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KIGHRIBE T A NV AMES 282 E & AS0L 7 ¥ a3y b &Ll RESEY 722y Miwiv 2 7
v (LUF HZ/su) &, 2 200 KBEEERILFEZER (ZOE-S0 KO ZOE-70) Tk (Herpes Zoster, LA
T HZ) RUHIRIEE HAMRSE (Post Herpetic Neuralgia, LT PHN) OFIER 90% DL FA S5 2 &
MIESISNTVD, SRING 2ERIIBWT, HARTHAANL N-HHE (HRANEFH) TORERK
TN 24TV, F ORGSR E WA L7z

BeEREIC HZ/su X7 72K (A1) %27 HBERET2 BHRNICER L7, ZOES0 OfffT 77— % &
550 U LT HZ (2§ 28801 % #Et L, ZOE-50 J UF ZOE-70 D&M 77— 7 205 70 L LT
HZ O PHN (233 2 A& et L7z, Zaethi3 & Tomag oal L, BSOS ISR BS54 B T
L7z —HoOWERE 2 SMEEZRIML, 727 F 2 X0 FE SN LM O IC DWW THREF L 72

HARTHAAND N7-WEE L ZOES0 Ti& 577 B, ZOE-70 TIE 511 BT, ARIEDOWHNT ISR & 72 - 72
DX 1,042 BITH » 72 (F NN 561 B O 481 B1). 50 @ Lh LR To HZ 1203 5 FR% 1L ZOE-50 @ 561
BT 81.4% (95%CI : 14.9~98.0%), 70 LA ETo HZ 2% 5 AxI=1E ZOE-50 K O ZOE-70 % A& L 7z 608
BT 924% (95%CI : 69.4~99.1%) TdHo7-. PHN X HZ/su HETORIEAITASNT, AR 100% (95%
CI:-587~100%) TH-7z. 4EMORBEMMZE U T, HZ LU PHN IS 2 A58 MRS /e,
HZ/su B TIER ) 2 MU YE R O PE SR S 8 S, kBRI MERE S 7z, HZ/su BECoHM% 7 H I

BB BT e S E A EREORIEEEE, T RBI )V Er o, BEGEESRS, QWED
MO EELNLEE, WEORERIL, TIRHLFARETH- .

VLl kv, HZ/su i3 HAAER TS HZ KO PHN O FRIZ 7 0 — 23NV REk & RRED 5 WA w123
AREN, 50 O TOERE COREFLRIVR SN, T2, RERIBW TS 77— afko
EHE RS2 RMHEIAON LD o7, LEOKEL2D, HZ/su O ARDOEEICBWTHIE LT 7
FURRBEEDNS.

(Heien 92 : 103~114, 2018)

F X
RHEYS (Herpes Zoster, VLT HZ) 1%, 2R
FRTR R = SUAHRE S OV R BT L i R L T B R

BURIRERSE © (T102-0081) HEHRT-14 H X U FFNT 6 H ATk
lIR=9)%
Iy s F oA NI IEZ

FR304FE 3 JH20H

HIRIEIE 7 4 Vv A (Varicella-Zoster Virus, ELF VZV)
DFFIEHALIC L > CThI &R SN B K| ) Jﬁ$f“
BBV VIV IZ@EE /NN &G UK & 56

&, WRAIZIE 90% %t 2 % BADS VZV aEHf%ﬁé“C
HDHH, TOWRERL TWD VZV PFEEEALT 5
CHZ #5HET AH. HZOFHIEYY XA 7 1E VZVIZH T
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HEEETICEN ERTAZERAMSLNTWSY, &
IFULCoREEMIRIC X 5 &, HZ BERIZ479/T A
LG SN, FERERIMEE & I hA L Tw/,
NG OREFFETIE, 50 Ll EoFERIE 10.9/F
NAEY I o5 T, 60Dl ik 102/T A
FEERHEENTVDEY. T2, KUEORERILDE
W EDE L DR TRENTW A, WAlf] 7 HZ
TV % £F 9 B A 0 KGR ZE 73 32 B AR SRS S 58
L, 1~28MEEE b LiswmL T —H,
B2 R DT HE R b I ASTRAE S % i RIS B kR
(Post Herpetic Neuralgia, LAF PHN) 13 &%\ HZ
GOHETH 5. Hili#H TE Y, 50 Ml EORAERIL
21/ T NFEEHESNTEYY, BICHEMICL Y &
HOEGHGOE LT SE57.

HZ o ¥R L Tid, E/CidBEcsgaE HZ 7
27 F~ (Zoster Vaccine Live, LT ZVL) 7%50 2L
LaRg e LTREINTHS, TS TWw
% ZVL X VZV Oka tk % & &, 1 Inl#4# T 60 & LA I
DA BWTHZIZx L T51.3%, PHNIZxFL T
66.5% DERFE R L7275, 70 % LCo HZ Ioxtd
BLERFTIL376% Tho 7. TOHOEGRREBRTIE
50~59 K DA B W T HZ 2 LT 69.8% DA %h
BAPRENTWDEY, ZVL O EH BB Tl 60 7%
YLl HZ 23 5 A%%1d 3.3~78 45 T 39.6% 12,
A47~116 4FTIE211% IIK T34 2 L I T
W20 B, ZVLIEEHET 7 F 00, BE
HHREBOBRZF I L CHEET LI ERETH
ARV CI ST ZVL IE H AR TRGE IR
FARBEZIT TRV, ZVL LB DMz b 5,
Fl U VZV Oka bRz R L T 558 FHAEKET 7 F
A%, 50 L O E IS B HZ O Bt % fi 0
L (hpssmAkmT 2 F T er v, RORMAE
WIEmFge 4. —7J5, GlaxoSmithKline (BLF GSK
) RSP OHHHAZ T2y by s Fr (T
HZ/su) &, PR & L Clfa 7z Bl e L 72
VZV O¥is 282 E (DUF VZV gE) &, 7% CD
4 Bt T Mifa B NSRRI S 2 BT 57007
Vany AL 2 MAGDLEIZDDOTH B, PR
ELTHWOHNTWS VZV gE &, 7 4 )V A EGH
FaDEEICEEIHIELTVWEHEY V87 TH DO,
AN ARG I EE R 2 oL, HEREILE
DX CEER &R 5™ 8 TR R TIX, HZ/su
M VZV gE KU VZV IZHREIG 703 1 00 I OSP4
REAFETLILEHEAL DY, T/, VZV
DOPEFIZ XY, VZVgE# &84 D VIV ¥ v
TR YA FEEINDL Z L?, VZV gE THIE
T5ZLEEWE VZV B 54 7% & BRI
Bifild % 2 LV DR INT WS,

o

HZ/suld ARANZ R E LABERABRZSLET
MR OHE TR TREWUIVREN, ZDH%R2OD
KRB E PR IL M AR 2 1L 7 T 2 AR LBk (ZOE-
50 [NCTO01165177]1 }UZOE-70 [NCT011652291)
WX DAL ZEWEITRE NP, ZOES0 T,
HZ 23T A5HEDIFRIZIT2% TH Y, 70U ETH
979% TdH - 7%, AT L THEi S 7z ZOE-70 T,
HZ 23t 3 2 A 2031 89.8% T, 4F il o F xh = 1%
70~79 7% T 90.0%, 80 LI T 89.1% & FHli#& Td
B 72, ZOE-50 & ZOE-70 ot & f##r <, 70
WL o HZ 12359 5 A %313 91.3%, PHN IZxf
HARFIL 888% TdH - 72*. HZ/suBECTOFMME 7
HENC BT 2 /A i OV G e A EHR O FS A
FENL, TIRRBEL Y Ehole. EELAEHRSL (Se-
vere Adverse Event, LN SAE), #EDRS-H3%E
b b ~E (Potential Immune-Mediated Disease, LA
T pIMD), SETOFRAEFHEIIMAEM THAETDH -
728,

