NP = a XNV AKERREEES Y v
(B89 5 &

AEEHI R S VIR ISR 2 HER K O D FAEIT MSD #RC
2RI H Y £, Uzl o EsE H ORI BRI LS 0 E € H Y
(CARER 2R 52 LT TEEEA
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1.52.1 B RRBR OMEEL oo 6

1.52.2 FERE R BR DM oottt 6

1.52.2.1 FERGIR IR ..o 6

15222 FEPETRBR ..o 6
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1.5 R ETE FL ORE K ONBH 78 D o

5 K ONHRE O IE 22
W& 5 HEE EF

CRM.i97 Cross-reactive material 197 —

EU European Union i M S

GLP Good Laboratory Practice = 385 O MR B9 5 FEER AR R BR O i
D H:ME

HIV Human immunodeficiency virus b NUERE Y A LR

NZW(R) New Zealand White (Rabbit) New Zealand White (7 4 %)

PCV Pneumococcal conjugate vaccine iR ERERE ST 7 F

PCV7 Prevnar™ R R KA R Y 7 5 (R
ERO7T )T HBHZEAEW)

PCV13 Prevnar 13™/Prevenar 13™ R B R KBRS SR Y 7 F o (HEFHEME
ERO7T )T HHREAEN)

PnPs Pneumococcal capsular polysaccharides FRERERER VY v B TA K

PPSV23 PNEUMOVAX"23/23-valent pneumococcal | 23fMiffikERE AR V> W54 RU T F

polysaccharide vaccine
Vil4 — R ISR KBRS SR Y 7 F o (HEFHEME

BT 7Y 7 mRECHE)
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1.5 EEXIEROZERUVHAEORER

151  EEXEIHERORZE

V114i%, B T-#¥ 2 Pseudomonas fluorescens \.ZH1K 9% CRMig7 ¥ U 7 &% RV BHITHES L
72150 PnPs % G i RERFFE ALY 7 F 0 Th 5, VI141Z1E, PCV13 [13Mfi PCV (MEFMEZE Y
77 U T mRAEA ) . Wyeth Pharmaceuticals £f: (7 7 A ' —ftDF&41) | KER =T M
T4 TTNT 4T IICEENDS BEEOMIER (1. 3. 4, 5. 6A, 6B, 7F, 9V, 14, 18C. 19A,
19F }OR23F) (2R T, BEAR SN TW O IMRIKER G Y 7 F 2T @ N TH2RV2FEEH
DIMTER (22F L U33F) OHREAEZEN TV D,

V114D#R%IX, PCVT [7Mfi PCV (EFHMHE R 77 U 7 EHFEAEEK) . Wyeth Pharmaceuticals £

(7 7 AP =) | KERCAN=TINT 4 ZF V7 4 7] KOPCVIZ L THELLL
TW5, 32507 7 F L ATNT NG K MTER D PnPs Z2512.0 ng (6B DHKI4.0ng) &4 L. 4 PnPs
Z CRMig EfEA S TEY  IEEEESHT-V ) VBT LI =T A125ug (T/VI =0 8L LT)
EEHT D,

AFHNE. Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., N.J., USA (MSD)!{Z X ¥ 2020
FANKE KL O BU CHEGRHFENTTOIL, 202147 H 12 K[E T, 20214212 A 12 BU THliZEKE (i
TR, 3, 4, 5. 6A, 6B, 7F, 9V, 14, 18C, 19A, 19F, 22F, 23F }xU'33F) (2 &k BIEYEDT
B & L CI8m LA LD AT 2 )s 2 BfS LT b,

AHTIX, MSD RRSHNART 7 F o OB Z Y U, AMIZISIT 5 BRI F L E IR =
PR BTN & OFIRICIEE D& | I S)UIMRIKEIC K 2FEBITRBT D2V A7 BEmNEE
2 HIVD RN T D REREC L DI YE 2 PRI T 2 MANERN 0T 7 F o & L TR EZED
72

152 FAXDERE
AHNIOBFORAREM 2 [ 1.5-11T7R-7,
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1.5 U R ORGSR OB Of 44

1.5-1 FAXEDEEX

En

TR | TR - TR0
o T BN G0

AR | HA | BHERT 5
wt | KRR
MR

i R R BR 2] 00578 BR

REBR (B 1/ TARRER)
006785
(Hgoh 25 T FAERER)
01578
(ENE T FEER)
01775
NG
0187hR
NG
01975

(EBE LR SRR
02175
NG
B WA

AR (HgAh 25 T FAZRER)
01675
NG
02075
NG

FRB e v RO
KNOHTIZA 2T,
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1.5 JRJR T3 B ORI OBR 3 DR

1.5.2.1 mERBROME

V114, 1SFEEO B2 2 Mgk (1/3/4/5/6A/6B/TF/9V/14/18C/19A/19F/22F/23F/33F ) O fitif¢ £k
WAV S > T A4 &, ENEILCRM g ¥ U T Z X7 BICHEG S, R L2, &
TS L) 72 ARSI SV 7 2 STk SRR BREAE AT D 7 5 (BHEMEAR Y 7T U 7
FREAER) ThoH, AHTITOSmL OU 7 FrEfE L TOHRENR TCAINTZV Y UHL
%’ %%Lﬁﬁjhﬁkn EF' ﬁ‘é

VHAZIEHMA E LY Vg7 v ?A(79:NVFLfUVwN~FﬂHﬁﬁ%¢ﬁ)
L-t 2AF TV (§FfEAD) . L-b 2AF VU ERBERTY (EEAD . Bk NY oa GEREAD) .
@(Mﬁ%@%\&%ﬁ*(%ﬁ)%ﬁwk@ﬁ%il@%ﬁgékDVMAkHEEUMg(Yw
R=ULELOIDOY VBT AI =T LET Vay b LTERENREZRY 7 F 2 (PCVI3)
FBEICAFTHEA STV D

%m{”%ﬂm&ﬁﬁ#Awnwﬁ(ﬁi)@ PERRBR & L C. -80~-60°C TOEHiMRAR
., Joc~f°c commkRs K Offcc~°c <o uft%ﬁ@ﬁ*%# HONTND, THETICH
b RAIRAFRBRORE RIS & | FEEOA RN (e : -80~-60°C) 3. |} I
o EEA. VIR 2o A s L, fﬁffb
FTRCOMBUOFIEE G & L-RMRGTFRREZER T TH 5, b, FEOHMIRIX
RBBRICHKETIEE TIEET DRIETH 5,

F BRI OREERB L LT, 2°c~8°C TORMRFRER, Joc~f°c Lojjec~fc coz
EMERER, WL EMERBROFBENME LN TVD, T E TILE SN BRI O
A SN @ﬁ@ﬁ%%ﬁ(%fmf-%&m)im%ﬂ%%ibtoﬁﬁ%ﬁﬁﬁﬁﬁ%%%

b T, 2. BAOFNMMIL, EKBHICHKE T36MHE A £ THERT HHHTH S,

1.5.2.2 FFERIREAER DI E
1.5.2.2.1 FElG AR FEEAER

BRI A VIIARIAIORIRZ FE22 B & LT, iM% NZW U X R OYET 71 7 L%
FAWTEAE L7z, £7-. GLP @AFEMEHEBRICB T T v b CHRERMEZ M Lz, O E,
FEARRER A RANL, WThOBWE TH T X TOMBERICHT 2 0EREE2 AT 5 2 E0VREN
7

VI4ZDOW T, T U 72 2 SRR 13 550 L TR vy, FEERIR BRI R R BR T V114i2
K DA PREERE (FPAXMRSR . FER D IE SR RO SULEERE) ~OBIIREO b o T,

15.2.2.2 aPERER

BRI BLA A W 7o B R A T2 L7212, ARFBERIR ﬁ%@%#if’\wmwﬁﬁ%ﬁﬂ
HuzHT=7 v NOKEHANEGEERBRZ L/ L2, Z0%,. 7 v NOXER T GEE
%&Uiﬁ%$ﬂ¢ﬁ%%%mbkoégﬁﬂ¢ﬁ@iwﬁh%mm_ﬁmbfwéowmwﬂ
W7 a7 7 A TS S TR Y . BB VI4OREIRGEAGE R GEZ T 5,
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1.5 FRJF XT3 R OB OBRSE Of

15.2.3 FRREER DB E

1.5.2.3.1 %1/ THHER

EERNZ 3G & UIigshes TR (001580R) . S0 LR N &2 xi5e & U 72 iish e AR
Br (0025805R) WONT2, 4, 6, KTM2~15%» HilmO@EFFLIL 255 & U7oish e TSR (0033
) 7 SEhitn U, V114D %2 A R OV U 4 34T L 7265 3, LR T VIN4IZ X 25008045 PCV13
L D& 72720, VI4ARIFI O T 2 Fhi L 7=, Bl (V114 Formulation A % OX V114 Formulation
B) ZfEH LT, 220N 1 /TR (004788, 005:8) Z#FEL., TOMEND V14
Formulation B Z VBN Z %5t & L7220 D5 TSR (006545, 007306k) M OFLIEZxi4 & L
7o 80 KHR 2 55 AR (0087ABR) 73 %l S 417z,

00575k

0053 BRI%, MRERE D 7 F B DS W MR M OFLIR 235 & LT, VIIAD K7 548
O, DMK O 2 560 L 72 1 MARRBR Ch 5, IRERI Y 7 7 el
JEDI 22U 18~495% DFEFERL A IZ I\ T, V114 Formulation B O 572 248KV b 15O 1iE
RN B R AR U, IRBRIEERZ 14 A NO RS T v 7 7 A VT, SRR CHEEIL
Tz,

006Uk

00678 IE, NHAREKE Y 7 F 2 BERBIE S 22 S0m A LD RERERR N 6B & LT, V14D 57252
A (V114 Formulation A }2 0¥ V114 Formulation B) D724, AAME MK OWeE JFM: 2 FEAm L 7= 1
NENHRBR Th D, MREKED 7 F o BERER RS0 A Lo R A2V T, Vg
Formulation A % O" V114 Formulation B (X, W94 & 133L@MIER T PCVI3ITxd 5L M4 |
V1148 A O2ifiER T PCVIZICH T 2B EZ R L, BAMEIBL TREFTH -7,

00745k

007:BR 1%, VII4EEFED 14ELL_EFTIC PPSV23EEMEIEN & 5 655k LA EDIEEER A Z x5 & L C,
V114 (Formulation B) DZ4ME, RN K Oz Rk 2 5HAfh L 72 iAo MAHRBR T 5, VI114$%
FED 4ELL_ERTIC PPSV23HERRIE A & 5 655 LA _E OREFERR A Z BT, VTR FEE2 R LT,
T, BRI RATHY | BEMEORERIL PPSV23% & et ERE U 7 F L BRI 23 72\ 505 LA
FORANE—B LT,

01555

0155 BR 1%, BZRERE U 7 F U HERERE DN 72\ 5058 LA E D B AR NEERERR AN 2%t 5: & LT, V114D%
bt ARM RO RMEZ 3 L2 ENE TR CTH 5, HRERE T 7 F RN 72065
L ED BARNERER A (2h— K A) IZBWT, VI4EREREEZ R L, S0mLL 65T O
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V114  JEEFH
1.5 IR T B oS OBRFE O R

HARNBEER AN (adm—k B) KOS0ELL EOTXToOHARAEEHRAN (2h:—K A KB, £
M) ITBWT Y, RO RN R ENT, £, VIIAO RGO B2 ZAEMERRD b,

AARNK OFEHARNOREFEMED EEO 7=, 0155k (%M L006:85% (V114 Formulation
B ) ORERZ 50 E ORIV T IR L7ofER, SR EORERIT, AARNEIFAAR
ANTHEELTWe, 72, 2RINC0ISREROL 2T 1 7 7 A /L1F0067805R D 505% LA E O
A (V114 Formulation B #) LJEEIL Tz, FERIC, 01558k (=— K A) L006:8ER (V114
Formulation B #, 655%LL LD 4EM) T6oSmk bl ED AN T OS5 UM o OVZ2 4 2 g L
TAER, BARNEIEABARNTHEL T, ZaERE 2, EERERES IR (019548%) ([H
KRD65iELL EDMREERL N & B MATEETdH 5 &l L=,

1.5.2.3.2 MR ER
IR L7ZERNSOFE T A ~F D FEERRBREAEN S, TOH%RORAZ x5 E Lz V14O FE
RER T, FokdlAl & LT V114 Formulation B Z# WA 2 & & L=,

019545k

0193 BRI, MiREKEE Y 7 F L BEREIE D 72505 LA B DORERER AN 2 %152 & LT V14D 21,
DM R OV % UM 2 ARaiE U 7= [E B L RSB ARRRBR TH 0 . 65m% L Ed B A AR A & LA A
nohiz, 50l EORFERA (8D, 65l EOEAEN LU HANRMICE W T, VII4
TIEISEEFHE LT, 65l oo QA NEM TOREFRMEORRIX, 2EM (50l L) k165
A EOFER E —B L TWe, £z, BAAEHIZEBWT VIO ZRMEITRAF T, Lt
27 7 A WX, 65k LA EDOE R K OV S0 ) OLeET a7 7 A v SHEEL Tn
776

01785k

0173BRIL, 18~495%k DA R EK MR BICHRERT 2 U A7 W1 2RO XUTFF/= 72\, ik Bk U
T UBERRE IS T2 O GRERE DN IER AR AN B R G & LT, VIO etk AR MK Oz JFME 2 5F
fili L 72 ¥ S IARRER T 5, M REREMEIRBICRRET 5 U A7 RF ORI b b T, %
REDNIEH 72 18~49iE DR NIZ IV T, VIATRIERMEZ R Uiz, F72, MiRERE MR IS RE T
LYV A7HF (12T 26T D 18~49% OBRE 2B 1T 5 VIAOARMEIZRIFTHY |
017:BR DM DOFER L P L Tz,

01875k

018aBRIZ, MiRERE D 7 F AL 22 N8R EL LD HIV B EH &5t 5e & LT, Vil4
DEENE, DAV O fE i M2 59N L 72 S AR T 5, S R K 0 R EEME 2 BR
FRYYE ICTRET D U 27 NE WIS, B HIV EEE TRV T, VIR SEFME 2R L,
F7-. VIMOZEHIZRIFTHY . BEMET 0 7 7 A VITHRERENIER THREKED 7 F 44
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1.5 IR T B oS OBRFE O R

