27 032 89-4% (655 to 97-9) All 8694 90 028 8708 228 0-71 60:7% (49-6 to 69-5)
CIN2+ 15-17 years 2882 21 019 2892 100 0-90 79-1% (66-2 to 87-6)
Al 5466 1 000 545 97 047 990%(942t0100) 18-25years 5800 69 032 5806 128 060  463%(275t0605)
Pd7years 19971 001 202 53 068 981%(889t0100) 18-20years 1871 23 034 1908 66 096 65-0% (43-0t079-2)
18-25 years 3459 0 0-00 3425 44 035 100% (91-4 to 100)
18-20years 1096 O 000 1144 27 064  100% (85:0t0100) 21-25years 3929 46 032 3898 62 0-43 26:4% (9610 50-9)
2-25years 2363 0 000 2281 17 020  100% (76:8t0100) CIN3+
N+ All 8694 51 016 8708 94 029 457% (22:910 62-2)
All 5466 0 0-00 5452 27 013 100% (855 to 100) 15-17 years 2882 7 0-06 2892 36 032 80:5% (55:6 to 92-7)
15-17 years 1997 0 000 2022 14 018  100% (69-4to100) 18-25 years 5800 44 021 5806 58 027 24-2% (141 t0 50-0)
18-25years 3459 0 000 3425 13 010  100%(67:8t0100) 18-20years 1871 13 019 1908 30 043 56:3% (136 t679-1)
18-20years 1096 0 000 1144 8 019  100%(39:5t0100) ~ : : 101% (90, : . ) )
21-25years 2363 0 000 2281 5 006  100% (~4-6t0100) AlS 2lobyears 3929 3 02t 3898 8 020 102% £305t0364) H:l( -ﬂji- . Matti Letinen et al. 7
AISA|| 5466 0 000 5452 6 003  100%(155to100) Al 8694 3 oo 8708 0 003 70:0% (-16:6 10 947) Lancet Oncol 2012’ 13:89-99.




14m D D 17ED T EICH T AHPVERRICK T 5 4 fiHPVT7 7 F > OFEE

(aAarE7. SR

O A YET T, 202FEHDHIMHD LUBDL T HINRICHPVT 7 F > ORNEEEH GBS 1.
FrvFT Y TERBIIIIRETHONREL>TWS,

O FyyFT7yv7TEBEHARDOHPVT V F v EROXEZRAET T 57-H, 2OV ET7OHAEHIC
FWT, 4fHPVT 7 FBEAN S 5 FRICT 7 F v EEE (1,986 N) EIEEREZE (1,287.A0)
IZFB T DHPVRREEER D LB & 1T 75 - 721 BT ROA 32,

O TUFUEEREICEWVLTHPY 16/18BI DK (IIBFEITEC (6.5% vs 15.4%; p<0.001) . BRI
X957 7 FBWNEIZ61.5% (95%Cl: 54.3-67.6) Tdh 7=, MERIRERRICT 7 F =& L 1=
B TOBEINE (91.5%, 95%Cl: 86.8-94.5) I #FERTE DEFERE (36.2%, 95%Cl: 23.6-46.7) L Y HEIC
=2H 57,

O HPV16/18BINDREE(ICOWVWT, BXERIOIZEECRIEREBOEFELY IFVEDELN RSN
1=

Vaccine effectiveness (VE)

Vaccine effectiveness (VE) HPV 16/18 VE? (95% CI )
VE? (95% Cl ) Before
; ; E E E 8.40(-20.6 2.4) Sexual debut n=1034
Any HPV ; P -— ; ; 5 ' R All | i ! | = | 915(86.8-94.5)
HR-HPV - 7:10(-1.8-16.6) 1dose o | 829(703-924)
HR-HPV # 16/18 | N | | | -11.10(-22.9 - -0.4) 2 doses | = | 932(88.0-96.1)
LR-HPV - 9:20(-20.6-1.2)
1 1 1 1 1 Aﬂer !
HPV 16/18 i i i i 61.5(54.3-67.6) Sexual debut n=899 ‘
HPV 6-11-16-18 i i i i - i 62.6(56.1-68.2) All - ‘ 36.2(23.6 - 46.7)
HPV 31/45 i i S i i i 7.20(-28.1—10.4) 1 dose B . . . 3.3(-17.4-20.3)
! ! ! ! ! 2 doses i ! ! - 77.9(7.0-85.3)
-50.0 0.0 50.0 ! i i i
Percent difference (95% Cl) ' ’ '
-25.0 0.0 25.0 50.0 75.0 100
Percent difference (95% Cl)