ZOES0 K N ZOE70 X & b ICHAZ Z & 18 4
A7, KE, ZTA =T, AT z—Fr, AN
£, Fx3a, AV, 74T, 79VA, A
5, KE, 79IV, A¥va, F—=XA+FV 7,
HBE, A, FiB HAEA) CFEGS W EEIL R
THo72h, KL TIEZHANERIZBT S HZ/su
OGN & R % 7 a— N OVRERO B & ik 5
728, WEAERIC HARTHAAN S N PERE 2 L
T, AR, REEE R R &I OV CTHANIIHE
L 7=l iR AT o B 2 s 5 5.

WREFE
1. ZOE-50 K U" ZOE-70 OB & H AR NEF D
TART

AEFSEE, 2 2D RBIBERLF BT 5 ZOE-
507 K OF ZOE-70*1C HAR D & 2 L 72 10 Jitii% T & 8%
ENT-ARNEMZNRE L THEIETH 5.
AERWIF 201048 H X D 201547 HECTT, A
FEHEFT L SRR I RE RS B A M MR B
RGRBELZHARTERESN, F-E2TORBREID
TSI BEELZREL, Ny FESOIEARLEA
KO ICHGCP 7' 4 FI 4 &ML CER_S L.
50 L L CHZ AR L, KEXIZHZT 7 5
VIRRRRED R {, BRI TIE R WE 2 A LE
BB L, B 27 A% TERTRIME (50~
59, 60~69 RO 70 LA E) LT 1xt1l olk#EcHZ/
subEUZ T 7 B RREIZIAEZSZE D AT 720 70 kD
oL, w2 ZOES0 Xix ZOE-70 D &5 5
OFRBRICHEAEZIZE D AT Sz, WRERIHYEERG, B
B e ORI I H O FFli & b, HZ/su i 7
TERDEL LA HEMENTDEDLALLVEIICE

AL MRS 928 2
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2. BT 7 F v L ZFOHM

HZ/su %, 05mL HIZHi & LT 50ug O fs -l
o 2 HA THESL L 72 VZV @ gE R UF AS0L; 7 ¥ 2 N
¥+ (50ug D 3WET I ML4-F ) K AFY IV E Y
FAES0ugDF T YHILY 2R L 21 FHOMW
43 (QS21, Antigenics #:[ Agenus # D 584 F 4 4]))
EEHAELTWA. HERFIE HZ/su X7 5 K (0.9%
AR 05mL %, 07 HH&E2AHHIZ, FIE
Joi Tl 7 Nl B> = 55 Vi A NS S 7

3. Bl

ZOE-50 e Y ZOE-70 I2& N L 7c H AR NEFI % K 42
& L7 ARG EHANT TIZ T EH M & LT 2 3F:4fl
L7

1) ZOE-50 @ 50 i&% LL I o ¥k B & M O° ZOE-50 &
ZOE-70 @ 70 i& L b o BEGENT 12 581 5 HZ F89E Y A
7 DA

2) ZOE-50 & ZOE-70 @ 70 i LA _E o - & AT 12 B
¥ % PHN %&4EY) A 7 DA

T2, BIRHBELTY 7 F v 0R4eMERIL%E
SHME L7, EICHEEEOBENEHE LT, —HD
WeBRE T 7 F VR X ) B S 2 M S0
(Cell-Mediated Immunity, BLF CMI) B & itk
PRI B ONE NS OFFGEHIRNZ DT H 5l L 7z
ARIFFEC B 2 HEOFME, 2 TORERE IR
LC2BHO#MBIIAE»LA%EB30HA
W, EEEE2SHHOBEEMKEZIT) I LITXD
HZ OffEER £ OFIE DA DWW CREF I B IR AT
ML, T2, F1HOREICE ) BHRAESR
7o BB\ A B0 s B L, o
PEL LT TE WG % HZBEWhl L wk L
7o, WERS SRS NIZBAERS, RY 25 —Hil
PR (Polymerase Chain Reaction, BLF PCR)
% T VZV DNA »3 K & 7= & HZ B &5
Wil & w3 L7z, PCR CHEEZMIA T4 o 728
G, BEMTCHZMRZHEDA Y N—5%DOHE
o C, HZMEEBWpl e L7z, HZE Wl L Sh
7o 5 L, HZ i 2 i A A E -l v G
PRARAS % 9206 L PHN 84 2 374 L 722

AR BT A EFLOMGE, 7a—)v
TR LB R B 2 FRic s L, MlAATO
B4R 7 I L 72 L CEMEA RIS iR
D) HHRNERZWNRIAT- 72, R eq &5
G (TESHEBALRNE, TEFERALIEAR, TR ALER) &
SO E A ERE O, BE, BBER FEE
WP, TEGE) [ZowTlE, &ML 7 H RIS
L7234 % 0~3DAr — VTt AL 8B E HiL o
FLERIC X D EHME L7z (RIBOS T ER). fFeEf EF

FR304FE 3 JH20H

B CUE, TESHRALFEAR B O A B IR A3 A% 100mm
i, AR P0C B2 L —F3 &L T/ £
DO NE A FEHL OTGHRAIEIE, 957, BhREIR,
SESE, WP, MESEIIEE 0 HEAG 24T 2 R VAR
7 L—F3&L7.

FEAVE EHRIL, SRS T4 mHEE % 30 H I
OBHEFICEL b0 ERHRE L. &To
SAE X, 2 H#M% 127 HH T L bt
g, ERBMMIZHh2Y, pIMD, BT KOG
BRI XD 7 7 F VR SUTEBRA~ DS L
HY LKW XN SAEICOWTHA L7, HRERD
FOETOREG b REkL 7.