JER 72N EFEL L Tz,

02155

0213ABRI%, PPSV2IEREIED A BT 270 5 720505 L E DR A 2 x5 & LT, A 7 v
TUWU 7T L RN LT BRO VI4OZeaxk, BANE R O RV 2 RRIE L 7o 4 55 TR
BT D, VIIAIA VTN YT 7 F o L ORIBHERICIB N Th ., S0RLL EO M Tk
JAMEZE R U, 7o, VIIAL A U T Nx o FU 7 F o L ORI EAMEN BAF T, MREKE
U U F A ARREIE DS 2 O SERE N IE T /RS V4% B CHERE L 12RO R et m 7 7 A 1 b
—HL T\,

01635

016a8R 1%, MREKE U 7 F L HFEEE AN 22505k L E DR N 255 & LT V14D HFEN 5
14EA% 12 PPSV23 & #FE L 72 BR800 V114D 22 M BANME K OV [0 2 5FAM U 7= #9565 ILAHEER ©
B D, V14X PCVI3EERE 124 H B2 PPSV23 & difse Ml L 7= S0m LA LD REREH U 7 F 4%
FRIEE DS T W R IZ I W T MR X AR DR ZInE 2 n L, 7o, VIIAXRAF R AR
P R U, VII4XE PCVI3EEREL 12 4 A HIZ PPSV23 & difgi i fll L 72 B O AR S BAF TH - 7=,

02058k

02038k 1%, MREKEE D 7 F L HEREEE AN 22505k BL O AN 255 & LT, V14D > F D
—E A RRGE L 72N R AHRER Ch D, MRERE T 7 F RN 720 5058 LA E O A IZ 0
T, VI4TERDZ T ho3r v b THTRTOMBRIZ L CRIZOREREL R LT, £,
V14 B2 50T ho3e y b TH B L CRFZRAREEZ R LT,

LU DBRREBR AR & . AANTm s AT MR ERE R BICRET 2 U A7 NENEE DL
LD RRNICK LT, BRI 2T 4 e blob T & 2, [EmE SUIMRERE 1 X DR EICHE
BTV ATNRENEBZLNDMANCBIT DMMREKE (MERL, 3. 4. 5. 6A. 6B, 7F. 9V,
14, 18C, 19A, 19F, 22F, 23F }x UW33F) (2 K DEYED TBh 1 Z2hRE T zh & U CHbE IR Fe &
RHFEEITH L L LT,
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1.6 SMENZR T D EARNREICET 28k

H ik

B et
1.6 AMENCE T DRI BT T DBl e
1.6.1  AMENCIS T DA FIRIILEE oo
162 AMEIDTRIT ST oo
1.6.2.1 SME DT SCEOBEEL (FOFR) oo
1.6.2.1.1 KA SCEOBEE (FIFR) oo
1.62.1.2 EU WA SCEDBEE (FIAR) oo
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1.6 AHEIZ

# 1.6-1

# 1.6-2

# 1.6-3

# 1.6-4

# 1.6-5
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BT DHERMRIFIZBET DBk

%#

i

HMENZ IS 1T 2 AFH DAEFTIRTIL oo

HRERE U 7 F L BEAEIER 3 720 50m L E DR NS 61T % HANSHUE L 721k
SN O H PEDRIFUS A0 bR E OFIE GRUBR2) * (3T

TADIE 1) oottt ettt et ettt e ettt e et et en et et et e et e ettt e et ene e eeenees

i RERBEMIR B DY 27 N+Z2 AT 5 TH LW 18~495E DR EREH U
I F U AEFERE DN I ORI BT D FRNIHE U SR e OV S M O Fl

FOSDERD ST E OFIE GRBR4) * (3L Table2) oo,

HRERE U 7 F L BRI 7S & % 65m LA L DR NI 1T 2 HANTHUE L72ik
SHAL N O EHPEORIFUR DD b v gg oFlE GRERS) * (R

TADIE 3) oottt ettt ettt ettt et n et et et ee ettt ettt e neaeaeenees
BSOS DBEFERIEEFE (JE ST TaDIE 1) oottt
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1.6 SMENZR T D EARNREICET 28k

1.6 SEICETFLERAREFICETLIEH
161 SEICEITHEAKREE

ANENZF T HAFNOME ARBUI[ER 1.6-1]0EFD,
20224E5 H BIAE . AFNT20LL EOE TR TEABEIN TS,

& 1.6-1 NEICHE T HXRFIOERKR

ARFND B AN AKGE ST F A 20214E7H  CEKE, 18mLl Lo A cH T
LM REREE MIERL, 3. 4. 5. 6A, 6B,
7F, 9V, 14, 18C, 19A, 19F, 22F, 23F &
O33F (R T 5 REVER B O 1)

AFNDOBICKEGH [E] CK « 3¢« - AL« 0+ 52) D | T~ THEGRHUGH 72,
HGRIRTL

g conndanta 1.6 SMEIZHS IS B MR BL < B 2 ¥
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VWL&%N
B DRI &8

1.6 AEIZ
1.6.2 HSNEORFXE

1.6.2.1 NEDRIXEDOHME (FIFR)

KEHRMXEOHBRE (FIR)

1.6.2.1.1
Wged /MRoe =t
VAXNEUVANCE™ Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc

VAXNEUVANCE 1%, 0.5 mL OHEEFE 7L 7 1L R0 o D THHE S5 55 RN TS SR8

HIA - B
WTH D,
ZhEE - R
VAXNEUVANCE (. 185&LL LDk NICET 2 iR ERE SR, 3. 4. 5. 6A. 6B, 7F. 9V,
18C. 19A. 19F, 22F. 23F K OW33F [T T HRENMER RO T2 BIY & L7-REBoeE & i

14,
HET2U90F0Th D,

ik - A&
0.5 mL Z B[RS 5 2 &,
T 74N RV VR L, EHERMIBLIIRES LT, 700 Ry ) oy
AU I F oA LN L, BERERT O EEFA
B EAR RO

WTHHBEDOREK E T 5, BEBETE RV,
TRIFIRIE R OVEER D LN E D E A X VERT 2 2 &, R RWHE

TEAIER LW &

iy

IS

%472 L
T AEET LALX—RN (T

ﬂ

s
gl

VAXNEUVANCE XIZ¥ 77U T F& VA ROWTNNLD RS

FT74TFU—E) ERELEZERHLE
W%

fEH EorE
faERE DAL

CIEINHIERE 2 Z 1T TV A E G T B ie N2 b L7=F O —& Tk, VAXNEUVANCE
ATREMEN & 5,

DEIEINENK T T 5 1]
HERSR
1. [ R FRER C OREER
1.6 SMENZR T D EARNREICET 2 &k
- 4 -
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1.6 SMENZR T D EARNREICET 28k

R ABRI I Z AR SR T CEBINTND 20, & 2 IFEANOEKRER TR b V7= B UG
DFBLEE % DO IR O BRRER TR G- HBEI G &L BT 5 2 LIXTE 3 ZETR
D LT RBLEIG 2 ML TWORWATEEEDR & 5,

18~495% D FZ N The b G HE O R h> o T FRNHUE LB - AR (75.8%) . I%
97 (34.3%) . Wil (28.8%). BEJA (26.5%). VESTEBAMEAR (21.7%) . VESHBACALEE (15.1%) .
B (12.7%)

50k LA E DN Tl b WS L O @ 5o T FRNCHE L7 RIBE « EHBAES (66.8%) .
PR (26.9%) . J%57 (21.5%) . SEIF (18.9%). TEHHALIEAR (15.4%) . ESHEAALEE (10.9%) .
BAEiTE (7.7%)

AR ERER I 55 1) D 22 R TAR

VAXNEUVANCE D722 2T, KE, BN LT 27 KPP T3 S - J1E AL — B MEFR
ARBRTRER CTREM S A, 18 LA LD AAS,630411 VAXNEUVANCE, 1,808l PCV13 [134ffififiZk
REMAMU 7F 0 (P75 V7 CRMgn% v /237'8)] 28 LT, #BR1~3 (NCT03950622.
NCT03950856 ) T} NCT03480763) Tl&, MREKE Y 7 F L HEREEE D 72 505k LA E DR} A A513,032
#1112 VAXNEUVANCE, 1,154%11Z PCVI3 %88 L 7=, #BR4 (NCT03547167) Tk, MiZREREE M

CREBTDHIIVARAIINENEEEOMREKEY 7 F CBREBER 2V I8~495 D R A IC
VAXNEUVANCE (N =1,134) XI/XPCVI3 (N=378) ZHFfE L. € D65 HH%IZ PPSV23 % HfE L
7o. ARBRS (NCT02573181) Ti, PPSV23DOEHIEN 5 (IREREERD1FLL ERT) 655 LL E Dk
AIZ VAXNEUVANCE (N =127) XX PCVI3 (N=126) Z#:fE L7, #R6 (NCT03615482) T
1%, 505k LA E DR AIZ VAXNEUVANCE % ZitE A igbafti-f > 7 v %0 7 F > (Fluarix
Quadrivalent) & [FIRFEERE (7 /L—71, N=600) XiIA > 7NV HU 7 F o HfE%30H HICIE
FRHERE (7 v—72, N=3585) L7c, ZOIRBRRIZRER TIX, 20.9%IZ PPSV23D Y 7 F L Hfl
JED & > 7=, FIERT (NCT03480802) Tl, 185%LL D HIV EHLEF IZ VAXNEUVANCE (N =152)
XIXPCVI3 (N=150), ZD2% HRIZ PPSV23 % BfE L 7=,

BRRRRBRICIE, ZE L7 SRR (BEIR . B RRRERR TS | B O, BMETR A, WE x5t
B E L) RO/ UMK EREMERBICIRET 5 U 27 BREWITENIA T (lb@iﬂﬂ i E DR
W72 L) ZHTHMARE FTW e, BIRAIHERE O T F IS8R CTh D | ZMEiX54.6% T
bolz, NFESAIL, AANT23%, 7V T AN99%., 7 AU B FAERITT 7 A B JeERS. 1%, BA
XIWET 7 UHRT AV IANT4%, E A=y 7 X377 0 %181% Tho7-,

WTNOREBR T, BEREZIMAAEEE TV F U HEE (VRO Z#HNWTLEelEE=4 7L
7o 1BBRFEMGHAEDOER L O—BEMEEZAIET 5720, MK 1SH BICIEBRELERM SRS &
& HIZ VRC ZHER L=, LLF D[ 1.6-2], [ 1.6-3], [F 1.6-4]IC, IRBRE(TLERNC X 5 ket
S ERE T, DR OFANHHE U7 BRI ORI S 3 #efE% 1 ~5H H £ T,
HANCHE L2 2FMORIBSIIHEM%I~140 HE T, ZOMOAEEEFGIIBM%ZI~140 B &
TILE L T=,

VAXNEUVANCE #ffif: O B A HHEROWEMIRIL, SRERS52 1 » A, #8722 AH, &
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1.6 SMENZR T D EARNREICET 28k

Brl, 2, 46n 61 A, B3N 124 HREITh -7,

AN HE L 7= Bl R

33 C VAXNEUVANCE XX PCVI3#f#1%5 H %14 B LINIZFANIEE L 72mIRS 03388 L
TR E OEIS Z [ 1.6-2], [ 1.6-3]. [F 1.6-4lTRT, FANIHE L2 BRSO KE Ay 13kt
HEIA3HU T CTh o7,

R 16-2MRBRET Y F U HEBEN G 50 MU ELEDHEANIZE T SFRNHRE LI EHBEED
EHMDRIRIEHARO o -HBREDES FHER2) * (X Table 1)

VAXNEUVANCE (%) PCV13 (%)
N=2,103 N =230
FEFHAAL SO
E3T)
2R 66.8 52.2
7 L— R3t 0.9 0.0
KLEE
2R 10.9 9.6
>10 cm 0.6 0.4
i
2R 15.4 14.3
>10 cm 0.2 0.0
AE D S
57
2R 21.5 222
7 L— R3t 0.7 0.9
SHYA
2R 18.9 18.7
7 L— R3t 0.8 0.0
55 PR
2R 26.9 21.7
7 L— R3t 0.4 0.0
BE A
2R 7.7 5.7
7 L— R3t 0.2 0.0
HEET
>38.0°C } (’<38.5°C 0.6 0.4
>38.5°C M 11<39.0°C 0.1 0.0
>39.0°C 0.0 0.0

* B2 (NCT03950856) 1. MEAEA{L (9:1), —EEM, FIEXH, =y MN—HERBRCH -7z, HEFE%
I4HHFETUZ F U HEE (VRC) #HWTRZEeMET=2 ) J Lz, RITIL, IERERHZEDOER &
O—EM 2 RFET 5720, TRBREIEERIA R 15 0 HIZ VRC TR L2 R &SHZ R L T\ 5,

B 1~5H BIZOWCERICHE L

RSN S SR oD A F 1 B R TR B O D

HiE%1~14H BIZOWTERNICHE L=

EHEIL, KET — 2 DS ONT-HRERICE SV TV D

N = $fE SN 7R 5

e
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R 16-3MABREMEERED) RVEAFEETHIRIIE LA 18~49 FZDMRBEKED U F U #iE
BAEOEANIZE ITA2ERICRE LIESNSBURUVE2EEDRIREHERD N -HBREDE|S
(3B 4) * (JAX Table 2)

VAXNEUVANCE (%) PCV13 (%)
N=1,134 N =378
FEFHAAL SO
E3T)
2R 75.8 68.8
7 L— R3t 1.1 1.6
KLEE
2R 15.1 14.0
>10 cm 0.5 0.3
i
2R 21.7 222
>10 cm 0.4 0.5
AE D S
957
2R 34.3 36.8
7 L— R3t 1.0 0.8
SHYA
2R 26.5 24.9
7 L— R3t 0.8 0.5
55 PR
2R 28.8 26.5
7 L— R3t 0.3 0.5
BE A
2R 12.7 11.6
7 L— R3t 0.4 0.0
HEET
>38.0°C M (’<38.5°C 1.0 0.3
>38.5°C M 11<39.0°C 0.3 0.0
>39.0°C 0.2 0.0