tH# : Alba L Combita et al. Cancer Prev Res (Phila). 2021 Oct 5;canprevres.0063.2021. 38
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O 26U LDOLZMEICEITAHPVT 7 F > OEMME. 2. RERRMEZFMT 272012, 77
KEE. BN, btk 277XV HoRAEORBEAZEAWNRE LcT v X LML EEEER
(70F>v&vs AV bPA—ILE) OTEBO 7+ =7 v 7HAEBINT-, —RFMEBEE & L
T. HPV16/18FI ~ DR Rc;tC|N1+0>7r“”‘-r ﬁ@“% 7 7+/7e‘ SEDERTE S 7=,
O W&RHF(32006F 2 AH v AP 13 4,407 D TED TR
(70 F>82200%, 2> hOo—ILEE2 198%) & foc > f:o FHRE TlE. 26D B3SEHEED
43.9%. 36D LASFRHY45.1%. 465K EDY11.0%% & Tz, 21K D15% THPVD BN |3 B
HEEENDERBZDT=,
O EEHIO8a5ADEET, 70F VEEEICHEITS, HPvi1e/18BDIFEHREE (6 ¥ AR X
CINI+HBZEICWT B 7 7 F v FH1%E1390.5% (96.2%Cl: 78.6-96.5) T&H - 7=,

XCIN : TEEERM BE (CINL) . PEE (CIN2) . BE (CIN3) [CHH

Vaccine Control Efficacy (%, CI*) Number of cases 0124
prevented per 100 000
woman-years (CI*)

— HPV 16/18
=—---Contral

Cases Woman- Rate n Cases Woman- Rate
years years

According-to-protocol cohort for efficacy
Combined endpoint (6-month persistent infection or CIN1+}
Month 84 1852 7 10474 007 1818 71 10100 070 90.5% (78-6 ta 965} 636 (47110 836)

Maonth 48 1898 7 6344 011 1854 36 6157 058 B1.1% (52110 94:0) 474 (25210 751)
6-month persistent infection
Month 84 1815 6 10453 006 1786 67 10085 066 91-4% (79-4 to 97-1) 607 (447 to B02)
Month 48 1859 6 6317 009 1822 34 6135 055 82.9% (53-8 t0 95.1) 459 (24510 730)
ASC-US+
Month 84 1852 3 10399 003 1818 47 10077 047 93-8% (79910 98.9) 438 (308 to 604)
Month 48 1898 2 6289 003 1854 3 6117 051 93.7% (71510 99:5) 475 (291t0 731}
LSIL
Month B4 1852 1 10405 001 1818 37 10132 027 96.4% (767 to 99.9) 257 (165 to 387)
Month 48 1898 1 6290 0.02 1854 18 6129 029 94:6% (59110 99-9) 278 (142 t0 484) o T T T T T T T T T T T T T ]
eI 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Month 84 1852 0 10410 000 1818 1 10212 001  100%(-49651to100) 10(-32t060) Number at risk Fisve (monthy)
Month 48 1898 o 6294 000 1854 © 6156  0.00 0(-82 ta 84) HPY 1/18 2733 2663 2603 2353 2490 2444 2353 2238 2130 1576 1950 1898 1833 1718 1209
CIN14 Control 2735 2671 2626 2554 2501 2443 2327 2185 2079 1913 1883 1820 1760 1661 1172
Month 84 1852 2 10409 002 1818 12 10187 012 83.7% (21.9t0 98.5) 99 (28t 195) Cumulative
Month 48 1898 1 6298 002 1854 7 6152 011 86.1% (-354t099.9) 98 (-810248) HPY 16/18 0 61 74 93 102 116 119 129 137 152 155 162 165 168 170
i Control 0 53 63 93 102 123 129 147 157 178 189 200 205 213 217
Mo 4 Mz 1 e a1 § o 1008 0% T ERReST) 42ksinn) Fg m.? Cumulative incidenc f(iNl espective of HPY DNA in women who received the HPV 16/18
Month 48 1898 o 6300 000 1854 4 6156 006  100% {-1007to100) 65(-17t0 192}

ne versu: tml(t otal l nate d h ort)