KBTI BT B RIEFEEOFHNIE, 70—V TEF
A LB R e B Fai i L, MAA ORI
I8 2 B8 L7z LTI EIRE N 8BE D9
HHARNERZNGE L, 007 7 F v, 3, 14,
26 KON 38 A1 H HAZ MR 2 $REL L 72 (M S I
PRS- R ) O CMI #4542 91 ¢ Fig. 1 Humoral im-
munogenicity & 0" CMI). CMIIWCBE L Tix, V) ¥ /%
k% in vitro T gE # HWTHIE L 72, CD4 B T
Al 100 Y720, REEMH L~ — —ThH b1 ~
F—Txar—y A ¥ —uaA4F -2 EEEERHT-
o LNCDA0 ) Y RO H B 2 FFDL B & AT 5 M
fa (LM CD4 [2+] T M) oWIVEE %2, MA
PA DA VYRAER T TO =4 A MY —TillE
L7:%. CD4 [2+] THIRBOMIRMEBEN Y 7 F 3%
FHAT & R 2D BN 2882 0Ed ) L EHRL
7o, WEPESREICE LTI, IS o8t gE BRI 2 B
FREAEWN D (Enzyme-linked Immunosorbent
Assay, ULF ELISA) ZHfw il L, 97mIU/mL
AL DEPURGME L e L7

4. FREHEAT

HZ/su X137 XRaeAm b 1 MEMI NI
LB 24T 7 F v HM4 ] (Total Vaccinated Co-
hort, L'FTVC) & L7z HZ/suXix77t€KXKD2
FHOHEMEEZ T b o8, b L LIL2 M HEME
1A AUWNIC HZ OREEZ D e SNi-B 2 BRI L7
Mz BT 7 F EM4ER (modified  Total
Vaccinated Cohort, PAF mTVC) & L7z #eEH#H
FEEAT VX LB 3 ) 5 o0 ZOE-50 M OF ZOE-70 & [R U5
BEHRML72PY. HZ/su DA FEIE mTVC THEN
L (1-[HZ/sufCcoHZIIER]/[7T I RETO
HZ F$HEF]) X100 & L, % THER L7z, 4t TVC,
SO VR SO B E T, SR SR VR o S R 4
FICMT L7z, BEHEIETIZSAS Y 7 h oy 75
930 (SASA v A7 4 72— b4k & StatXact ¥
7 b7 HEIOM (Cytel#l) Z W72 HRiMEX
K7V ik v, ZERETOFRERL (778X
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Fig. 1 Study disposition of the Japanese cohort in ZOE-50 and in the pooled analysis of ZOE-50

and ZOE-70

TVC, total vaccinated cohort, mTVC, modified vaccinated cohort, CMI, cell mediated immunity

ZOE-50
(=50 years of age)

Pooled analysis of ZOE-50 and ZOE-70
(270 years of age)

577 were assigned to receive HZ/su (n=288) or

644 were assigned to receive HZ/su (n=322) or

TvC placebo (n=289) and received dose 1 (month 0) placebo (n=322) and received dose 1 (month 0)
mTVC 561 received dose 2 (month 2) 608 received dose 2 (month 2)
HZ/su (n= 276); placebo (n= 285) HZ/su (n= 298); placebo (n=310)
1
1088 assessed for safet
Safety Y

HZ/su (n= 544); placebo (n= 544)

Reactogenicity

373 assessed for reactogenicity
ZOE-50 HZ/su (n= 158); placebo (n= 158)

ZOE-70 HZ/su (n= 28); placebo (n= 29)

Humoral
Immunogenicity

234 assessed for humoral immunogenicity
HZ/su (n= 114); placebo (n= 120)

CMI

129 assessed for CMI immunogenicity :
HZ/su (n= 63); placebo (n= 66) :

HEORFERIZHNT 5 HZ/su BEOSIEL D) THL
7z, ETOMN THHBE O P 2005 DL T 04
WCHEE L7z, HZ ST 2 AR AERIED 95% 15
JEIX [ (Confidence Interval, PLF CI) FRR{EAS 10%
iz 724, PHN W T 2 AR ZOHRFED
95%CI T BRAEAS 0% % 8 2 7236 ICHIRINICE KR D H
Lok L7
A

1. APl 4

ZOE-50 J¢ O ZOE-70 ® H A AR O N % Fig. 1
IZRT. ZOES0 Tk 7 a— NV THHk X -4
15411 B 0 A TB &k S 78 Bk % H° 577 61 (3.7%)
THY, TOWN0EU ETOMTVCIZEENzD
13561 B (HZ/su B 276 B, 7 5 & K # 285 6l) T
Hotz. ZOET0 Tl 7 a— L cBiGEIsh-o8
13,900 B H A TH &k S 7= 8 Bx % A7 511 61 (3.7%)
T, 707% LL b » ZOE-50 & ZOE-70 ® B & f# #t T
mTVC IZ& N7 D13 608 ] (ZOE-50 20 & 127 4,
ZOE70 705 481 B) T o 72, L&V 7 —
&SN 1088 Bl Tiibnrz., miakERIcBWTH
RTHAANS NI B BH DKL F (1,085 51/1,088
B, 99.7%) EREMICHARANTH Y, LhErbHLTH
2% o7z (539%). “F¥ifhn + Akl (HipH) 13
685+10.1 7% (50~917%) T, BiBx & ¥ 51X HZ/su
WL T 7R EHCTRIEE TH - 72

2. HZ\Zxb3 5 A%k

AWFFE T HARNEFNC BT 5 A0 % 374 L /2.
ra— Ve T, HZ & O°PHN 2% 2 A%
B7U—NVERE LTHRIET 252> TED

[ HAL TH B 2 BEET 5 720 OB I 2 Tw i
Moz AR, FEEEOAMEICOVWTIE, 3EA

EOREETIS% CIOTHRA0Z Y, pftidFar
WCHLE L2005 % EAl 5 727208 EH A IG5 7 7
TREN Lo 72708, BUrLTHENTWAEZET
Hot. Lo L, HZ/su DEMWED 40 DTl 2 K
T L5 T 72720 HARANERIZBWTDH, »wiD
MOBERBIZOVWTIIHERERAEIRE N

RN D R % Table 1W2/RS. HZ 5D H D
BEEA T, WO SWERE 1,088 Hlo 5 B, #ER
L OMAEDIO DT T o 7B BERIE HZ/su B
T26) (037%), 7I € REET3IH (055%) TH -
72. ZOE-50 @ HA A mTVC Tid, KB (F
YEE R 4.1 48) HZ/su BTk 276 ik 261, 75
Y R CTUE 285 Bl 11 Bl oo HZ 2 2 Wil 23 i &
N, HZ AEHIE HZ/su BT 1.8/ T N4, 75 &R
TV TNETH o572, 50 Ltk ToREMEI
81.4% (95%CI : 149~98.0%) T - 7=. EMBI DA
%13 50~59 7% T 100% (95%CT : -49.8~100.0%),
60~69 % T 66.3% (95%CI : -319.3~99.4%) T - 7-.
EEHEOAFIZLAEH T100% (95%CI : -38652~
100.0%), 24EH T664% (95%CI : -319.0~99.4%), 3
4 H T 100% (95%CT : -441.0~100.0%), 4 4£ H T 79.6%
(95%CI : -82.5~99.6%) T - 7-.