* R4 (NCT03547167) 1. MEAEA{L (3:1), —EHEMR., kIR CTh o7, B4R EETCY 7 F

8 (VRC) #HWCZEMEE=4 ) 7 Uiz, T, IBBREMFHZOEFRE O—BMHEHRIET 5
729, I1ERELEMAHER%15H BIZ VRC 2R L& i 2~ LT\ 5,

t B 1~5H BIZOWCERIICHE L

i RSN S SR oD A F 1 B R TR B O

§ Bf%1I~14H BlICOWTEFNICHE LT

1 EIBL, KIRT — 2 BN E LN R ERICESH TN D

N = $FE SN2
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R 16-4MRBREVY F UHEEBEENH S 65 MU LDHEANIZE T HFRNHRE LI EHBLEED
EHMDRIRIEHARO o -HBREDES FERS5) * (X Table 3)

VAXNEUVANCE (%) PCV13 (%)
N =127 N=126
FEFHAAL SO
E3T)
2R 55.1 44 4
7 L— R3t 0.8 0.0
KLEE
2R 7.9 7.1
>10 cm 0.8 0.0
i
2R 14.2 6.3
>10 cm 0.0 0.0
AE D S
957
2R 18.1 19.0
7 L— R3t 0.0 0.0
SHYA
2R 13.4 15.9
7 L— R3t 0.0 0.0
55 PR
2R 15.7 11.1
7 L— R3t 0.8 0.0
BE A
2R 5.5 8.7
7 L— R3t 0.0 0.0
FEEN
>38.0°C & (’<38.5°C | 1.6 0.0
>38.5°C 2 11<39.0°C | 0.0 0.0
>39.0°C 0.0 0.0

) ABRS (NCT02573181) 1%, #EAEAL, —HEMR, bR Ch o7, HMkI4HEETY /T HEE
(VRC) ZHWCZEMEE=H) 7 Lz, RiL, IBREMGTEEDOEFRE OB HRIET 57

. JEBRETEMA %150 BIZ VRC 2R LT B 2R LT\ 5,

BB 1I~5A BICOWCHERNICHEE LT

JoR R SR SR D ] S0 B TR B O3]

HiE%1~14H BIZOWTCERNICHE L=

EHEIL, KET — 2 DS ONT-HRERICE STV D

N = Bl S - 5

B

HRNTHE L TORWEIRS
WTNOFRERTEH . VAXNEUVANCE % #2F8 S 372 il A\ D Fie K2.8% \ Z1ES EL & 5 FEIE DN R B
L7z EHmEESNnT,

HELRAERS
WP OER T . VAXNEUVANCE (A > 7V H U 7 F o % RIS N -0 25 <
N=5,030) XiXPCVI3 (N=1,808) ZH:FE IN7-18mcLL EOWERE Cld, #E%300 INICEE
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IR HFRD VAXNEUVANCE % #21f S AL HRERHE 000.4% KX O PCV 13 A 45218 S AL 7R # 000.7%
THE SN, 2D ORBROE/4EMN TlZ, VAXNEUVANCE % 8/ S - #5#E (N =4,751)
O PCVI3ZEHER I NT-5E (N=1532) ©5 b, BE%Eey HUNICEHEERFEHFRN
VAXNEUVANCE 7% #ff S 72 B8 D2.5% & Y PCVI13 % $FE S 7= BB D2.4% CHE S vz,

U7 F UM T, FREN T TV —OEERAHFFLIZ VAXNEUVANCE & ORI REER %
RETHER T RE NS — 2 UIEERI AT b o7,

AN YT I F RO M
REbMiiA > 7 VU 7 F 0 L OREFERE & JEFRRFEERE TO VAXNEUVANCE OZ 4t
a7 7 A IVEIRETH o T,

WA
o BRI
FEIHIFRIEC LD . KT 7 F AT DRPEIEEMET T 2 RN H 5,

FHEMA~ORE

1. Wkt

U A7 O

WP OIS, SERMERE ., BIRIEAIIZOMOFERFOE R A7 8355, KED
— R TIE, BRRAICERRR S AV RIS BT D RS RMER T RO EEOHEERS 5 Y A 7 1%,
ZNZEN2~4% K D 15~20%TH > 7=,

A xig e Uz, @y ¢l < FHE I 7- VAXNEUVANCE OB I3 FEHE S Cuiavy, i
~0 VAXNEUVANCE #fEIZHOWTAFRIRERT —Z 13, ERIZEBIT 57 7 F Y 27 Off
WMEHRDIZIFIATHSTH S,

t & VAXNEUVANCE % M7 » MIAZELAT20E], dER A 1R K O EL A 1 [El 04[] CHEfE T
536 E TR ERBR N i S e, 2 ORBRA 5 . VAXNEUVANCE (SR 3 5 M~ &2 R AT i
IO ool [LToimoTr—2 S R],

kel

;DT —H

M7 > M EHWERAEFEERRDERI N, ZORBRTIX, v MHED VAXNEUVANCE %
B8 B AT OV BT, #HR6H B, WONCHRILTA BOMET » MIFHAWNER CHERE LT, V7T
»BRED MR YA AT A IR b oo, FOREICKHT 2 FEEMT, HAE21H%ET
R BRI T,
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2. BRI

VA7 OBEEE

VAXNEUVANCE ODFLit D3I k4 2 5028, REFLH O AL ST RFLR R T4 2 e B & 7T
fliT& bt hOF—ZIHFLN TR, BALEVIC L 2 REL R EoRIE %, REIcR T
% VAXNEUVANCE OEFRFJ2EM:, & O VAXNEUVANCE (2 &%, MUFREBLO FEREIC X 5
RARBE~OHFEFEHOFRENE L &L BICEET & ThD, THY 7 F LT, EERE
EHETDHZEIXT 7 F TP SN DREREDEZ MR T TH D,

3. /INREA~OBEFE
185 AT DF Tlx. VAXNEUVANCE D% & OVE I MEITHES. STV R,

4. ElnE o~ O

VAXNEUVANCE % 84/ S 72 50i% DL L0 #4,38961100 5 B, 2,478%1 (56.5%) 1365mLA . 479
B (10.9%) 1375 LA ECTH 7=, BIKHIS, milnEE (65~T4m Mk 5Ll b)) OReME7Ta >
7 A NV UTSSE IS IR & i U CRERMIC EE R TR b d o T,

5. MiREKEMEBD Y X7 BEWFE

HIV &Y B

T HERGERARE GRBRT) TIX. MRERE T 7 T U BRI 2 <. CDA+T MR EL50 cells/ul
Pk M HIV RNA {50,000 copies/mL Ajifi T 218k LL £ HIV EYEHE 2R E LT
VAXNEUVANCE D24 K O U 2 3Ff L 7=, #%5# % VAXNEUVANCE (N = 152) Xi%
PCV13 (N=150) O#FfE%2 5 H B IZ PPSV23 &4 45£FH 9 5 BRI HEVEZ (2HI D 11 72, VAXNEUVANCE
IZE ENDI5OIMERIC SV T PR ERE A7 = AL & A&TENE (OPA) O (i E-EIFUAM (GMT)
I%. VAXNEUVANCE #f&i1% D J5 A3 Hefial & bk L TR » 72, VAXNEUVANCE I3 £ 5150
MIHFRONWT TS, PPSV23Ddfgifi %30 H HIZFE b7z OPA GMT (3EUEMIIC2Y 7 F
BERRRER] CRIRREE T o 72, VAXNEUVANCE OZ2M 71 7 7 A )X, 2T 7 F U HREEIC T
Rk T o7z, HIV EYHEIZH T 5 VAXNEUVANCE OA IR L T 7wy,

B

it B 5
EAP

NS

1.6.2.1.2 EU R XEDHE (FIFR)

WMo/ IRoe s ttA4
Vaxneuvance / Merck Sharp & Dohme B.V.

DU L= X
Vaxneuvance 1%, 0.5 mL OH[EEEFE L 7 0L R U O THES SN A5 RN ES S8 T
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5,

Zhie - ZhAE

Vaxneuvance 1L, 185k 2L LD AN IZ I3 2 IR EREE 1T L R 9~ 2 RBEME R B O % O T % B 1Y
LT REEE R E TV 7 F U Th S,

KU F B A MREKEMIERIXL, 3. 4. 5. 6A. 6B, 7F. 9V, 14, 18C. 19A, 19F, 22F,
23F K UN33F Th 5,

ik - H&

185 LA L DR AITKF L, 0.5 mL & BRI 2 2 &,

Vaxneuvance @ —[R] H BEFE O 2B THEN LTV R0,

/N OM 85% Al O F 4 0D Vaxneuvance DHEFE D22 o OVE M ITHESL L TUORYY,

SR ER MR B DOREE Y 27 BNE < 725 1D EO IR B2 4H 3 5 Ak A X Vaxneuvance % Hi[r]
BRELCEINWZELTD (B b MERET A LA (HIV) Z4%H LTV DHAXIL18~495 D
JiREREIRIED U 2 7 KF 2 AT 258 E IR DRN) .

KU 7 FAIFARNERT D2 &, SRS LT ER =AML E Ly,

B RS AT NTESRICOWT DO AFAIRET — Z 1T/,

3=
Vaxneuvance DA NS K OGINA], XL 77 V7 " VA4 RERY 7 F L NIx%T HimuE %
BELT2EnbDE

BELKOMEH EOEE

FL—HEy s —

EWERERLO N L—Y U T ¢ —28GET 5720, &5 LA ROV Yy F No.z Bk
WZRLERT D 2 &,

FBERIKICEET SR
MEN~OEGIIITDORNT L,

TF7 4 7% v—
TANTOERMY 7 F ULk, V7 F o ERRICHICAOND T 77 4 7%= RH LI
AErid, YR EFELE R OERZ1T D 2 &

iy
AMENOEE OBMIRE I AMEYYEICRBA L WA E IRV 7 F oA T 5 2 b, B
P72 FRGIE ST EIEE DIRVEEADIGAIT Y 7 T R &2 5 5 BT 70,
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/IR A R OV L i Yo ] P

KU 7 F AIMOFHENTERFA & Rk, PUBEERRTE 2 2T T % 3/ MR ER L < 13
A 7 E O MR EEE RS 2 A4 2 L THERE L TRET 25 2 &, BiRAREZICHIIL X
B T LN Z 5 rIREMED & 5,

SRR, ARG, HIV BT % OO RN T 5 BerE Tdh 5 H 1%, BEEhfuZicxt
T D HURRIG3EST % FIREME DS & %,

HIV &2 81T 5 Vaxneuvance DZEENE R O FMET — 2 W AT HRETH D, F DK
EDG G2/ T 58 (B EIMEAIBAL (231 % Vaxneuvance D24 ME M OG0 JRMET
—ZIIAFARETIIRWZD, U7 FUHERIIEAN D L ITRETTXETH D,

JRYLFE ) & DB
T R_RTOU 7 F o &k, Vaxneuvance #2FEIZ L - TR TCDO U 7 F U HFE 2 RYGED S 15
T % b DO TIXARVY, Vaxneuvance 11V 7 F UNZE £ D MR EKFEMIF IR L TORTRREZ b

e

F UYL
AAONEDE D120 OF Y 7 AEA RIEImmoL (23mg) Kl TH Y AHMIC 15+
VAT —] THDH,

HWHE AAER

Vaxneuvance [IHMAIOFHiMEA 7 V2 U7 F v (A7 v NUTFo 0 RKEL) &0
B35 ENHHRETH D,

Vaxneuvance & Z DD T 7 F 2 L OB GICET 57— X130,

BN Y 7 F ook o813, BT R Hc&k5T52 8,

S INHEIEIL T 7 F kT D PS8 2 858 SE 5 TR & 5,

I hie Mo OME 3 B

Dy

BB Z %9 % Vaxneuvance D FHRRBRIZIREI TH 5,

BRI I T, IR, IR - JRIR %, ST PER DI I B0 D B4R K O HEH)
RESRIITR STV,

IEHEH O Vaxneuvance D513, LKL ORI 33 2 I ERIRIZE 03 8 © D D IERI Y A7 %
FEIDGEICORGRRTHZ L,
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3L
Vaxneuvance Dt N FHH P ~DOBITICOW TR STV,

xﬂn FJI:
Vaxneuvance 7352 MEREIC MIE 98BN R 3 2 IR X7, T v N CTOIERBKRFEER CliE
BEREBIIREINZ - T,

SRR S ORI A ZE ~ 0D S %88

Vaxneuvance O F 7% B B B D JEHR S OB ESE I LIE TR W UL T ENLTH D, L
L. 4.85 RIS (ZFL S AV O—E8I%, B B o0 8#EiR & ORI E DO RE ) I —IRFRIT 52
Bl KAFT A REMED B %

| St

60 Dl RFRER T, 187 LL L D REFE R A K& OV % 5 2 B 5 D A N 7,136 45 % xf G2 & L T
Vaxneuvance DZZEMZ 7 L7-, F7=. BIOKRER T, HIV 289 5185 LL_ ED R A30241 53
P < A7z, 5,6306 DR A A Vaxneuvance & 85 Z 40, 9 H1,241411L18~495%, 1,911411X50~64
Jﬁ%/t 2,478011 X655 LA _ETdh - 7=, Vaxneuvance & #% 5 SV HBRE D 5 B 18~495% THIZIHEIE

. IREREREDO U AT KTFOHN0 (n=285), 1 (n=620), XiF2LLE (n=229) THo=DOMN
11MWT%D:mv%ﬁ#émﬁuiwmkﬂwﬂﬂf%otoS%Mﬂww R D 7 T K
FEFThH V| 377TENTRRER RO VFELL LRI 230G REKE ZHEDY 7 5 (PPV23) DOHfdEELZ A L
Tz,