DR HHE Cosette M Wheeler et al. Lancet Infect Dis 2016; 16: 1154-68. 9
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26 EDLEICHBITS 2{HPVT7 7 F v DEEME (RCT)

O HPVT 7 Fr0ENE. e, REREZFTMT 27-0I1C. 26 E0REEAZE (73
REES BN, AEK, 7?77XUﬁ®nﬁE)%ﬁ%ttf?yﬁAkiﬁﬁﬁ(77?7ﬁ
vs A> bR —ILE) OFH40345 BEDO 7+ B =T v ITHEREI NI,

O F=28NEDOREITITRE (According-to-protocol cohort for efficacy) & L T. 2006 2 AH 5
2010E12 8 £ TI24,505% (77 F v E£2,264%, > bA—ILEE2,241%) DRENEFZRINT-,
FEE TlE. 26D B3SEDDIEDAE4%, 36D HASHE N45%. 467K LA 11%% H & T L=,

O BMNREFIZE VT, HPV 16/18DFrt#E (6 » AM) XIZCINI+BEICN T 5T 7 F B
M 1381.1% (97.7%Cl: 52.1-94.0) TH - 7=,

O ZeMICHOWT, FFEFEHLILRL T, EELREIRD., FIRICEEL-EHERECECSRER
BOREINSICEIIROONED o7, xanN: FemsmEms & (CINL . ZE (CIN2) . B (CIN3) (0548

Vaccine group (n=2881) Placebo group (n=2871)
Vaccine group Control group Efficacy (97-7% Cl) :l:rr:l(;;r ()c;;e:v z::::;::,s e RTE
(97:7% Cl) Solicited injection-site symptoms*+ during 7-day
n Cases Rate n Cases Rate post-vaccination period
According-to-protocol cohort for efficacy Al 2443 (85%) 1910 (67%)
Combined primary endpoint (6-month persistent infection or CIN1+) Grade 31 394 (14%) 88 (3%)
Al 1898 7 011 1854 36 058 81:1% (521 t0 94-0) 474 (25210 751) General solicited symptoms? during 7-day
26-35 years 857 4 014 819 23 0.86 83-5% (45010 96-8) 720 (3200 1247) post-vaccination period
36-45 years 87 3 ou 82 13 047 772%(28t0969) 364(4410779) Al 1878 (65%) 1659 (58%)
246 years 214 0 000 213 o 000 - 0 (705 t0 706) Related to vaccine 1181 (41%) 1025 (36%)
6-month persistent infection Grade 3% 217 (8%) 169 (6%)
All 1859 6 0-09 1822 34 055 82.9% (53-8 0 95-1) 459 (245 to 730) Unsolicited symptoms during 30-day
26-35 years 834 3 011 800 22 0-83 871% (50-4t0 98-2) 721 (3410 1239) post-vaccination period
36-45 years 816 3 011 809 12 0-44 75-4% (-7-5t0 96-7) 329 (14t0 734) All 1154 (40%) 1164 (41%)
>46 years 209 0 0-00 213 0 0-00 - 0(~708 to 706) Related to vaccine 246 (9%) 192 (7%)
CINT+ Grade 3§ 207 (7%) 184 (6%)
All 1898 1 002 1854 7 011 86-1% (-35-4 t0 99-9) 98 (-8t0248) Serious adverse eventsq]
CIN2+ Al 285 (10%) 267 (9%)
All 1898 o 000 1854 4 006 100% (~100-7 to 100-0) 65 (-17t0192) Related to vaccine 5 (<1%) 8 (<1%)
ASCUS: Medically significant conditions| 1169 (41%) 1136 (40%)
All 1898 2 0-03 1854 31 0-51 937% (71-5t0 99-5) 475 (291to 731) . e
HSIL 1898 o 0:00 1854 o 000 . 0(82t084) New-onset chronic diseases 142 (5%) 162 (6%)
LsiL 1868 1 002 1854 18 029 946%(591t099-) 278 (14210 484) New-onset autoimmune discases"* 6 (<1%) 7(<1%)
. X Deathstt 14 (<1%) 3 (<1%) 1 1
H B : S Rachel Skinner et al. Lancet 2014;384:2213-27.