70 iDL Lo HARN mTVC BEAATCI1d, BRI
W CPIB R R 4.0 45) HZ/su BTl 298 FH 2 1,
7T 2 REETIE 310 B 26 B > HZ Fift %€ 32 Wi 51 23 i
HE NI 70 BT o HZ 38FESRIE HZ/su BET 1.7/
TN, TS5 ERBET22/TANETHY, &kTO

AL MRS 928 2
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Table 1 Vaccine efficacy against the first or only episode of Herpes Zoster in the Japan modified total vaccinated

cohort*
HZ/su Group Placebo Group
Study Participants Cases Cfl(l) Iﬁglv&ﬁ;e Incidence Participants Cases Cfl(l) ﬁg&%s;e Incidence Vaccine Efficacy val
cohort % (95% CI) p-value
Number Person- Cases/1,000 Number Person- Cases/1,000
year person-years year person-years

ZOE-50
>50 years 276 2 1,122.3 1.8 285 11 1,1333 9.7 81.4 (14.9-98.0) 0.0247
50-59 years 138 0 561.2 0.0 141 4 555.1 7.2 100.0 (—49.8-100.0) 0.1223
60-69 years 77 1 3175 31 78 3 320.7 94 66.3 (—319.3-99.4) 0.6326
Year 1 276 0 2755 0.0 285 1 283.6 35 100.0 (— 3,865.2-100.0) 1.0000
Year 2 274 1 272.3 37 280 3 2736 110 66.4 (—319.0-99.4) 0.6319
Year 3 271 0 269.5 0.0 271 2 2700 74 100.0 (—441.0-100.0) 0.5079
Year 4 266 1 305.0 33 267 5 306.1 16.3 79.6 (—82.5-99.6) 0.2286
Pooled ZOE-50 and ZOE-70
>70 years 298 2 1,174.1 1.7 310 26 1,171.2 222 924 (69.4-99.1) <0.0001
70-79 years 230 2 915.0 22 234 21 900.4 233 90.6 (61.7-98.9) <0.0001
>80 years 63 0 259.2 0.0 76 5 2708 185 100.0 (—14.0-100.0) 0.0696
Year 1 298 0 298.0 0.0 310 8 305.0 26.2 100.0 (40.6-100.0) 0.0082
Year 2 298 2 291.6 6.9 296 7 289.6 242 716 (—489-97.1) 0.1761
Year 3 280 0 2783 0.0 284 5 2780 180 100.0 (—7.6-100.0) 0.0604
Year 4 274 0 306.2 0.0 270 6 298.6 20.1 100.0 (16.7-100.0) 0.0295

*Modified total vaccinated cohort excluded those participants who did not receive the second dose of HZ/su or placebo or who had a

confirmed herpes zoster diagnosis within 1 month after the second dose.

TVaccine Efficacy (Poisson method): calculated as 1 minus the ratio of HZ incidence in the HZ/su group to that in the placebo group,

multiplied by 100, expressed as a percentage

HRHIE 924% (95%CI : 69.4~99.1%) Th - 72. 4
#9591 O A %h B AL 70~79 7% T 90.6% (95%CI : 61.7~
98.9%), 80 7% Ll L T100% (95%CI : -14.0~100.0%)
Tho7.

RO AR EIE 14 H T 100% (95%CI : 40.6~
100.0%), 24E H T71.6% (95%CI : -489~97.1%), 3
4 H T 100% (95%CI : -7.6~100.0) % TF 4 4£ H T 100%
(95%CI : 16.7~100.0%) TdH -72. B HZ HRERIZ
TS RKEEL Y HZ/su B THEFAMICH 12K AH -
72 (Fig. 2). Th oD HRANEREEK2 SRS
HRIYED AL, I LTid 2y a — o3 v 4k & B
ThHo7.

3. PHN IZK9 2 A%k

70 m L Lo HAR NERI oA T CIE, HZ %55
L7: HZ/su B0 EE 5 S PHN 3 #E S ¥, 7
& REED 529 B 4 175 PHN % 384k L 72 (GEES
=33/T N4E). 70 Lo A TPHN 2K § 2 4
EIZ 100% (95%CI : -58.7~100.0%) T - 72 (Table
2).

4. RIBOG & 224tk

BIRU i, A ANOBRIZERE % ZE L2 LT
PEAIZERIR S 7z HARNEI BOG R4 [ 373 1 (HZ/
sufiE 186 B, 75 & REE 187 B) % oF RIS L 72
(Fig. 1, Reactogenicity). #Wl3AE% 7 HBIZIAE L
7R ] OV B RN e A EH R O FEfiE#E % Table 3

FR304FE 3 JH20H

\ZRY. HZ/su % #M S - i, e d B
DE R E A EHGULIEG EALE R (89.2%) T,
RO HEOBWESREA EHRLETH AN (586%)
ThHotz. Tl L —F 3 TiREEOEVRIME
AEREGUTFEF AT AR (EF 100mm ) (18.3%)
ThY), Ve ERGET GaE O HHEERN
FATARWRLEE) (54%) TdH o7z BISISIZERIC
B b3 —8METH Y, Kbl A o b Il 3R e
EAFEFRT3I~4H, EHMREAEFFLTI~3H,
7 V—F3ofERERZRER &S, 7L —
K 3 O EHEFEA e L7-WI) T1~25HTH - 7.
JR VRS A G D R 7 SHEE K OVELRE BE 1 70
L B & 70 R OB CRIBE THh 72, &Y
PR EA EHRIIOWTIE 70 LTI 70 RIS
WARTHEDS D o7z

SAE } U° pIMD | ZOE-50 & ZOE-70 (& H A& T #
AANS NI EWERH TDH 5 1,088 B H3FFAli kf G &
otz T F vEME A2 E M OB T SAE
13 HZ/su #0 151%, 75 L REED 134% T, pIMD
WEHZ/suBtED 17%, 75t REED 22% THAE LM
BECRREETH o7 (Table 4). HERIHYEM L D
HZ/su L B#dH ) LW Sz SAE X eh oz, R
BRI IS A DT 4B (5.0%) DBERE D
L7228, BB 7 F v LMD Y LTS5
THNE o 7.
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Fig. 2 Risk of Herpes Zoster after vaccination in Japanese participants in subjects aged >70

years in the pooled analysis of ZOE-50 and ZOE-70

0.1 HZ/su
————— Placebo
0.09
,---
0.08 S
]
_'_
0.07 A 1
) -_—— -
Q 1
S 006 1
] 1
2 "~
‘o 0.05 —
> - -
B -
(T [ |
S 0.04 1 .
£ e
© 003 -
- I'- -
0.02 1 =1
/
1
0.01 1 !
T e
0
T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60
) Time in months from 30 days post dose 2
Number of risk
HZ/su 298 298 298 293 280 279 274 267 233
Placebo 310 307 296 289 284 277 270 258 228
Cumulative number of cases
HZ/su 0 0 0 2 2 2 2 2 2 2
Placebo 0 3 8 13 15 17 20 25 26 26

Table 2 Vaccine Efficacy against the first or only episode of post herpetic neuralgia in the Japan modified total

vaccinated cohort*

HZ/su Group

Placebo Group

Cumulative

Cumulative

Study Participants Cases follow-u Incidence Participants Cases Tollow-u Incidence Vaccine Efficacy value
cohort b b % (95% CI) p
Person- Cases/1,000 Person- Cases/1,000
Number Number
year person-years year person-years
Pooled ZOE-50 and ZOE 70
>70 years 298 0 1,180.2 0.0 310 4 1,223.6 33 100.0 (—58.7-100.0)  0.1370
>80 years 68 0 259.2 0.0 76 2 276.6 72 100.0 (—468.3-100.0) 05331
>50 years 513 0 2,059.2 0.0 529 4 2,113.1 1.9 100.0 (—58.7-100.0)  0.1370

*Modified total vaccinated cohort excluded those participants who did not receive the second dose of HZ/su or placebo or who had a

confirmed herpes zoster diagnosis within 1 month after the second dose.

fVaccine Efficacy (Poisson method): calculated as 1 minus the ratio of HZ incidence in the HZ/su group to that in the placebo group,

multiplied by 100, expressed as a percentage

5. SRR

CMI & ZOE-50 ® HARNEFH D H B o 129 ] (HZ/
sulE 636, 77 & AKRE66H]) THFEAM L7z (Fig. 1
CMI). 2 Il H4fEt% 1 5 H H T HZ/su #D 98% 7% gE
WX BHHBICT 7 F 128 B CMILISE %2R L7225,
T RHETIE CMIIDE A LN L0 > 72, CMI G
BI AR (50~59, 60~69 KON 70 % LL L) Tif
ATE7 gEHRMCD4 [2+] T Mo FE A4 E
X142 HH2S 380 HH FTY 7 F »H3AET O FE

IDEWE FLEL THEFFS L7z (Table 5).