Vaxneuvance % 125 b @B E IR E SN EIKGIE. FRICHE L0 TH 5, TR
DFERAT Tl b mBEEE CTd o T2 BIBUGIE, TESTERAET (64.6%) . 157 (23.4%) . MR (20.7%) .
SEIR (17.3%) . VESHROLIERR (16.1%) . HEFBAALEE (11.3%) K OEfEH (7.9%) Thol-, &
RNZBLE LIRSS O SRR3R E (FRE I RE X) Th Y | BEMIFITE > 72 GALN),
HEORISS (BHEOIEB 21T 5 ERXIIKE S 10em 22 2 F5 L ER) IARER T 07
7 MMZEBWTLS%DRNITHE LT,

R Tl R & e TRIRES O3 B FE MK - 72,

sl

Bl S DEEGE

FANCHE LT RPE X N ORI S, V7 F o B8fERIcEn NS B A48 B, &
A Sz, FANIHE L TOWRWEIRISIE, V27 FoEflkl4AMEZxg s Lz, TRIT
Vaxneuvance DHEfE 25 17 72 i N (S05ELL_E4.389%1 K ON18~495%1,2411]) Zxtg L LI=T7T2DER
RERP DR ONT RN T — 212 E5<,

REHEIIULTOERBY THD -
T ABN5 (1/1084 1)
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E<HsND (1710084 E~1/10415)
FEAEBLNR (1/1,00080 E~1/100A4)
Rl 505 (1/10,00080_E~1/1,0004if)
WD TRl A B (1/10,000A47)

A (AFARIBER T —# D LHEE R HE

& 1.6-5 BIRICDIEEREF (JRX Table 1)

AP | EEE Bl S 44
Ty R E Flo A Hivd RIS EHIRIE, WAL, MR R &
O UIE S i
iR T s D TELADLND GV
IEEAEHRLNIRN FEMED T
B2 $5 OV T AR Ak IEE AR Bz
A e IEEAEHRLNIRN LT ME:
B kRIS KON ALk RE | o TR A BD 1 P
= < Auns AR
—i% - RHEEB LIRS | O TEI<ALND TESEALIAT | 207 VRSB IEAR, 1
AL DR RE SN ALEE
< HBND TR Z 9 FERE
EE AR FEENT | PRSI EE SR P H I
S E, B

"18~495% D NITHRD TL LK 2B D
8~49F DR NIC L b D

RIS B D FGOME

=3 AL DO AR, RIS EE DD FS (suspected adverse reaction) % #5795 Z SIFEET
BB, THIZKVHKEKMDY R « XX T v bRTUAZEMPRIL TE=F Y 7T HT L
MDA[BEL 72D, EFRICEH L. Appendix V IZFEHE SNTZEWNHE L AT A& N0 L CRING geb
NoHOLPLEREWMETHZ LR ROLND,

&5
BHREGIZET LT — 21370,

i

1t

~

&
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

VAXNEUVANCE™ (Pneumococcal 15-valent Conjugate Vaccine)
Suspension for Intramuscular Injection
Initial U.S. Approval: 2021

INDICATIONS AND USAGE
VAXNEUVANCE™ is a vaccine indicated for active immunization for the
prevention of invasive disease caused by Streptococcus pneumoniae
serotypes 1, 3, 4, 5, 6A, 6B, 7F, 9V, 14, 18C, 19A, 19F, 22F, 23F and
33F in adults 18 years of age and older. (1)

For intramuscular use only.
Administer a single 0.5 mL dose. (2.1)

--------------------- DOSAGE FORMS AND STRENGTHS ---------------------
Suspension for injection (0.5 mL dose), supplied as a single-dose
prefilled syringe. (3)

CONTRAINDICATIONS
Severe allergic reaction (e.g., anaphylaxis) to any component of
VAXNEUVANCE or to diphtheria toxoid. (4)

ADVERSE REACTIONS

The most commonly reported solicited adverse reactions:

e inindividuals 18 through 49 years of age were: injection-site pain
(75.8%), fatigue (34.3%), myalgia (28.8%), headache (26.5%),
injection-site swelling (21.7%), injection-site erythema (15.1%) and
arthralgia (12.7%). (6.1)

. in individuals 50 years of age and older were: injection-site pain
(66.8%), myalgia (26.9%), fatigue (21.5%), headache (18.9%),
injection-site swelling (15.4%), injection-site erythema (10.9%) and
arthralgia (7.7%). (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.

See 17 for PATIENT COUNSELING INFORMATION and
FDA-approved patient labeling.

Revised:

FULL PRESCRIBING INFORMATION: CONTENTS*
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

VAXNEUVANCE™ is indicated for active immunization for the prevention of invasive disease caused by
Streptococcus pneumoniae serotypes 1, 3, 4, 5, 6A, 6B, 7F, 9V, 14, 18C, 19A, 19F, 22F, 23F and 33F in
adults 18 years of age and older.

2 DOSAGE AND ADMINISTRATION
For intramuscular use only.

21 Dosage
Administer a single 0.5 mL dose.

2.2 Administration

Hold the prefilled syringe horizontally and shake vigorously immediately prior to use to obtain an opalescent
suspension in the prefilled syringe. Do not use the vaccine if it cannot be resuspended. Parenteral drug
products should be inspected visually for particulate matter and discoloration prior to administration. Do not
use if particulate matter or discoloration is observed.

3 DOSAGE FORMS AND STRENGTHS

VAXNEUVANCE is a suspension for intramuscular injection supplied in a 0.5 mL single-dose prefilled
syringe.

4 CONTRAINDICATIONS

Do not administer VAXNEUVANCE to individuals with a severe allergic reaction (e.g., anaphylaxis) to any
component of VAXNEUVANCE or to diphtheria toxoid. [See Description (11).]

5 WARNINGS AND PRECAUTIONS

5.1 Altered Inmunocompetence

Some individuals with altered immunocompetence, including those receiving immunosuppressive therapy,
may have a reduced immune response to VAXNEUVANCE. [See Drug Interactions (7.1) and Use in
Specific Populations (8.6).]

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in
the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may
not reflect the rates observed in practice.

The most commonly reported solicited adverse reactions in individuals 18 through 49 years of age were:
injection-site pain (75.8%), fatigue (34.3%), myalgia (28.8%), headache (26.5%), injection-site swelling
(21.7%), injection-site erythema (15.1%) and arthralgia (12.7%).

The most commonly reported solicited adverse reactions in individuals 50 years of age and older were:
injection-site pain (66.8%), myalgia (26.9%), fatigue (21.5%), headache (18.9%), injection-site swelling
(15.4%), injection-site erythema (10.9%) and arthralgia (7.7%).

Safety Assessment in Clinical Studies

The safety of VAXNEUVANCE was assessed in 7 randomized, double-blind clinical studies conducted in
the Americas, Europe and Asia Pacific, in which 5,630 adults 18 years of age and older received
VAXNEUVANCE and 1,808 adults received Prevnar 13 [Pneumococcal 13-valent Conjugate Vaccine
(Diphtheria CRM+1g7 Protein)]. In Studies 1-3 (NCT03950622, NCT03950856, and NCT03480763), a total
of 3,032 adults 50 years of age and older with no history of pneumococcal vaccination received
VAXNEUVANCE and 1,154 participants received Prevnar 13. In Study 4 (NCT03547167), adults
18 through 49 years of age with no history of pneumococcal vaccination, including individuals with
increased risk of developing pneumococcal disease, received VAXNEUVANCE (N=1,134) or Prevnar 13
(N=378), followed by PNEUMOVAX 23 six months later. In Study 5 (NCT02573181), adults 65 years of age




and older previously vaccinated with PNEUMOVAX 23 (at least 1 year prior to study entry) received
VAXNEUVANCE (N=127) or Prevnar 13 (N=126). In Study 6 (NCT03615482), adults 50 years of age and
older received VAXNEUVANCE concomitantly with a seasonal inactivated quadrivalent influenza vaccine
(Fluarix Quadrivalent; QIV) (Group 1, N=600) or nonconcomitantly 30 days after QIV (Group 2, N=585). In
this study population, 20.9% of individuals had a history of prior vaccination with PNEUMOVAX 23. In
Study 7 (NCT03480802), HIV-infected adults 18 years of age and older received VAXNEUVANCE (N=152)
or Prevnar 13 (N=150), followed by PNEUMOVAX 23 two months later.

The clinical studies included adults with stable underlying medical conditions (e.g., diabetes mellitus, renal
disorders, chronic heart disease, chronic liver disease, chronic lung disease including asthma) and/or
behavioral risk factors (e.g., smoking, increased alcohol use) that are known to increase the risk of
pneumococcal disease. Overall, the mean age of the participants was 58 years and 54.6% were female.
The racial distribution was as follows: 72.3% were White, 9.9% were Asian, 8.1% were American Indian or
Alaska Native, 7.4% were Black or African American, and 18.1% were of Hispanic or Latino ethnicity.

In all studies, safety was monitored using a Vaccination Report Card (VRC) for up to 14 days
postvaccination. Study investigators reviewed the VRC with the participants 15 days postvaccination to
ensure consistency with protocol definitions. The analyses presented in Tables 1-3 below reflect the
information based on the final assessment by the study investigators. Oral body temperature and
injection-site adverse reactions were solicited on Day 1 through Day 5 postvaccination. Systemic adverse
reactions were solicited on Day 1 through Day 14 postvaccination. Unsolicited adverse events were
reported on Day 1 through Day 14 postvaccination.

The duration of the safety follow-up period for serious adverse events postvaccination with
VAXNEUVANCE was 1 month in Study 5; 2 months in Study 7; 6 months in Studies 1, 2, 4 and 6; and
12 months in Study 3.

Solicited Adverse Reactions

The percentage of participants with solicited adverse reactions that occurred within 5 or 14 days following
administration of VAXNEUVANCE or Prevnar 13 in 3 studies are shown in Tables 1-3. The maijority of
solicited adverse reactions lasted <3 days.




Table 1: Percentage of Participants with Solicited Local and Systemic Adverse Reactions in Pneumococcal
Vaccine-Naive Adults 50 Years of Age and Older (Study 2)*

VAXNEUVANCE (%) Prevnar 13 (%)
N=2,103 N=230

Local Reactions®
Pain

Any 66.8 52.2

Grade 3* 0.9 0.0
Erythema

Any 10.9 9.6

>10 cm 0.6 0.4
Swelling

Any 15.4 14.3

>10cm 0.2 0.0
Systemic Reactions$
Fatigue

Any 21.5 22.2

Grade 3* 0.7 0.9
Headache

Any 18.9 18.7

Grade 3* 0.8 0.0
Myalgia

Any 26.9 21.7

Grade 3*f 0.4 0.0
Arthralgia

Any 7.7 5.7

Grade 3* 0.2 0.0
Fevert 1

2>38.0°C and <38.5°C 0.6 0.4

2>38.5°C and <39.0°C 0.1 0.0

239.0°C 0.0 0.0

* Study 2 (NCT03950856) was a randomized (9:1), double-blind, active comparator-controlled, lot to lot consistency study. Safety
was monitored using a Vaccination Report Card (VRC) for up to 14 days postvaccination. The table represents the final assessment
by the study investigators upon review of the VRC 15 days postvaccination, to ensure consistency with protocol definitions.

T Solicited on Day 1 through Day 5 postvaccination

* Any use of narcotic pain reliever or prevents daily activity

§ Solicited on Day 1 through Day 14 postvaccination

T Percentages are based on the number of participants with temperature data

N=Number of participants vaccinated



Table 2: Percentage of Participants with Solicited Local and Systemic Adverse Reactions in Pneumococcal
Vaccine-Naive Adults 18 to 49 Years of Age With or Without Risk Factors for Pneumococcal Disease

(Study 4)*
VAXNEUVANCE (%) Prevnar 13 (%)
N=1,134 N=378

Local Reactions?
Pain

Any 75.8 68.8

Grade 3% 1.1 1.6
Erythema

Any 15.1 14.0

>10 cm 0.5 0.3
Swelling

Any 21.7 22.2

>10 cm 0.4 0.5
Systemic Reactions$
Fatigue

Any 34.3 36.8

Grade 3* 1.0 0.8
Headache

Any 26.5 24.9

Grade 3 0.8 0.5
Myalgia

Any 28.8 26.5

Grade 3* 0.3 0.5
Arthralgia

Any 12.7 11.6

Grade 3* 0.4 0.0
Fevert 1

2>38.0°C and <38.5°C 1.0 0.3

238.5°C and <39.0°C 0.3 0.0

239.0°C 0.2 0.0

* Study 4 (NCT03547167) was a randomized (3:1), double-blind, descriptive study. Safety was monitored using a Vaccination
Report Card (VRC) for up to 14 days postvaccination. The table represents the final assessment by the study investigators upon
review of the VRC 15 days postvaccination, to ensure consistency with protocol definitions.

T Solicited on Day 1 through Day 5 postvaccination

* Any use of narcotic pain reliever or prevents daily activity

§ Solicited on Day 1 through Day 14 postvaccination

T Percentages are based on the number of participants with temperature data

N=Number of participants vaccinated



Table 3: Percentage of Participants with Solicited Local and Systemic Adverse Reactions in Adults 65 Years
of Age and Older with Previous Pneumococcal Vaccination (Study 5)*

VAXNEUVANCE (%) Prevnar 13 (%)
N=127 N=126

Local Reactions®
Pain

Any 55.1 44 .4

Grade 3* 0.8 0.0
Erythema

Any 79 71

>10 cm 0.8 0.0
Swelling

Any 14.2 6.3

>10 cm 0.0 0.0
Systemic Reactions$
Fatigue

Any 18.1 19.0

Grade 3* 0.0 0.0
Headache

Any 13.4 15.9

Grade 3* 0.0 0.0
Myalgia

Any 15.7 111

Grade 3*f 0.8 0.0
Arthralgia

Any 5.5 8.7

Grade 3* 0.0 0.0
Fevert 1

2>38.0°C and <38.5°C 1.6 0.0

>38.5°C and <39.0°C 0.0 0.0

239.0°C 0.0 0.0

* Study 5 (NCT02573181) was a randomized, double-blind, descriptive study. Safety was monitored using a Vaccination Report
Card (VRC) for up to 14 days postvaccination. The table represents the final assessment by the study investigators upon review of
the VRC 15 days postvaccination, to ensure consistency with protocol definitions.