187 1526 MOLEICHTZ 4HPV7 2 F > BFMME L EZLE (HA, RCT)

O 18N L 26 DKEMEICE T DHPVT 7 F > OENME. TeM%sFMT 27200, BELBEARA
wHEENRE LT XLl ER (77 F o Bvs Oy bO— /LB 307 ARBOD 7 #
O—7v7>7)

O 1,021Z0LEDNNR (77 F »EE509%4. T A —ILEE5124) &7,

O TUFvERBEIZO Y PO —ILEEEEL T, 77 F BHPY (6/11/16/18) DI L Z 1

S EBEEY 2 MESRZE (CINL, CIN2) ORBEBEENMED 72 (77 F B 87.6%, 95%Cl: 59.2-
97.6,P<0.001) , 77 F VEABODEELRBEERIIROONAL -7,

O 18@Eh 026 E TOHERALMEICEITS4MHPVT 7 F FFEICOWT, 77 F BHPVvD B

FECINL CIN2IZOVWTODENEDLRIN, REHIZOVWTHEWVLWIERH 0 PRSI NT,

Table 4. Summary of clinical adverse experience (days 1-15 following

( >< ) I:';%DEIG)EEIH/FFH b\\;q: _C g 5*351_‘_ any vaccination) (safety analysis population)

Vaccine Placebo
Types of adverse experience (N = 480) (N = 468)
Table 2. Efficacy of quadrivalent vaccine against persistent infection or disease associated with HPV 6, 11, 16 or 18 in the per-protocol populationt n % n %
Types of persistent Vaccine Placebo .
ypes ot p Efficacy No adverse experience 47 9.8 75 16.0
infection and P . . . 95% ClI P-value*
) i erson-years Incidence rate Person-years Incidence rate estimate (%)§ One or more adverse 433 90.2 393 84.0
genital disease n No. cases . . n No. cases . . .
at risk (/100 person-years at risk) at risk (/100 person-years at risk) experiences
HPV 6-, 11-, a9 3t 776.4 04 22 2 769.1 3.1 876 59.2-076 <0001  Injectionssite adverse 409 85.2 338 722
16- or 18-related experiences
HPV 6- or 400 2 743.0 0.3 376 7 698.5 1.0 73.1 -41.1-97.3 0.0756  Systemic adverse 212 44.2 21 45.1
11-related experiences
HPV 6 related 400 2 743.0 0.3 376 7 698.5 1.0 731 —41.1-97.3 0.0756 Vaccine-related 417 86.9 347 741
HPV 11 related 400 0 746.0 0.0 376 0 704.0 0.0 NA NA NA adverse experiences
H1P8\/rl?;t(e); 415 1 771.9 0.1 417 18 763.8 24 94.5 65.2-99.9 <0.001 Vaccine-related 408 85.0 338 722
HPV 16 related 371 0 689.5 0.0 378 1 698.0 1.6 100.0 59.7-100.0  <0.001 injection-site
HPV 18 related 403 1 750.5 0.1 396 7 734.9 1.0 86.0 -89-997 00329  adverse experiences
- — - - - — — - Vaccine-related 66 13.8 53 11.3
*P-value for one-sided test. tThe per-protocol population included all subjects who were not general protocol violators, received all three vaccinations within 1 year and were seronegative temic adver
at day 1 and PCR negative day 1 through month 7 for the relevant HPV types. 3Three events were observed in the vaccine group. Two were HPV 6-related persistent infection and one was syste i’ ¢ adverse
HPV 18-related persistent infection. No disease case was observed in the vaccine group. §0bserved efficacy was defined as the percentage reduction in risk of the given event in vaccine group experiences
relative to the placebo group. Cl, confidence interval; HPV, human papillomavirus; n, number of subjects evaluable (i.e. number of subjects in the given population who also had at least one Serious adverse 3 0.6 1 0.2
follow-up visit). experiences
Serious vaccine-related 0 0.0 0 0.0
NVA . 17| farag =1 = [ - K] .
XCIN : FESREERN B®E (CIN1) . EFE (CIN2) . SE (CIN3) (CH%E adverse experiences
Died 0 0.0 0 0.0

Vaccine-related adverse experiences are adverse experiences deter-
mined by the investigator to be possibly, probably or definitely drug

related.
HH#2 © Yoshikawa et al. Cancer Science 2013; 104(4): 465-472. 12