W 0 92 1& ZOE-50 @ 50~69 5% @ #% Bk & 100 5
(HZ/suBE49 B, 75 & R #ES51BI) O ZOES0 &
ZOE-70 ® 70 & LA 1> 134 61 (HZ/su # 65 B, 75
R REE69B)) TEMEiL 72 (Fig. 1 Humoral Immuno-
genicity). 7T & RHETIIPL gE PoiR O AT -39 5
(Geometric Mean Concentration, EL'F GMC) 37
IF VR EEDL S R0 2, HZ/sufETid 2
EHEM 1A 0T 7 F B & ik L7235t gE
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Table 3 Vaccine reactogenicity in the Japan cohort in ZOE-50 and
ZOE-70*

HZ/su Group (N = 186) Placebo Group (N =187)

Within 7 days after
vaccination®

n % (95% CI) n % (95% CI)
Injection-site reaction
Pain
Any 166 89.2 (83.9-93.3) 31 16.6 (11.6-22.7)
Grade 37 7 3.8 (1.5-7.6) 0 0.0 (0.0-2.0)
Redness
Any 140 75.3 (684-81.3) 10 5.3 (2.6:9.6)
Grade 37 34 18.3 (13.0-24.6) 0 0.0 (0.0-2.0)
Swelling
Any 120 64.5 (57.2-71.4) 5 2.7 (0.9-6.1)
Grade 37 14 75 (4.2-12.3) 0 0.0 (0.0-2.0)
Systemic reaction
Fatigue
Any 100 53.8 (46.3-61.1) 23 12.3 (8.0-17.9)
Grade 37 10 54 (2.69.7) 0 0.0 (0.0-2.0)
Vaccine related 93 50.0 (42.6-57.4) 19 10.2 (6.2-15.4)

Gastrointestinal symptoms

Any 40 21.5 (15.8-28.1) 13 7.0 (3.8-11.6)

Grade 37 2 1.1 (0.1-3.8) 0 0.0 (0.0-2.0)

Vaccine related 34 18.3 (13.0-24.6) 5 2.7 (09-6.1)
Headache

Any 82 44.1 (36.8-51.5) 15 8.0 (4.8-12.9)

Grade 37 4 2.2 (0.6-54) 0 0.0 (0.0-2.0)

Vaccine related 77 414 (34.2-48.8) 9 4.8 (2.2-8.9)
Myalgia

Any 109 58.6 (51.2-65.8) 23 12.3 (8.0-17.9)

Grade 37 6 32 (1.2-69) 0 0.0 (0.0-2.0)

Vaccine related 100 53.8 (46.3-61.1) 17 9.1 (5.4-14.2)
Shivering

Any 63 339 (27.141.2) 6 32 (1269

Grade 37 7 3.8 (1.5-7.6) 0 0.0 (0.0-2.0)

Vaccine related 59 31.7 (25.1-38.9) 3 1.6 (0.3-4.6)
Fever

Any 47 25.3 (19.2-32.1) 3 1.6 (0.3-4.6)

Grade 37 0 0.0 (0.0-2.0) 0 0.0 (0.0-2.0)

Vaccine related 45 24.2 (18.2-31.0) 2 1.1 (0.1-3.8)

*Reports within 7 days after vaccination in the reactogenicity subgroup (a
randomly selected subgroup of age-stratified participants) were solicited reports of
injection-site reactions (pain, redness, and swelling) and systemic reactions (fatigue,
fever, gastrointestinal symptoms, headache, myalgia, and shivering).

TRedness and swelling at the injection site were scored as grade 3 if the affected
area was greater than 100 mm. Fever was scored as being present if body
temperature was higher than 37.5° C and grade 3 if higher than 39.0° C (oral). All
other symptoms were scored as grade 3 if symptoms prevent normal activity.

N =number of subjects with at least one documented dose

n/% =number/percentage of subjects reporting the symptom at least once when
the intensity is maximum

PURAT O3 3 38)m= (Mean Geometric Increase,
PUF MGI) %, 50 Ll BT 396 K%, 70wl LT 425
WML 72z, HZ/su D 75 v REExHS % i
#OBAT -39l 1 (Geometric Mean Rate, 2LF GMR)
1%, 50~59 % T 41.27 (95%CI : 30.92~55.08), 60~69
% T 29.26 (95%CI : 21.47~39.87), 70 Ll LT 40.34
(95%CI : 33.02~4229) T, WINOERHETLHE
TH o7z (2T p<00001). HZ/su BT O PR

FR304FE 3 JH20H

AR E A, & ToOFEE CTHfE L (Table 6),
34E%® HZ/su B MGL i 101 5 Tdh - 72.
z =

RIfFETld ZOE5S0 & ZOE-70%* @ H AR NERIIC B
WTC, ZOE-50 225 50 Ul Lo co HZ 12003
% HZ/su OFEMEZE, WREBRO AN A 5 70 7L,
L oWERETo HZ XU PHN (K4 5 HZ/su DA
P& GG L 72, R BARITIC N2, WO HZ K&
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Table 4 Vaccine safety in the Japan cohort in ZOE-50 and ZOE-70*

HZ/su Group (N =544)

Placebo Group (N =544)

n % (95% CI) n % (95% CI)
Serious adverse event 82 15.1 (12.2-184) 73 134 (10.7-16.6)
Serious adverse event (vaccine related) 0 0.0 (0.0-0.7) 3 0.6 (0.1-1.6)
Potential immune-mediated disease 9 1.7 (0.8-3.1) 12 22 (1.1-38)
Death 26 4.8 (3.1-6.9) 28 5.1 (34-74)

*Serious adverse events were monitored in the total vaccinated cohort during the whole post-

vaccination follow-up period and were defined as events that resulted in death, were life-
threatening, led to hospitalization or prolongation of existing hospitalization, resulted in disabili-

ty or incapacity, or caused a congenital anomaly or birth defect in the child of a participant.