T Solicited on Day 1 through Day 5 postvaccination

* Any use of narcotic pain reliever or prevents daily activity

§ Solicited on Day 1 through Day 14 postvaccination

T Percentages are based on the number of participants with temperature data

N=Number of participants vaccinated

Unsolicited Adverse Reactions
Across all studies, injection-site pruritus was reported to occur in up to 2.8% of adults vaccinated with
VAXNEUVANCE.

Serious Adverse Events

Across all studies, among participants 18 years of age and older who received VAXNEUVANCE (excluding
those who received QIV concomitantly; N=5,030) or Prevnar 13 (N=1,808), serious adverse events within
30 days postvaccination were reported by 0.4% of VAXNEUVANCE recipients and by 0.7% of Prevnar 13
recipients. In a subset of these studies, among those who received VAXNEUVANCE (N=4,751) and
Prevnar 13 (N=1,532), serious adverse events within 6 months postvaccination were reported by 2.5% of
VAXNEUVANCE recipients and by 2.4% of Prevnar 13 recipients.

There were no notable patterns or numerical imbalances between vaccination groups for specific categories
of serious adverse events that would suggest a causal relationship to VAXNEUVANCE.

Safety with Concomitant Influenza Vaccine Administration
The safety profile was similar when VAXNEUVANCE was administered with or without inactivated
quadrivalent influenza vaccine.




7 DRUG INTERACTIONS

7.1  Immunosuppressive Therapies
Immunosuppressive therapies may reduce the immune response to this vaccine [see Warnings and
Precautions (5.1)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2 to 4% and 15 to 20%, respectively.

There are no adequate and well-controlled studies of VAXNEUVANCE in pregnant women. Available data
on VAXNEUVANCE administered to pregnant women are insufficient to inform vaccine-associated risks in
pregnancy.

Developmental toxicity studies have been performed in female rats administered a human dose of
VAXNEUVANCE on four occasions; twice prior to mating, once during gestation and once during lactation.
These studies revealed no evidence of harm to the fetus due to VAXNEUVANCE [see Animal Data below].

Data

Animal Data

Developmental toxicity studies have been performed in female rats. In these studies, female rats received
a human dose of VAXNEUVANCE by intramuscular injection on day 28 and day 7 prior to mating, and on
gestation day 6 and on lactation day 7. No vaccine related fetal malformations or variations were observed.
No adverse effect on pup weight up to post-natal day 21 was noted.

8.2 Lactation

Risk Summary

Human data are not available to assess the impact of VAXNEUVANCE on milk production, its presence in
breast milk, or its effects on the breastfed child. The developmental and health benefits of breastfeeding
should be considered along with the mother’s clinical need for VAXNEUVANCE and any potential adverse
effects on the breastfed child from VAXNEUVANCE or from the underlying maternal condition. For
preventive vaccines, the underlying condition is susceptibility to disease prevented by the vaccine.

8.4 Pediatric Use
The safety and effectiveness of VAXNEUVANCE in individuals younger than 18 years of age have not been
established.

8.5 Geriatric Use
Of the 4,389 individuals aged 50 years and older who received VAXNEUVANCE, 2,478 (56.5%) were
65 years and older, and 479 (10.9%) were 75 years and older [see Adverse Reactions (6.1) and Clinical
Studies (14.1)]. Overall, there were no clinically meaningful differences in the safety profile or immune
responses observed in older individuals (65 to 74 years and 75 years of age and older) when compared to
younger individuals.

8.6 Individuals at Increased Risk for Pneumococcal Disease

Adults with HIV Infection

In a double-blind, descriptive study (Study 7), the safety and immunogenicity of VAXNEUVANCE were
evaluated in pneumococcal vaccine-naive HIV-infected adults 18 years of age and older, with CD4+ T-cell
count =50 cells per microliter and plasma HIV RNA value <50,000 copies/mL. Participants were randomized
to receive VAXNEUVANCE (N=152) or Prevnar 13 (N=150), followed by PNEUMOVAX 23 two months
later [see Adverse Reactions (6.1)]. Anti-pneumococcal opsonophagocytic activity (OPA) geometric mean
antibody titers (GMTs) were higher after administration of VAXNEUVANCE, compared to pre-vaccination,
for the 15 serotypes contained in VAXNEUVANCE. After sequential administration with PNEUMOVAX 23,
OPA GMTs observed at 30 days after PNEUMOVAX 23 vaccination were numerically similar between the
two vaccination groups for all 15 serotypes contained in VAXNEUVANCE. The safety profile of




VAXNEUVANCE was similar between the two vaccination groups. The effectiveness of VAXNEUVANCE
in HIV-infected individuals has not been evaluated.

11  DESCRIPTION

VAXNEUVANCE (Pneumococcal 15-valent Conjugate Vaccine) is a sterile suspension of purified capsular
polysaccharides from S. pneumoniae serotypes 1, 3, 4, 5, 6A, 6B, 7F, 9V, 14, 18C, 19A, 19F, 22F, 23F,
and 33F individually conjugated to CRM197. Each pneumococcal capsular polysaccharide is activated via
sodium metaperiodate oxidation and then individually conjugated to CRM1g7 carrier protein via reductive
amination. CRM197 is a non-toxic variant of diphtheria toxin (originating from Corynebacterium diphtheriae
C7) expressed recombinantly in Pseudomonas fluorescens.

Each of the fifteen serotypes is manufactured independently using the same manufacturing steps with slight
variations to accommodate for differences in strains, polysaccharides and process stream properties. Each
S. pneumoniae serotype is grown in media containing yeast extract, dextrose, salts and soy peptone. Each
polysaccharide is purified by a series of chemical and physical methods. Then each polysaccharide is
chemically activated and conjugated to the carrier protein CRM197 to form each glycoconjugate. CRM1o7 is
isolated from cultures grown in a glycerol-based, chemically-defined, salt medium and purified by
chromatography and ultrafiltration. The final vaccine is prepared by blending the fifteen glycoconjugates
with aluminum phosphate adjuvant in a final buffer containing histidine, polysorbate 20 and sodium chloride.

Each 0.5 mL dose contains 2.0 mcg each of S. pneumoniae polysaccharide serotypes 1, 3, 4, 5, 6A, 7F,
9V, 14, 18C, 19A, 19F, 22F, 23F, and 33F, and 4.0 mcg of polysaccharide serotype 6B, 30 mcg of CRM1e7
carrier protein, 1.55 mg L-histidine, 1 mg of polysorbate 20, 4.50 mg sodium chloride, and 125 mcg of
aluminum as aluminum phosphate adjuvant. VAXNEUVANCE does not contain any preservatives.

The tip cap and plunger stopper of the prefilled syringe are not made with natural rubber latex.
12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
Protection against invasive disease is conferred mainly by opsonophagocytic killing of S. pneumoniae.
VAXNEUVANCE induces opsonophagocytic activity against the serotypes contained in the vaccine.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

VAXNEUVANCE has not been evaluated for carcinogenic or mutagenic potential or for impairment of male
fertility in animals. VAXNEUVANCE administered to female rats had no effect on fertility [see Use in Specific
Populations (8.1)].

14 CLINICAL STUDIES

Immune responses elicited by VAXNEUVANCE and Prevnar 13 were measured by a multiplexed
opsonophagocytic antibody assay (MOPA) for the 15 pneumococcal serotypes contained in
VAXNEUVANCE pre- and post- vaccination.

14.1 Clinical Trials in Pneumococcal Vaccine-Naive Adults

Study 1

Study 1 assessed serotype-specific opsonophagocytic activity (OPA) responses for each of the
15 serotypes contained in VAXNEUVANCE at 30 days postvaccination in a double-blind, active
comparator-controlled study that enrolled pneumococcal vaccine-naive participants 50 years of age and
older. Participants were randomized to receive either VAXNEUVANCE (N=604) or Prevnar 13 (N=601) at
sites in USA, Canada, Spain, Taiwan, and Japan. The mean age of participants was 66 years and 57.3%
were female. The racial distribution was as follows: 67.7% were White, 25.1% were Asian, 6.1% were Black
or African American and 22.0% were of Hispanic or Latino ethnicity.

Table 4 summarizes the OPA geometric mean antibody titers (GMTs) at 30 days postvaccination for the
15 serotypes contained in VAXNEUVANCE. The study demonstrated that VAXNEUVANCE is noninferior



to Prevnar 13 for the 13 shared serotypes and induces statistically significantly greater OPA GMTs
compared to Prevnar 13 for shared serotype 3 and for the 2 unique serotypes (22F, 33F).

Table 4: Serotype-Specific OPA GMTs in Pneumococcal Vaccine-Naive Adults 50 Years of Age and Older

(Study 1)
Pneumococcal VAXNEUVANCE Prevnar 13 GMT Ratio*
Serotype (N =602) (N = 600) (VAXNEUVANCE/Prevnar 13)
n GMT* n GMT* (95% CI)*
Serotype’
1 598 257 598 321 0.80 (0.66, 0.97)
3+ 598 215 598 133 1.62 (1.40, 1.87)
4 598 1109 598 1633 0.68 (0.57, 0.80)
5 598 445 598 560 0.79 (0.64, 0.98)
6A 596 5371 596 5276 1.02 (0.85, 1.22)
6B 598 3984 598 3179 1.25 (1.04, 1.51)
7F 596 4575 596 5830 0.78 (0.68, 0.90)
Vv 598 1809 597 2193 0.83 (0.71, 0.96)
14 598 1976 598 2619 0.75 (0.64, 0.89)
18C 598 2749 598 2552 1.08 (0.91, 1.27)
19A 598 3177 597 3921 0.81 (0.70, 0.94)
19F 598 1688 598 1884 0.90 (0.77, 1.04)
23F 598 2029 598 1723 1.18 (0.96, 1.44)
Additional Serotypes$

22F 594 2381 585 73 32.52 (25.87, 40.88)
33F 598 8010 597 1114 7.19 (6.13, 8.43)

* GMTs, GMT ratio, and 95% ClI are estimated from a cLDA model.

T Non-inferiority for the 13 shared serotypes was met if the lower bound of the 95% CI for the GMT ratio
(VAXNEUVANCE/Prevnar 13) was > 0.5.

* Statistically significantly greater OPA GMT for serotype 3 was based on the lower bound of the 95% Cl for the estimated GMT
ratio (VAXNEUVANCE/Prevnar 13) > 1.2.

§ Statistically significantly greater OPA GMTs for serotypes 22F and 33F was based on the lower bound of the 95% ClI for the
estimated GMT ratio (VAXNEUVANCE/Prevnar 13) > 2.0.

N=Number of participants randomized and vaccinated; n=Number of participants contributing to the analysis that had at least one
pre-dose OPA measurement (VAXNEUVANCE, n=537-597; Prevnar 13, n=545-595) or post-dose OPA measurement
(VAXNEUVANCE, n=568-580; Prevnar 13, n=528-574).

Cl=confidence interval; cLDA=constrained longitudinal data analysis; GMT=geometric mean titer; OPA=opsonophagocytic activity

Study 3
In a double-blind, active comparator-controlled, descriptive study (Study 3), pneumococcal vaccine-naive

adults 50 years of age and older were randomized to receive either VAXNEUVANCE (N=327) or Prevnar 13
(N=325), followed by PNEUMOVAX 23 one year later.

Following vaccination with PNEUMOVAX 23, OPA GMTs were numerically similar between the two
vaccination groups for the 15 serotypes in VAXNEUVANCE.

Study 4
In a double-blind, descriptive study (Study 4), adults 18 through 49 years of age, including individuals with

increased risk of developing pneumococcal disease, were randomized to receive VAXNEUVANCE
(N=1,135) or Prevnar 13 (N=380), followed by PNEUMOVAX 23 six months later [see Adverse Reactions
(6.1)]. Among those who received VAXNEUVANCE, 620 participants had one risk factor and
228 participants had two or more risk factors for pneumococcal disease.

Table 5 presents OPA GMTs in the overall study population for each of the 15 serotypes 30 days following
vaccination with VAXNEUVANCE or Prevnar 13.



Table 5: Serotype-Specific OPA GMTs in Pneumococcal Vaccine-Naive Adults 18 through 49 Years of Age
With or Without Risk Factors for Pneumococcal Disease (Study 4)

Pneumococcal VAXNEUVANCE Prevnar 13
Serotype (N =1,133) (N =379
n Observed 95% CI* n Observed 95% CI*
GMT GMT
Serotype
1 1004 267 (242, 295) 337 267 (220, 324)
3 990 198 (184, 214) 336 150 (129, 173)
4 1001 1401 (1294, 1517) 338 2568 (2268, 2908)
5 1003 560 (508, 618) 339 731 (613, 873)
B6A 994 12763 (11772, 13838) 333 11313 (9739, 13141)
6B 999 10164 (9486, 10891) 338 6958 (5987, 8086)
7F 1004 5725 (5382, 6090) 338 7583 (6762, 8503)
)\ 1000 3353 (3132, 3590) 339 3969 (3541, 4449)
14 1001 5245 (4860, 5660) 339 5863 (5191, 6623)
18C 999 5695 (5314, 6103) 339 3050 (2685, 3465)
19A 1001 5335 (4985, 5710) 339 5884 (5221, 6632)
19F 1003 3253 (3051, 3468) 339 3272 (2949, 3631)
23F 1001 4828 (4443, 5247) 337 3876 (3323, 4521)
Additional
Serotypes
22F 991 3939 (3654, 4246) 317 291 (221, 383)
33F 999 11734 (10917, 12612) 334 2181 (1826, 2606)

* The within-group 95% Cls are obtained by exponentiating the Cls of the mean of the natural log values based on the t-distribution.
N=Number of participants randomized and vaccinated; n=Number of participants contributing to the analysis.
Cl=confidence interval; GMT=geometric mean titer; OPA=opsonophagocytic activity.

Following vaccination with PNEUMOVAX 23, the OPA GMTs for the 15 serotypes in VAXNEUVANCE were
numerically similar among subjects who had received VAXNEUVANCE or Prevnar 13 for the first
vaccination.