N =number of subjects with at least one administered dose
n/% =number/percentage of subjects reporting the symptom at least once

Table 5 Cell mediated immune responses in the Japanese cohort in ZOE-50

HZ/su group

Placebo group

Cell mediated Immunity (gE-specific CD4 2+) T cells) T

Frequency Vaccine response * Frequency Vaccine response ¥

N Median Q1-Q3 N % (95% CI) N Median Q1-Q3 N % (95% CI)
>50 years
Month 0 63 125.0 24.1-231.1 - 66 141.3 48.1-279.2 - -
Month 3 56 2,049.5 1,562.8-3,165.0 52 98.1 (89.7-100) 58 126.8 1.0-242.6 56 0.0 (0.0-6.4)
Month 14 60 925.2 589.8-1,570.4 57 63.2 (49.3-75.6) 63 77 1.0-195.3 59 1.7 (0.0-9.1)
Month 26 60 1,059.6 530.4-1,453.3 57 63.2 (49.3-75.6) 59 1419 55.1-229.0 56 0.0 (0.0-6.4)
Month 38 45 7554 531.0-1,314.3 43 53.5 (37.7-68.8) 49 722 1.5-1835 47 0.0 (0.0-7.5)
50-59 years
Month 0 22 165.4 35.7-458.3 - - 22 1713 66.3-303.2 - -
Month 3 20 2,709.2 1,935.9-3,596.2 18 944 (72.7 -99.9) 18 84.8 1.0-170.9 17 0.0 (0.0-19.5)
Month 14 22 1,085.1 809.1-1,624.1 20 75.0 (50.991.3) 22 772 1.0-191.3 20 0.0 (0.0-16.8)
Month 26 22 1,059.5 474.3-1597.8 21 66.7 (43.0-85.4) 21 1139 78.6-188.5 20 0.0 (0.0-16.8)
Month 38 19 7554 538.3-1421.2 18 55.6 (30.8-78.5) 19 18.2 1.0-107.9 18 0.0 (0.0-18.5)
60-69 years
Month 0 23 134.1 55.3-202.4 - - 22 126.5 25.6-229.2 - -
Month 3 19 2,301.8 1,556.1-4,368.3 19 100.0 (82.4-100) 21 1523 26.8-297.3 21 0.0 (0.0-16.1)
Month 14 22 904.3 585.2-2,147.3 22 63.6 (40.7-82.8) 22 288 1.0-162.0 22 45 (0.1-22.8)
Month 26 21 1,175.1 563.8-1,584.3 21 714 (47.8-88.7) 21 184.2 108.6-229.0 20 0.0 (0.0-16.8)
Month 38 14 758.1 531.0-1,1534 14 50.0 (23.0-77.0) 16 104.8 55.9-1974 16 0.0 (0.0-20.6)
>70 years
Month 0 18 67.0 1.0-179.5 - - 22 128.3 46.6-286.1 - -
Month 3 17 1,580.3 1,4779-1,865.8 15 100.0 (78.2-100) 19 1273 1.0-236.8 18 0.0 (0.0-185)
Month 14 16 609.0 439.3-949.9 15 46.7 (21.3-734) 19 80.6 1.0-357.7 17 0.0 (0.0-19.5)
Month 26 17 654.4 570.4-1,179.2 15 46.7 (21.3-73.4) 17 165.1 53.6-317.0 16 0.0 (0.0-20.6)
Month 38 12 815.3 421.6-1,212.3 11 54.5 (23.4-83.3) 14 1304 26.3-2504 13 0.0 (0.0-24.7)

Abbreviations: CI, confidence interval; gE, varicella zoster virus glycoprotein E; Q1, first quartile; Q3, third quartile.

T Cell mediated immune response was assessed in an immunogenicity subset from ZOE-50.

#CMI vaccine response; defined as a >2-fold increase (over pre-vaccination baseline levels) in the frequency of CD4 (2+) T cells af-

ter induction with gE.

O'PHN (2519 2 R HEFH O 79 A ~id W —Td
D, 70 %L EOBERE VT D O RERAEE S 12
HOMFTF SN TWzo, WO 70 7% 2L Lo BBk
HRPEMNTT 52 L I3dYThs LHTE s, K
H2eTH 75 RETOHZIREFRIZ50 U LT
97/T N4, 70 ET222/T NETH Y, Isic
P R LTz, F4to HZ BERSBEL D

bEd, INOOBHIEHARDE AL Tl iz
T= I LT\,
HARNERIZBWT, HZ3HE) A 71350 Ll L
T 814%, 70 /LA LT 924% WA L72. 2 b DR
X770 =NV OEFRERORKERE EHMETH Y, HZ
W2 B HCTRIRI R H AR NERTORER S L7z
T/, SHO 70 R EO OARNER O HZ/su B85
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Table 6 Humoral immune responses in the Japanese cohort in ZOE-50 and ZOE-70*
HZ/su group Placebo group
Humoral Immunity (Anti-gE antibodies) *
GMC MGI GMC MGI
N Value 95% CI Value 95% CI N Value 95% CI Value 95% CI
>50 years
Month 0 114 1467.0 1,258.5-1,710.2 - 120 1,654.3 1,421.8-1,924.9 - -
Month 3 114 58,121.6 52,275.9-64,620.9 39.6 339-464 120 1,640.7 1,406.1-1,914.5 1.0 09-1.1
Month 14 112 22,6537 20,272.7-25,314.3 154 134-179 115 1,554.2 1,330.1-1,816.1 09 09-1.0
Month 26 108 16,7587 14,880.0-18,874.6 115 10.0-13.3 107 1,8234 1,540.8-2,157.7 1.1 1.0-1.3
Month 38 928 15,1288 13,316.9-17,187.1 10.1 86-11.8 102 17736 1,496.2-2,102.4 1.1 09-12
50-59 years
Month 0 24 1,240.0 861.4-1,785.1 - - 25 14474 1,027.4-2,039.0 - -
Month 3 24 52,707.5 45,776.2-60,688.3 425 30.0-60.2 25 1,380.4 971.0-1,962.5 1.0 0.8-1.1
Month 14 24 22,780.0 18,728.2-27,708.3 184 13.3-25.3 25 1,315.6 951.7-1,818.7 0.9 0.8-1.1
Month 26 24 15,871.6 12,684.0-19,860.3 12.8 9.2-178 24 1,7795 1,155.4-2,740.8 1.3 09-2.1
Month 38 23 15,966.3 12919.9-19,731.0 124 88-175 23 15152 1,071.1-2,1435 11 09-14
60-69 years
Month 0 25 1,745.6 1,235.6-2,466.2 - - 26 2,321.8 1,759.3-3,064.3 - -
Month 3 25 53,906.5 41,906.2-69,343.3 309 22.0-434 26 2,140.0 1,600.6-2,861.2 09 0311
Month 14 24 25,5789 20,307.0-32,219.3 14.0 10.1-19.3 26 2,0594 1,575.3-2,692.2 0.9 0.8-1.0
Month 26 24 20,061.2 15,767.8-25,523.6 11.0 8.1-14.8 24 22139 1,658.5-2,955.4 1.0 0812
Month 38 21 17,263.3 13,336.1-22,346.9 9.0 6.4-12.6 25 2,376.0 1,697.9-3,325.0 10 0813
>70 years
Month 0 65 1,460.0 1,195.0-1,783.7 - - 69 15282 1,240.3-1,382.9 - -
Month 3 65 62,028.6 53,173.2-72,358.8 425 34.3-52.6 69 1,580.3 1,276.5-1,956.5 10 09-1.1
Month 14 64 21,600.1 18,356.9-25,416.2 15.0 12.3-183 64 14795 1,178.3-1,857.9 1.0 09-1.1
Month 26 60 15,9384 13,399.9-18,957.7 11.3 9.2-138 59 1,701.7 1,350.0-2,144.9 1.1 09-1.3
Month 38 54 14,045.7 11,566.4-17,056.5 9.6 7.6-12.1 54 1,656.5 1,296.6-2,116.4 11 09-12

Abbreviations: CI, confidence interval; gE, varicella zoster virus glycoprotein E; GMC, geometric mean concentration; MGI, mean

geometric increase

*Humoral immune response in subjects aged 50-69 years was assessed in an immunogenicity subset from ZOE-50, and in subjects aged
>50 and >70 years in a pooled immunogenicity subset from both ZOE-50 and ZOE-70.

#7205 PHN I35 S h§, PHN KT 2 A%
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Supplementary Figure: Focus on the patient

* Herpes zoster, or shingles, is a reactivation of the varicella-zoster virus

(chickenpox) that most individuals encounter in childhood.

e Herpes zoster typically affects older individuals with skin rashes and blisters

lasting for weeks. In some cases the virus attacks nerves in the affected area,
causing severe pain that may last for months.

* A vaccine based on a live attenuated form of the herpes zoster virus is

available butits protection decreases after several years. A new adjuvant
herpes zoster subunit candidate vaccine (Hz/su) is currently undergoing
regulatory review in several countries including Japan.

* High protection against herpes zoster with HZ/su was reported in large global

international clinical trials. We report here the results in these studies in
those subjects participating in Japan.

* This analysis of the vaccinated individuals in Japan shows high efficacy with

safety of HZ/su similar to that observed in the overall global study population.
The Japanese population, in particular older adults, could benefit from this

new vaccine.

80 ML BT FERERAA 7 MG A B2 T M
ENZdr o725, HZ % PHN W 2 AR5 100%
TholZ L 3fHEshb.

INBIZBIFBKIET 7 F > OB WMDY, SEET
® HZ % PHN OF$HE % BN S & 2 W etk 2R S
T, KT 2HEY0H 22 Lo SMHICILE
EALEZD, bAETY 2014410 H X b /hRICH
J BRI T 2T oSS M, S To
HZ %> PHN O#N2 & sh 5.

EWICRZ K Q0L ETHO AL E L, F o
WIEASAAELL EF BT A 2 L IR T & B HZ/su 1,
SHEL LR L EENZ 5 ARICBWTHIER Y
JF I hHERDNS.

BRI OWT B ARG T 7 F (e
Y&, BORIADIRITE S OB SRR T 5.

W ARERABRIC S AV 722 TOEM, 5k
LR ORBSBINR T B4 & ¥ o — B Z IS
2LEY. HARICBIT S ZOES0 & OF ZOE70 12 2%
TR 72 iR ERH Y R R O AR ISR 2 L 3 (AR
W), A 2 JeA: (BRFR A AR 23 4 [ Al 23w ),
HFIE R e (BEEAMESRE -2 A7) =y 7)),
ARG A (B A D B4 o 2 08 7l 83 78 8 6
b)), sBEELEAYEA: (R A AL 1560 43 KR 3 B BT
HoN— MR vy =), SARMSEA (B A
KEARNEEER 2R, FHFILESA (RE B AN

SFEREMN S, WEHRFLE FEEFEAR
TR, KA Z D T (KRR SR Tl b 5B
Be), Aerrsskotl (ARSI, W4 B AR
(B ARMBE 7 )=y 7). HABEROIEK &
BIESR— %2 LCTHWAAIEEGR, REARER,
HHBER (Y y gz 5 o li&i [JVCel #8)
RN L 9. RRSCICB U 2R HENT 2 F2 0 L
TIEW/2 GSK #L® Carline Vanden Abeele X, JEfH
PERK & BIEH R — + % L CTIAW 72 Matthieu Depuydt
K, FARORIEFEHFIC T JITE 72 Business & De-
cision Life Science ¥k, X 74 h VI 4 71 ¥ T¥F
%47 - CTIEW 72 Tain O'Neil JKICIR#H V2L E 7.

B4 GSK Biologicals SA k& JVC i, &T
DRBEBL RN LT =< AV AV (F=5D
AR, AT B OYRRR) 12 4% - 72, GSK Biologicals SA
ARG ST OVER B RIS 2 & ToBM %
L7.

FIZEAHS H TS - R H 213 58— =kt
A 2 TS, PR~ v RS S
R E, VARSI E R ALY
REFEMEE2H TS, IWFELT, MINEZ, FEIT
B, JVC(GSK #: Je 088 — = 4bpk X &4 @ joint ven-
ture) Dt H T#H % . Marina Kovac (& GSK B 7 v —
TEMHOHETH 5.

AL MRS 928 2



1

2)

3)

4)

5)

6)

7

8)

9)

10)

11)

12)

13)

HFHAIIEE T 7 F O HATORHE 113

X #
Cohen ]I : Herpes zoster. N Engl ] Med 2013 ;
369 : 255—63.
Kamiya H, Asano Y, Shiraki K, Nakano T, Higa
K : Herpes zoster and its prevention. Kansen-
shogaku Zasshi 2010 ; 84 : 694—701.
Shiraki K, Toyama N, Daikoku T, Yajima M, for
the Miyazaki Dermatologist Society : Herpes
Zoster and Recurrent Herpes Zoster. Open Fo-
rum Infectious Diseases 2017 ; 4 (1) : ofx007.
Takao Y, Miyazaki Y, Okeda M, Onishi F, Yano
S, Gomi Y, et al. : Incidences of Herpes Zoster
and Postherpetic Neuralgia in Japanese Adults
Aged 50 Years and Older From a Community-
based Prospective Cohort Study:The SHEZ
Study. J Epidemiol 2015 ; 25 : 617—25.
Sato K, Adachi K, Nakamura H, Asano K,
Watanabe A, Adachi R, et al. : Burden of herpes
zoster and postherpetic neuralgia in Japanese
adults 60 years of age or older : Results from an
observational, prospective, physician practice-
based cohort study. J Dermatol 2016 ; Dec 5 :
doi : 10.1111/1346-8138.13639.
Johnson RW : Herpes zoster and postherpetic
neuralgia. Expert Rev Vaccines 2010 ; 9
Suppl : 21—6.
Weinberg JM : Herpes
natural history, and common complications. ]
Am Acad Dermatol 2007 ; 57 : S130—H5.
Oxman MN, Levin M]J, Johnson GR, Schmader
KE, Straus SE, Gelb LD, et al. ; Shingles Preven-
tion Study Group : A vaccine to prevent herpes
zoster and postherpetic neuralgia in older
adults. N Engl J Med 2005 ; 352 : 2271—84.
Schmader KE, Levin MJ, Gnann JW Jr, McNeil
SA, Vesikari T, Betts RF, et al. : Efficacy, safety,
and tolerability of herpes zoster vaccine in per-
sons aged 50- 59 years. Clin Infect Dis 2012 ;
54 1 922—38.
Morrison VA, Johnson GR, Schmader KE, Levin
M], Zhang JH, Looney D], et al. : Shingles Pre-
vention Study Group. Long-term persistence of
zoster vaccine efficacy. Clin Infect Dis 2015 ;
60 : 900—9.
Harpaz R, Ortega-Sanchez IR, Seward JF ; Ad-
visory Committee on Immunization Practices
(ACIP) Centers for Disease Control and Preven-
tion (CDC) : Prevention of herpes zoster:rec-
ommendations of the Advisory Committee on
Immunization Practices (ACIP). MMWR Re-
comm Rep 2008 : 57 (RR-5) : 1—30.
Hales CM, Harpaz R, Ortega-Sanchez I, Bialek
SR ; Centers for Disease Control and Preven-
tion (CDC) : Update on recommendations for
use of herpes zoster vaccine. MMWR Morb
Mortal Wkly Rep 2014 ; 63 : 729—31.
Varicella Vaccine Live Attenuated “Biken”.

zoster : epidemiology,

FR304FE 3 JH20H

14)

15)

16)

17)

18)

19)

20)

21)

22)

23)

24)

25)

26)

Summary of Product Characteristics.