14.2 Concomitant Vaccination

In a double-blind, randomized study (Study 6), adults 50 years of age and older were randomized to receive
VAXNEUVANCE concomitantly administered with a seasonal inactivated quadrivalent influenza vaccine
(Fluarix Quadrivalent; QIV) (Group 1, N=600) or VAXNEUVANCE 30 days after receiving QIV (Group 2,
N=600) [see Adverse Reactions (6)]. Pneumococcal vaccine serotype OPA GMTs were evaluated 30 days
after VAXNEUVANCE and influenza vaccine strain hemagglutinin inhibition assay (HAI) GMTs were
evaluated 30 days after QIV. The noninferiority criteria for the comparisons of GMTs [lower limit of the 2-
sided 95% confidence interval (Cl) of the GMT ratio (Group 1/Group 2) >0.5] were met for the
15 pneumococcal serotypes in VAXNEUVANCE and for the 4 influenza vaccine strains tested.

16 HOW SUPPLIED/STORAGE AND HANDLING

VAXNEUVANCE is supplied as follows:
Carton of one 0.5 mL single-dose prefilled Luer Lock syringes with tip caps. NDC 0006-4329-02
Carton of ten 0.5 mL single-dose prefilled Luer Lock syringes with tip caps. NDC 0006-4329-03

Store refrigerated at 2°C to 8°C (36°F to 46°F).

Do not freeze. Protect from light.

The tip cap and plunger stopper of the prefilled syringe are not made with natural rubber latex.
17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Patient Information).

Discuss the following with the patient:
o Provide the required vaccine information to the patient.
o Inform the patient of the benefits and risks associated with vaccination.
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« Inform the patient that vaccination with VAXNEUVANCE may not protect all vaccine recipients.

« Instruct the patient to report any serious adverse reactions to their healthcare provider who in turn
should report such events to the vaccine manufacturer or the U.S. Department of Health and Human
Services through the Vaccine Adverse Event Reporting System (VAERS), 1-800-822-7967, or report
online at www.vaers.hhs.gov.

Manufactured by: Merck Sharp & Dohme Corp., a subsidiary of
€9 MERCK & CO. INC., Whitehouse Station, NJ 08889, USA

U.S. license number 0002
For patent information: www.merck.com/product/patent/home.html
The trademarks depicted herein are owned by their respective companies.

Copyright © 2021 Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc.
All rights reserved.

uspi-v114-i-2107r000
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Vaxneuvance suspension for injection in pre-filled syringe
Pneumococcal polysaccharide conjugate vaccine (15-valent, adsorbed)

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

1 dose (0.5 mL) contains:
Pneumococcal polysaccharide serotype 1!
Pneumococcal polysaccharide serotype 3!+
Pneumococcal polysaccharide serotype 4!
Pneumococcal polysaccharide serotype 52
Pneumococcal polysaccharide serotype 6A'2
Pneumococcal polysaccharide serotype 6B~
Pneumococcal polysaccharide serotype 7F !
Pneumococcal polysaccharide serotype 9V !
Pneumococcal polysaccharide serotype 14!
Pneumococcal polysaccharide serotype 18C!?
Pneumococcal polysaccharide serotype 19A'
Pneumococcal polysaccharide serotype 19F!
Pneumococcal polysaccharide serotype 22F !
Pneumococcal polysaccharide serotype 23F !
Pneumococcal polysaccharide serotype 33F!

2.0 micrograms
2.0 micrograms
2.0 micrograms
2.0 micrograms
2.0 micrograms
4.0 micrograms
2.0 micrograms
2.0 micrograms
2.0 micrograms
2.0 micrograms
2.0 micrograms
2.0 micrograms
2.0 micrograms
2.0 micrograms
2.0 micrograms

!Conjugated to CRM 97 carrier protein. CRM 97 is a nontoxic mutant of diphtheria toxin (originating
from Corynebacterium diphtheriae C7) expressed recombinantly in Pseudomonas fluorescens.
2Adsorbed on aluminium phosphate adjuvant.

1 dose (0.5 mL) contains 125 micrograms aluminium (AI*") and approximately 30 micrograms
CRM, 97 carrier protein.

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Suspension for injection (injection).

The vaccine is an opalescent suspension.
4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Vaxneuvance is indicated for active immunisation for the prevention of invasive disease and
pneumonia caused by Streptococcus pneumoniae in individuals 18 years of age and older.

See sections 4.4 and 5.1 for information on protection against specific pneumococcal serotypes.

The use of Vaxneuvance should be in accordance with official recommendations.

2



4.2  Posology and method of administration

Posology

Individuals 18 years of age and older

1 dose (0.5 mL).
The need for revaccination with a subsequent dose of Vaxneuvance has not been established.

Paediatric population

The safety and efficacy of Vaxneuvance in children and adolescents less than 18 years of age have not
been established.

Special populations

One dose of Vaxneuvance may be given to individuals who have one or more underlying conditions
predisposing them to an increased risk of pneumococcal disease (e.g., adults living with human
immunodeficiency virus (HIV) or immunocompetent adults 18 to 49 years of age with risk factors for
pneumococcal disease; see section 5.1).

Method of administration

The vaccine should be administered by intramuscular injection. The preferred site is the deltoid
muscle of the upper arm.

No data are available for administration via the subcutaneous or intradermal routes.
For instructions on the handling of the vaccine before administration, see section 6.6.
4.3 Contraindications

Hypersensitivity to the active substances, to any of the excipients listed in section 6.1, or to any
diphtheria toxoid-containing vaccine.

4.4 Special warnings and precautions for use

Traceability

In order to improve the traceability of biological medicinal products, the name and the batch number
of the administered product should be clearly recorded.

Precaution related to route of administration

Vaxneuvance must not be administered intravascularly.

Anaphylaxis

As with all injectable vaccines, appropriate medical treatment and supervision should always be
readily available in case of a rare anaphylactic event following the administration of the vaccine.

Concurrent illness

Vaccination should be postponed in individuals suffering from acute severe febrile illness or acute
infection. The presence of a minor infection and/or low-grade fever should not delay vaccination.



Thrombocytopenia and coagulation disorders

As with other intramuscular injections, the vaccine should be given with caution to individuals
receiving anticoagulant therapy, or to those with thrombocytopenia or any coagulation disorder such
as haemophilia. Bleeding or bruising may occur following an intramuscular administration in these
individuals.

Immunocompromised individuals

Immunocompromised individuals, whether due to the use of immuno-suppressive therapy, a genetic
defect, HIV infection, or other causes, may have reduced antibody response to active immunisation.

Safety and immunogenicity data for Vaxneuvance are available for individuals living with HIV
infection (see section 5.1). Safety and immunogenicity data for Vaxneuvance are not available for
individuals in other specific immunocompromised groups (e.g., haematopoietic stem cell transplant)
and vaccination should be considered on an individual basis.

Protection

As with any vaccine, vaccination with Vaxneuvance may not protect all vaccine recipients.
Vaxneuvance will only protect against Streptococcus pneumoniae serotypes included in the vaccine
(see sections 2 and 5.1).

Sodium

This medicinal product contains less than 1 mmol sodium (23 milligrams) per dose, i.e. essentially
‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

Vaxneuvance can be administered concomitantly with seasonal quadrivalent influenza vaccine (split
virion, inactivated).

There are no data on the concomitant administration of Vaxneuvance with other vaccines.
Different injectable vaccines should always be administered at different injection sites.
Immunosuppressive therapies may reduce the immune responses to vaccines.

4.6 Fertility, pregnancy, and lactation

Pregnancy

There is limited experience with the use of Vaxneuvance in pregnant women.

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

Administration of Vaxneuvance in pregnancy should only be considered when the potential benefits
outweigh any potential risks for the mother and the foetus.

Breast-feeding

It is unknown whether Vaxneuvance is excreted in human milk.



Fertility

No human data on the effect of Vaxneuvance on fertility are available. Animal studies in female rats
do not indicate harmful effects (see section 5.3).

4.7 Effects on ability to drive and use machines

Vaxneuvance has no or negligible influence on the ability to drive and use machines. However, some
of the effects mentioned under section 4.8 “Undesirable effects” may temporarily affect the ability to
drive or use machines.

4.8 Undesirable effects

Summary of the safety profile

The safety of Vaxneuvance in healthy and immunocompetent adults was assessed in 6 clinical studies
in 7,136 adults > 18 years of age. An additional clinical study assessed 302 adults > 18 years of age
living with HIV. Vaxneuvance was administered to 5,630 adults; 1,241 were 18 to 49 years of age,
1,911 were 50 to 64 years of age, and 2,478 were 65 years of age and older. Of those who received
Vaxneuvance, 1,134 were immunocompetent adults 18 to 49 years of age who had no (n=285), 1
(n=620) or > 2 (n=229) risk factors for pneumococcal disease and 152 were adults > 18 years of age
living with HIV. In addition, 5,253 adults were pneumococcal vaccine-naive and 377 adults were
previously vaccinated with 23-valent pneumococcal polysaccharide vaccine (PPV23) at least 1 year
prior to enrolment.

The most frequently reported adverse reactions following vaccination with Vaxneuvance were
solicited. In the pooled analysis of the 7 studies, the most frequent adverse reactions were injection-
site pain (64.6%), fatigue (23.4%), myalgia (20.7%), headache (17.3%), injection-site swelling
(16.1%), injection-site erythema (11.3%) and arthralgia (7.9%). The majority of solicited adverse
reactions were mild (based on intensity or size) and of short duration (< 3 days); severe reactions
(defined as an event that prevents normal daily activity or size > 10 cm) occurred in < 1.5% of adults
across the clinical program.

Older adults reported fewer adverse reactions than younger adults.

Tabulated list of adverse reactions

Local and systemic adverse reactions were solicited daily after vaccination for 5 and 14 days,
respectively. Unsolicited adverse reactions were reported for 14 days after vaccination. The table
presented below is based on safety data from 7 clinical studies in adults who received Vaxneuvance,
of whom 4,389 were > 50 years of age and 1,241 were 18 to 49 years of age.

Frequencies are reported as:

- Very common (= 1/10)

- Common (> 1/100 to < 1/10)

- Uncommon (> 1/1,000 to < 1/100)

- Rare (> 1/10,000 to < 1/1,000)

- Very rare (< 1/10,000)

- Not known (cannot be estimated from the available data).



Table 1: Tabulated list of adverse reactions

System Organ Class Frequency Adverse Reactions
Immune system disorders Rare Hypersensitivity reaction including
urticaria, tongue oedema, flushing, and
throat tightness
Nervous system disorders Very Common Headache
Uncommon Dizziness'
Skin and subcutaneous tissue | Uncommon Rash
disorders
Gastrointestinal disorders Uncommon Nausea'
Vomiting
Musculoskeletal and Very Common Myalgia
connective tissue disorders
Common Arthralgia*
General disorders and Very Common Injection-site pain
administration site conditions Fatigue

Injection-site swelling
Injection-site erythema

Common Injection-site pruritus

Uncommon Pyrexia'

Injection-site warmth
Injection-site bruising/haematoma
Chills’

*very common in adults 18 to 49 years of age
fcommon in adults 18 to 49 years of age

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

There are no data with regard to overdose.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: vaccines, pneumococcal vaccines, ATC code: JO7AL02

Mechanism of action

Vaxneuvance contains 15 purified pneumococcal capsular polysaccharides from Streptococcus
pneumoniae (1,3, 4,5, 6A, 6B, 7F, 9V, 14, 18C, 19A, 19F, 22F, 23F, 33F), each conjugated to a
carrier protein (CRM97). Vaxneuvance elicits a T-cell dependent immune response to induce
antibodies that enhance opsonisation, phagocytosis, and killing of pneumococci to protect against
pneumococcal disease.

Clinical immunogenicity in immunocompetent adults > 18 years of age

Immune responses following natural exposure to Streptococcus pneumoniae or following
pneumococcal vaccination can be determined by measuring opsonophagocytic activity (OPA) and
immunoglobulin G (IgG) responses. OPA represents functional antibodies capable of opsonizing
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pneumococcal capsular polysaccharides for presentation to phagocytic cells for engulfment and
subsequent killing, and are considered an important immunologic surrogate measure of protection
against pneumococcal disease in adults. OPA titres are expressed as the reciprocal of the highest
serum dilution that reduces the survival of the pneumococci by at least 50%. A validated multiplex
opsonophagocytic assay (MOPA) was used to measure serotype-specific OPA titres for each of the
15 serotypes in Vaxneuvance.

Five clinical studies (Protocol 007, Protocol 016, Protocol 017, Protocol 019, and Protocol 021)
conducted in the Americas, Europe and Asia Pacific evaluated the immunogenicity of Vaxneuvance in
healthy and immunocompetent adults across different age groups including individuals with or without
previous pneumococcal vaccination. Each clinical study included adults with stable underlying
medical conditions (e.g., diabetes mellitus, renal disorders, chronic heart disease, chronic liver disease,
chronic lung disease including asthma) and/or behavioural risk factors (e.g., current tobacco use,
increased alcohol consumption) that are known to increase the risk of pneumococcal disease.

In each study, immunogenicity was assessed by serotype-specific OPA and IgG responses at 30 days
postvaccination. Study endpoints included OPA geometric mean titres (GMTs) and IgG geometric
mean concentrations (GMCs). The pivotal study (Protocol 019) aimed to show noninferiority of the
OPA GMTs for 12 of 13 serotypes that Vaxneuvance shares with the 13-valent pneumococcal
polysaccharide conjugate vaccine, noninferiority and superiority for the shared serotype 3, and
superiority for serotypes 22F and 33F, unique to Vaxneuvance. Superiority assessment of
Vaxneuvance to the 13-valent pneumococcal polysaccharide conjugate vaccine was based on the
between-group comparisons of OPA GMTs and the proportions of participants with a > 4-fold rise in
serotype-specific OPA titres from prevaccination to 30 days postvaccination.

Pneumococcal vaccine-naive adults

In the pivotal, double-blind, active comparator-controlled study (Protocol 019),

1,205 immunocompetent pneumococcal vaccine-naive subjects > 50 years of age were randomised to
receive Vaxneuvance or the 13-valent pneumococcal polysaccharide conjugate vaccine. The median
age of participants was 66 years (range: 50 to 92 years), with approximately 69% over 65 years of age,
and approximately 12% over 75 years of age. 57.3% were female and 87% reported history of at least
one underlying medical condition.