Ozaki T, Asano Y : Development of varicella
vaccine in Japan and future prospects. Vaccine
2016 ; 34 : 3427—33.

Cunningham AL : The herpes zoster subunit
vaccine. Expert Opin Biol Ther 2016 16 :
265—71.

Storlie J, Maresova L, Jackson W, Grose C:
Comparative analyses of the 9 glycoprotein
genes found in wild-type and vaccine strains of
varicella-zoster virus. ] Infect Dis 2008 ; 197
Suppl 2 : S49—53.

Cohen JI, Straus SE, Arvin AM : Varicella
zoster virus and its replication. In : Knipe DM,
Howley PM, eds. Fields virology, 5th ed. Lippin-
cott/The Williams & Wilkins Co., Philadelphia,
PA, 2007 ; p. 2774—818.

Harper DR, Kangro HO, Heath RB : Antibody
responses in recipients of varicella vaccine by
immunoblotting. ] Med Virol 1990 ; 30 : 61—7.
Chlibek R, Bayas JM, Collins H, de la Pinta ML,
Ledent E, Mols JF, et al. : Safety and immuno-
genicity of an ASOl-adjuvanted varicella-zoster
virus subunit candidate vaccine against herpes
zoster in adults =50 years of age. ] Infect Dis
2013 ; 208 : 1953—61.

Arvin AM : Immune responses to varicella-
zoster virus. Infect Dis Clin North Am 1996 ;
10 : 529—70.

Jacquet A, Haumont M, Massaer M, Garcia L,
Mazzu P, Daminet V, et al. : Immunogenicity of
a recombinant varicella-zoster virus gE-IE63 fu-
sion protein, a putative vaccine candidate
against primary infection and zoster reactiva-
tion. Vaccine 2002 ; 20 : 1593—602.

Lal H, Zahaf T, Heineman TC : Safety and im-
munogenicity of an ASOl-adjuvanted varicella
zoster virus subunit candidate vaccine (HZ/su):
a phase-I, open-label study in Japanese adults.
Hum Vaccin Immunother 2013 ; 9 : 1425—9.

Lal H, Cunningham AL, Godeaux O, Chlibek R,
Diez-Domingo ], Hwang SJ, et al. ; ZOE-50
Study Group : Efficacy of an adjuvanted herpes
zoster subunit vaccine in older adults. N Engl J
Med 2015 ; 372 : 2087—96.

Cunningham AL, Lal H, Kovac M, Chlibek R,
Hwang SJ], Diez-Domingo ], etal. ; ZOE-70
Study Group : Efficacy of the herpes zoster
subunit vaccine in adults 70 years of age or
older. N Engl ] Med 2016 ; 375 : 1019—32.
Coplan PM, Schmader K, Nikas A, Chan IS,
Choo P, Levin M], et al. : Development of a
measure of the burden of pain due to herpes
zoster and postherpetic neuralgia for preven-
tion trials:adaptation of the brief pain inven-
tory. J Pain 2004 ; 5 : 344—056.

Chlibek R, Pauksens K, Rombo L, van



114 s Hz b

Rijckevorsel G, Richardus JH, Plassmann G, et herpes zoster:towards a global perspective.

al. * Long-term immunogenicity and safety of an BM]J Open 2014 ; 4 : e004833.

investigational herpes zoster subunit vaccine in 28) Kawai K, Yawn BP, Wollan P, Harpaz R : In-

older adults. Vaccine 2016 ; 34 : 863—38. creasing incidence of herpes zoster over a 60-
27) Kawai K, Gebremeskel BG, Acosta CJ : System- year period from a population-based study. Clin

atic review of incidence and complications of Infect Dis 2016 ; 63 : 221—6.

Efficacy, Safety and Immunogenicity of a Novel Adjuvanted Subunit Herpes Zoster Vaccine in Japanese
Aged 50 Years and 70 Years and Older
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Martina KOVAC” & Daisuke WATANABE"
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Two large randomized multinational efficacy trials (ZOE-50 and ZOE-70) showed that the novel herpes
zoster subunit vaccine (HZ/su) candidate containing varicella-zoster virus glycoprotein E (gE) and the ASO1s
adjuvant system reduced the risk of herpes zoster (HZ) and post-herpetic neuralgia (PHN) by more than
90%. We conducted a descriptive subgroup analysis in subjects enrolled in Japan in these studies and evalu-
ated the results.

Participants received two doses of HZ/su or a placebo (assigned in a 1 : 1 ratio) administered intramus-
cularly 2 months apart. Vaccine efficacy against HZ was assessed in participants aged =50 years in ZOE-50
and in a pooled analyses of participants aged =70 years from ZOE-70 and ZOE-50. Vaccine efficacy against
PHN was also assessed as a co-primary endpoint. Safety was assessed in all subjects and reactogenicity was
assessed in a subgroup of participants. Humoral and cell mediated immunogenicity (CMI) were assessed in
the respective subset for which blood samples were collected.

A total of 577 participants from ZOE-50 and 511 participants from ZOE-70 were enrolled in Japan, with
a total of 1,042 included in the efficacy analysis (561 and 481 subjects, respectively). Overall vaccine efficacy
against HZ in 561 adults =50 years was 81.4% (95% confidence interval [CI] : 14.9-98.0%). In the pooled
analysis of all Japanese ZOE-50 and ZOE-70 participants =70 years (N=608), vaccine efficacy against HZ
was 924% (95% CI : 69.4-99.1%). As no PHN event was observed in the HZ/su group, the vaccine efficacy
against PHN was 100% (95% CI : -58.7-100%). Vaccine efficacy against HZ and PHN remained high through-
out 4 years of the study period. Robust humoral and CMI responses were observed and persisted through-
out the study period in HZ/su recipients. Solicited reports of injection-site and systemic reactions within 7
days after injection were statistically significantly more frequent among HZ/su recipients than among pla-
cebo recipients. The frequency of serious adverse events, potential immune-mediated diseases, and deaths in
the HZ/su recipients was similar to the placebo recipients and no statistically significant difference was
found.

Based on above results, it can be concluded that HZ/su has demonstrated high efficacy as well as ro-
bust immunogenicity in the Japanese sub-population, in line with the results observed in the global studies.
In terms of safety, no meaningful differences were detected between the Japanese population and the global
population. HZ/su seems to be a valuable vaccine in Japanese elderly people.
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