The study demonstrated that Vaxneuvance is noninferior to the 13-valent pneumococcal
polysaccharide conjugate vaccine for the 13 shared serotypes and superior for the 2 unique serotypes
and for the shared serotype 3. Table 2 summarises the OPA GMTs at 30 days postvaccination. IgG
GMCs were generally consistent with the results observed for the OPA GMTs.



Table 2: Serotype-specific OPA GMTs at 30 days Postvaccination in Pneumococcal
Vaccine-Naive Adults > 50 Years of age (Protocol 019)

Pneumococcal Vaxneuvance 13-valent PCV GMT Ratio*
Serotype (N=602) (N =600) (Vaxneuvance/13-valent PCV)
n ’ GMT* n | GMT* (95% CD)*
13 Shared Serotypes'
1 598 256.3 598 322.6 0.79 (0.66, 0.96)
3t 598 216.2 598 135.1 1.60 (1.38, 1.85)
4 598 1125.6 598 1661.6 0.68 (0.57, 0.80)
5 598 447.3 598 563.5 0.79 (0.64, 0.98)
6A 596 5407.2 598 5424.5 1.00 (0.84, 1.19)
6B 598 4011.7 598 3258.2 1.23 (1.02, 1.48)
7F 597 4617.3 598 5880.6 0.79 (0.68, 0.90)
oV 598 1817.3 597 22329 0.81 (0.70, 0.94)
14 598 1999.3 598 2656.7 0.75 (0.64, 0.89)
18C 598 27577 598 2583.7 1.07 (0.91, 1.26)
19A 598 3194.3 598 3979.8 0.80 (0.70, 0.93)
19F 598 1695.1 598 1917.8 0.88 (0.76, 1.02)
23F 598 2045.4 598 1740.4 1.18 (0.96, 1.44)
2 Serotypes Unique to Vaxneuvance®
22F 594 2375.2 586 74.6 31.83 (25.35,39.97)
33F 598 7994.7 597 1124.9 7.11 (6.07, 8.32)

*GMTs, GMT ratio, and 95% CI are estimated from a cLDA model.

A conclusion of non-inferiority for the 13 shared serotypes is based on the lower bound of the 95% CI for the estimated GMT ratio
(Vaxneuvance/13-valent PCV) being > 0.5.

IA conclusion of superiority for serotype 3 is based on the lower bound of the 95% CI for the estimated GMT ratio
(Vaxneuvance/13-valent PCV) being > 1.2.

SA conclusion of superiority for the 2 unique serotypes is based on the lower bound of the 95% CI for the estimated GMT ratio
(Vaxneuvance/13-valent PCV) being > 2.0.

N=Number of participants randomised and vaccinated; n=Number of participants contributing to the analysis.

Cl=confidence interval, cLDA=constrained longitudinal data analysis; GMT=geometric mean titre (1/dil); OPA=opsonophagocytic
activity; PCV=pneumococcal conjugate vaccine.

In a double-blind, descriptive study (Protocol 017), 1,515 immunocompetent subjects 18 to 49 years of
age with or without risk factors for pneumococcal disease were randomised 3:1 and received
Vaxneuvance or the 13-valent pneumococcal polysaccharide conjugate vaccine, followed by PPV23

6 months later. Risk factors for pneumococcal disease included the following: diabetes mellitus,
chronic heart disease including heart failure, chronic liver disease with compensated cirrhosis, chronic
lung disease including persistent asthma and chronic obstructive pulmonary disease (COPD), current
tobacco use, and increased alcohol consumption. Overall, of those who received Vaxneuvance,

285 (25.2%) had no risk factor, 620 (54.7%) had 1 risk factor, and 228 (20.1%) had 2 or more risk
factors.

Vaxneuvance elicited immune responses to all 15 serotypes contained in the vaccine as assessed by
OPA GMTs (Table 3) and IgG GMCs. OPA GMTs and IgG GMCs were generally comparable
between the two vaccination groups for the 13 shared serotypes and higher in the Vaxneuvance group
for the 2 unique serotypes. Following vaccination with PPV23, OPA GMTs and IgG GMCs were
generally comparable between the two vaccination groups for all 15 serotypes.

In a subgroup analysis based on the number of reported risk factors, Vaxneuvance elicited immune
responses to all 15 serotypes contained in the vaccine as assessed by OPA GMTs and IgG GMCs at
30 days postvaccination in adults with no, 1, or 2 or more risk factors. The results in each subgroup
were generally consistent with those observed in the overall study population. Sequential
administration of Vaxneuvance followed 6 months later by PPV23 was also immunogenic for all
15 serotypes contained in Vaxneuvance.



Table 3: Serotype-specific OPA GMTs at 30 days Postvaccination in Pneumococcal

Vaccine-Naive Adults 18-49 Years of Age With or Without Risk Factors for Pneumococcal
Disease (Protocol 017)

Pneumococcal Vaxneuvance 13-valent PCV
Serotype (N=1,133) (N=379)
n Observed 95% CI* n Observed 95% CI*
GMT GMT
13 Shared Serotypes
1 1019 268.6 (243.7, 296.0) 341 267.2 (220.4, 323.9)
3 1004 199.3 (184.6,215.2) 340 150.6 (130.6, 173.8)
4 1016 1416.0 (1308.9, 1531.8) 342 2576.1 (2278.0, 2913.2)
5 1018 564.8 (512.7, 622.2) 343 731.1 (613.6, 871.0)
6A 1006 12928.8 (11923.4, 14019.0) 335 11282.4 (9718.8, 13097.5)
6B 1014 10336.9 (9649.4,11073.4) 342 6995.7 (6024.7, 8123.2)
7F 1019 5756.4 (5410.4, 6124.6) 342 7588.9 (6775.3, 8500.2)
oV 1015 3355.1 (3135.4,3590.1) 343 3983.7 (3557.8, 4460.7)
14 1016 5228.9 (4847.6, 5640.2) 343 5889.8 (5218.2, 6647.8)
18C 1014 5709.0 (5331.1,6113.6) 343 3063.2 (2699.8, 3475.5)
19A 1015 5369.9 (5017.7, 5746.8) 343 5888.0 (5228.2, 6631.0)
19F 1018 3266.3 (3064.4,3481.4) 343 3272.7 (2948.2,3632.9)
23F 1016 4853.5 (4469.8, 5270.2) 340 3887.3 (3335.8, 4530.0)
2 Serotypes Unique to Vaxneuvance
22F 1005 3926.5 (3645.9, 4228.7) 320 291.6 (221.8, 383.6)
33F 1014 11627.8 (10824.6, 12490.7) 338 2180.6 (1828.7,2600.2)

*The within-group 95% Cls are obtained by exponentiating the CIs of the mean of the natural log values based on the t-distribution.
N=Number of participants randomised and vaccinated; n=Number of participants contributing to the analysis.
Cl=confidence interval; GMT=geometric mean titre (1/dil); OPA=opsonophagocytic activity; PCV=pneumococcal conjugate vaccine.

Sequential administration of pneumococcal vaccines in adults

The sequential administration of Vaxneuvance followed by PPV23 was assessed in Protocol 016,
Protocol 017 (see section 5.1, Preumococcal vaccine-naive adults), and Protocol 018 (see section 5.1,
Adults living with HIV).

In a double-blind, active comparator-controlled study (Protocol 016), 652 pneumococcal
vaccine-naive subjects > 50 years of age were randomised to receive Vaxneuvance or the 13-valent
pneumococcal polysaccharide conjugate vaccine, followed by PPV23 one year later.

Following vaccination with PPV23, OPA GMTs and IgG GMCs were comparable between the two
vaccination groups for all 15 serotypes in Vaxneuvance.

Immune responses elicited by Vaxneuvance persisted up to 12 months postvaccination as assessed by
OPA GMTs and IgG GMCs. Serotype-specific OPA GMTs declined over time, as they were lower at
Month 12 than Day 30, but remained above baseline levels for all the serotypes contained in either
Vaxneuvance or the 13-valent pneumococcal polysaccharide conjugate vaccine. OPA GMTs and IgG
GMCs were generally comparable between the intervention groups at Month 12 for the 13 shared
serotypes and higher for the 2 unique serotypes among recipients of Vaxneuvance.

Adults with prior pneumococcal vaccination

In a double-blind, descriptive study (Protocol 007), 253 subjects > 65 years of age who were
previously vaccinated with PPV23 at least one year prior to study entry were randomised to receive
Vaxneuvance or the 13-valent pneumococcal polysaccharide conjugate vaccine.



IgG GMCs and OPA GMTs were generally comparable between the two vaccination groups for the
13 shared serotypes and higher in the Vaxneuvance group for the 2 unique serotypes.

In a clinical study, in which another PCV was administered < 1 year after PPV23, reduced immune
responses were observed for the common serotypes compared to immune responses observed when

PCV was given either alone or before PPV23. The clinical significance of this is unknown.

Clinical immunogenicity in special populations

Adults living with HIV

In a double-blind, descriptive study (Protocol 018), 302 pneumococcal vaccine-naive subjects

> 18 years of age living with HIV with CD4+ T-cell count > 50 cells/uL and plasma HIV ribonucleic
acid (RNA) < 50,000 copies/mL were randomised to receive Vaxneuvance or the 13-valent
pneumococcal polysaccharide conjugate vaccine, followed by PPV23 2 months later. The majority of
participants had a CD4+ T-cell count > 200 cells/uL; 4 (1.3%) had a CD4+ T-cell count > 50 to
<200 cells/uL, 152 (50.3%) had a CD4+ T-cell count > 200 to < 500 cells/pL, and 146 (48.3%) had a
CD4+ T-cell count > 500 cells/uL.

Vaxneuvance elicited immune responses to all 15 serotypes contained in the vaccine as assessed by
OPA GMTs and IgG GMCs at 30 days postvaccination. Immune responses seen in the HIV-infected
participants were consistently lower compared to healthy participants but comparable for both
vaccination groups, except for serotype 4. OPA GMT and IgG GMC for serotype 4 were lower for
Vaxneuvance. After sequential administration with PPV23, OPA GMTs and IgG GMCs were
generally comparable between the two vaccination groups for all 15 serotypes.

5.2 Pharmacokinetic properties

Not applicable.

5.3 Preclinical safety data

Non-clinical study data revealed no hazard for humans based on conventional studies of repeated dose
toxicity and toxicity to reproduction and development.

Vaxneuvance administered to female rats had no effects on mating performance, fertility,
embryonic/foetal development, or development of the offspring.

Vaxneuvance administered to pregnant female rats resulted in detectable antibodies to all 15 serotypes
in offspring. This was attributable to the acquisition of maternal antibodies via placental transfer
during gestation and possibly via lactation.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Sodium chloride (NaCl)

L-histidine

Polysorbate 20

Water for injections

For adjuvant, see section 2.

6.2 Incompatibilities

In the absence of compatibility studies, this vaccine must not be mixed with other medicinal products.
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6.3  Shelf life

2 years

6.4 Special precautions for 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.

Vaxneuvance should be administered as soon as possible after being removed from the refrigerator.

In the event of temporary temperature excursions, stability data indicate that Vaxneuvance is stable at
temperatures up to 25 °C for 48 hours.

6.5 Nature and contents of container

0.5 mL suspension in pre-filled syringe (Type I glass) with a plunger stopper (latex-free bromobutyl
rubber) and a tip cap (latex-free styrene-butadiene rubber).

Pack sizes of 1 or 10 pre-filled syringes, either without needles, with 1 separate needle, or with
2 separate needles.
Multipacks containing 50 (5 packs of 10) pre-filled syringes without needles.

Not all pack sizes may be marketed.

6.6 Special precautions for disposal and other handling

. The vaccine should be used as supplied.

. Immediately prior to use, hold the pre-filled syringe horizontally and shake vigorously to obtain
an opalescent suspension. Do not use the vaccine if it cannot be resuspended.

o Inspect the suspension visually for particulate matter and discolouration prior to administration.
Discard the vaccine if particulates are present and/or if it appears discoloured.

o Attach a needle with Luer lock connection by twisting in a clockwise direction until the needle
fits securely on the syringe.

. Inject immediately using the intramuscular (IM) route, preferably in the deltoid area of the
upper arm.

o Exercise care to avoid harm from an accidental needle stick.

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

7.  MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.

Waarderweg 39

2031 BN Haarlem

The Netherlands

8.  MARKETING AUTHORISATION NUMBER(S)

EU/1/21/1591/001
EU/1/21/1591/002
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EU/1/21/1591/003
EU/1/21/1591/004
EU/1/21/1591/005
EU/1/21/1591/006
EU/1/21/1591/007
9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: {DD month YYYY}

10. DATE OF REVISION OF THE TEXT
<{MM/YYYY}>

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX II

MANUFACTURER(S) OF THE BIOLOGICAL ACTIVE
SUBSTANCE(S) AND MANUFACTURER(S) RESPONSIBLE
FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT

13



A.  MANUFACTURER(S) OF THE BIOLOGICAL ACTIVE SUBSTANCE(S) AND
MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) of the biological active substance(s)

MSD International GmbH
Brinny, Innishannon
County Cork

Ireland

Name and address of the manufacturer(s) responsible for batch release

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE
Medicinal product subject to medical prescription.
o Official batch release

In accordance with Article 114 of Directive 2001/83/EC, the official batch release will be undertaken
by a state laboratory or a laboratory designated for that purpose.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

o Periodic safety update reports (PSURSs)

The requirements for submission of PSURs for this medicinal product are set out in the list of
Union reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within
6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance
activities and interventions detailed in the agreed RMP presented in Module 1.8.2 of the
marketing authorisation and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:
e At the request of the European Medicines Agency;
e Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - Pre-filled syringe

1. NAME OF THE MEDICINAL PRODUCT

Vaxneuvance suspension for injection in pre-filled syringe
Pneumococcal polysaccharide conjugate vaccine (15-valent, adsorbed)

2. STATEMENT OF ACTIVE SUBSTANCE(S)

One dose (0.5 mL) contains 2 pg of pneumococcal polysaccharide of serotypes 1, 3, 4, 5, 6A, 7F, 9V,
14, 18C, 19A, 19F, 22F, 23F, 33F and 4 pg for serotype 6B conjugated to CRM 197 carrier protein,
adsorbed on aluminium phosphate adjuvant. One dose (0.5 mL) contains 125 pg AI**.

3. LIST OF EXCIPIENTS

Excipients: NaCl, L-histidine, polysorbate 20, water for injections

4. PHARMACEUTICAL FORM AND CONTENTS

Suspension for injection

1 pre-filled syringe (0.5 mL) without needle

10 pre-filled syringes (0.5 mL) without needle

1 pre-filled syringe (0.5 mL) + 1 separate needle

10 pre-filled syringes (0.5 mL) + 10 separate needles
1 pre-filled syringe (0.5 mL) + 2 separate needles

10 pre-filled syringes (0.5 mL) + 20 separate needles

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Shake vigorously immediately before use.
Read the package leaflet before use.
Intramuscular use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze.
Keep the syringe in the outer carton in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/21/1591/001 - pack of 1 without needle
EU/1/21/1591/002 - pack of 10 without needle
EU/1/21/1591/003 - pack of 1 + 1 separate needle
EU/1/21/1591/004 - pack of 10 + 10 separate needles
EU/1/21/1591/005 - pack of 1 + 2 separate needles
EU/1/21/1591/006 - pack of 10 + 20 separate needles

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INNER CARTON WITHOUT BLUE BOX — Multipack

1. NAME OF THE MEDICINAL PRODUCT

Vaxneuvance suspension for injection in pre-filled syringe
Pneumococcal polysaccharide conjugate vaccine (15-valent, adsorbed)

2. STATEMENT OF ACTIVE SUBSTANCE(S)

One dose (0.5 mL) contains 2 pug of pneumococcal polysaccharide of serotypes 1, 3, 4, 5, 6A, 7F, 9V,
14, 18C, 19A, 19F, 22F, 23F, 33F and 4 pg for serotype 6B conjugated to CRM 197 carrier protein,
adsorbed on aluminium phosphate adjuvant. One dose (0.5 mL) contains 125 pg Al**.

3. LIST OF EXCIPIENTS

Excipients: NaCl, L-histidine, polysorbate 20, water for injections

4. PHARMACEUTICAL FORM AND CONTENTS

Suspension for injection
10 pre-filled syringes (0.5 mL) without needles. Component of a multipack, can’t be sold separately.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Shake vigorously immediately before use.
Read the package leaflet before use.
Intramuscular use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze.
Keep the syringe in the outer carton in order to protect from light.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/21/1591/007

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

17. UNIQUE IDENTIFIER - 2D BARCODE

Not applicable.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

Not applicable.
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON WITH BLUE BOX — Multipack

1. NAME OF THE MEDICINAL PRODUCT

Vaxneuvance suspension for injection in pre-filled syringe
Pneumococcal polysaccharide conjugate vaccine (15-valent, adsorbed)

2. STATEMENT OF ACTIVE SUBSTANCE(S)

One dose (0.5 mL) contains 2 pg of pneumococcal polysaccharide of serotypes 1, 3, 4, 5, 6A, 7F, 9V,
14, 18C, 19A, 19F, 22F, 23F, 33F and 4 pg for serotype 6B conjugated to CRM 97 carrier protein,
adsorbed on aluminium phosphate adjuvant. One dose (0.5 mL) contains 125 pg AI**.

3. LIST OF EXCIPIENTS

Excipients: NaCl, L-histidine, polysorbate 20, water for injections

4. PHARMACEUTICAL FORM AND CONTENTS

Suspension for injection
Multipack: 50 (5 packs of 10) pre-filled syringes (0.5 mL) without needles.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Shake vigorously immediately before use.
Read the package leaflet before use.
Intramuscular use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze.
Keep the syringe in the outer carton in order to protect from light.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem

The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/21/1591/007 50 pre-filled syringes without needles (5 packs of 10)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

LABEL - Pre-filled syringe

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Vaxneuvance

Pneumococcal polysaccharide conjugate vaccine (15-valent, adsorbed)
Injection

M

2. METHOD OF ADMINISTRATION

Shake vigorously before use.

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

‘ S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

1 dose (0.5 mL)

| 6. OTHER

MSD
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user

Vaxneuvance suspension for injection in pre-filled syringe
Pneumococcal polysaccharide conjugate vaccine (15-valent, adsorbed)

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you are vaccinated because it contains important

information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist, or nurse.

- This vaccine has been prescribed for you only. Do not pass it on to others.

- If you get any side effects, talk to your doctor, pharmacist, or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Vaxneuvance is and what it is used for

2. What you need to know before you receive Vaxneuvance
3. How Vaxneuvance is given

4, Possible side effects

5. How to store Vaxneuvance

6. Contents of the pack and other information

1. What Vaxneuvance is and what it is used for

Vaxneuvance is a pneumococcal vaccine given to help protect against diseases caused by 15 types of
bacteria called Streptococcus pneumoniae or pneumococcus in individuals 18 years of age and older.

These diseases include lung infection (pneumonia), inflammation of the coverings of the brain and
spinal cord (meningitis), and a severe infection in the blood (bacteraemia).

2. What you need to know before you receive Vaxneuvance

Do not receive Vaxneuvance if:
o you are allergic to the active substances or to any of the ingredients of this vaccine (listed in
section 6), or to any vaccine that contains diphtheria toxoid.

Warnings and precautions

Talk to your doctor, pharmacist, or nurse before you receive Vaxneuvance if:

. your immune system is weak (which means your body is less able to fight off infections) or if
you are taking certain medicines that may make your immune system weak (for example,
immunosuppressants or steroids).

o you have a high fever or severe infection. In these cases, the vaccination may have to be
postponed until you have recovered. However, a mild fever or infection (for example having a
cold) itself is not a reason to delay vaccination.

. you have any bleeding problems, bruise easily, or are taking medicines to prevent blood clots.

As with any vaccine, Vaxneuvance may not fully protect all persons who are vaccinated.

Children and adolescents
It has not been established whether Vaxneuvance can be used in children and adolescents younger
than 18 years of age.
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Other medicines/vaccines and Vaxneuvance
Vaxneuvance can be given at the same time as the flu (inactivated influenza) vaccine.

Tell your doctor, pharmacist, or nurse if:

o you are taking, have recently taken, or might take any prescription medicines (for example,
immunosuppressants or steroids which may make your immune system weak) or any medicines
obtained without a prescription.

o you have recently received or plan to receive any other vaccine.

Pregnancy and breast-feeding
If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor, pharmacist, or nurse for advice before you receive this vaccine.

Driving and using machines

Vaxneuvance has no or negligible influence on the ability to drive and use machines. However, some
of the effects mentioned under section 4 “Possible side effects” may temporarily affect the ability to
drive or use machines.

Vaxneuvance contains sodium

This medicine contains less than 1 mmol sodium (23 milligrams) per dose, that is to say essentially
‘sodium-free’.

3. How Vaxneuvance is given

One injection of Vaxneuvance is given by your doctor, pharmacist or nurse into your muscle
(preferably in your upper arm).

Tell your doctor, pharmacist, or nurse if you have been given a pneumococcal vaccine before.

Special populations

One injection of Vaxneuvance may be given to individuals who have one or more underlying
conditions that increase their risk for pneumococcal disease (such as those living with human
immunodeficiency virus [HIV]).

If you have any further questions on the use of Vaxneuvance, ask your doctor, pharmacist, or nurse.

4. Possible side effects
Like all vaccines, Vaxneuvance can cause side effects, although not everybody gets them.

Get medical care right away if you have symptoms of an allergic reaction, which may include:
o Wheezing or trouble breathing

o Swelling of the face, lips, or tongue
o Hives

o Rash

The following side effects can be seen after the use of Vaxneuvance:

Very common (may affect more than 1 in 10 people):

. Pain, swelling, or redness at the injection site
. Feeling tired
. Muscle aches

26



o Headaches
o Joint pain (in those 18 to 49 years of age)

Common (may affect up to 1 in 10 people):

Joint pain (in those 50 years of age and older)
Nausea (in those 18 to 49 years of age)

Fever (in those 18 to 49 years of age)
Itchiness at the injection site

Dizziness (in those 18 to 49 years of age)
Chills (in those 18 to 49 years of age)

Uncommon (may affect up to 1 in 100 people):
Fever (in those 50 years of age and older)
Warmth at the injection site

Bruising at the injection site

Dizziness (in those 50 years of age and older)
Nausea (in those 50 years of age and older)
Vomiting

Chills (in those 50 years of age and older)
Rash

Rare (may affect up to 1 in 1,000 people):
. Allergic reaction such as hives, tongue swelling, flushing, and throat tightness

These side effects are generally mild and last a short time.

Tell your healthcare provider about these side effects or any other unusual symptoms that develop
after you receive this vaccine.

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist, or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5. How to store Vaxneuvance

Keep this vaccine out of the sight and reach of children.

Do not use this vaccine after the expiry date which is stated on the carton and syringe label after EXP.
The expiry date refers to the last day of that month.

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.

Vaxneuvance should be administered as soon as possible after being removed from the refrigerator.

However, in circumstances where Vaxneuvance is temporarily held outside of refrigeration, the
vaccine is stable at temperatures up to 25 °C for 48 hours.

27


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

6. Contents of the pack and other information

What Vaxneuvance contains

The active substances are:

- bacterial sugars from pneumococcus types 1, 3, 4, 5, 6A, 7F, 9V, 14, 18C, 19A, 19F, 22F, 23F,
and 33F (2.0 micrograms of each type);

- bacterial sugar from pneumococcus type 6B (4.0 micrograms).

Each bacterial sugar is linked to a carrier protein (CRM97). The bacterial sugars and the carrier protein
are not alive and do not cause disease.

One dose (0.5 mL) contains approximately 30 micrograms carrier protein, adsorbed on aluminium
phosphate (125 micrograms aluminium [AI**]). Aluminium phosphate is included in the vaccine as an
adjuvant. Adjuvants are included to improve the immune responses of vaccines.

The other ingredients are sodium chloride (NaCl), L-histidine, polysorbate 20, and water for
injections.

What Vaxneuvance looks like and contents of the pack

Vaxneuvance is an opalescent suspension for injection, provided in a single-dose, pre-filled syringe
(0.5 mL). Vaxneuvance is available in pack sizes of 1 or 10, either without needles, with 1 separate
needle, or with 2 separate needles. Vaxneuvance is also available in multipacks comprising 5 cartons,
each containing 10 pre-filled syringes without needles.

Not all pack sizes may be marketed.

Marketing Authorisation Holder and Manufacturer
Merck Sharp & Dohme B.V.

Waarderweg 39

2031 BN Haarlem

The Netherlands

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

MSD Belgium UAB Merck Sharp & Dohme
Tél/Tel: +32 (0) 27766211 Tel.: +370.5.2780.247
dpoc_belux@merck.com msd_lietuva@merck.com
Brvarapus Luxembourg/Luxemburg
Mepxk lapn u loym bearapus EOO/, MSD Belgium

Ten.: + 359 2 819 3737 Tél/Tel: +32 (0) 27766211
info-msdbg@merck.com dpoc_belux@merck.com

Ceska republika Magyarorszag

Merck Sharp & Dohme s.r.o. MSD Pharma Hungary Kft.

Tel.: +420233 010 111 Tel.: +36.1.888.5300
dpoc_czechslovak@merck.com hungary msd@merck.com
Danmark Malta

MSD Danmark ApS Merck Sharp & Dohme Cyprus Limited.
TIf: + 45 4482 4000 Tel: 8007 4433 (+356 99917558)
dkmail@merck.com malta_info@merck.com
Deutschland Nederland

MSD Sharp & Dohme GmbH Merck Sharp & Dohme B.V.
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Tel: 0800 673 673 673 (+49 (0) 89 4561 0)
e-mail@msd.de

Eesti

Merck Sharp & Dohme OU
Tel.: +372 6144 200
msdeesti@merck.com

E\rada

MSD A.®.B.E.E.

TnA: +30 210 98 97 300
dpoc_greece@merck.com

Espaiia

Merck Sharp & Dohme de Espafia, S.A.
Tel: +34 91 321 06 00
msd_info@merck.com

France
MSD France
Tél: +33 (0) 1 80 46 40 40

Hrvatska

Merck Sharp & Dohme d.o.o.
Tel: +385 1 66 11 333
croatia_info@merck.com

Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700
medinfo_ireland@merck.com

Island
Vistor hf.
Simi: + 354 535 7000

Italia

MSD Italia S.r.l.

Tel: +39 06 361911
medicalinformation.it@merck.com

Kvbmpog

Merck Sharp & Dohme Cyprus Limited
TnA: 800 00 673 (+357 22866700)
cyprus_info@merck.com

Latvija
SIA Merck Sharp & Dohme Latvija
Tel: +371.67364.224

msd_lv@merck.com

This leaflet was last revised in {MM/YYYY}.
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Tel: 0800 9999000 (+31 23 5153153)
medicalinfo.nl@merck.com

Norge

MSD (Norge) AS
TIf: +47 32 20 73 00
msdnorge@msd.no

Osterreich

Merck Sharp & Dohme Ges.m.b.H.
Tel: +43 (0) 1 26 044
dpoc_austria@merck.com

Polska

MSD Polska Sp. z 0.0.
Tel.: +48.22.549.51.00
msdpolska@merck.com

Portugal

Merck Sharp & Dohme, Lda
Tel: +351 21 4465700
inform_pt@merck.com

Romania

Merck Sharp & Dohme Romania S.R.L
Tel: + 4021 529 29 00
msdromania@merck.com

Slovenija
Merck Sharp & Dohme, inovativna zdravila d.o.o.
Tel: +386.1.520.4201

msd.slovenia@merck.com

Slovenska republika

Merck Sharp & Dohme, s. 1. 0
Tel: +421 2 58282010
dpoc_czechslovak@merck.com

Suomi/Finland

MSD Finland Oy

Puh/Tel: +358 (0)9 804 650
info@msd.fi

Sverige

Merck Sharp & Dohme (Sweden) AB
Tel: +46 77 5700488
medicinskinfo@merck.com

United Kingdom (Northern Ireland)

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700

medinfoNI@msd.com



Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.

< B T T >

The following information is intended for healthcare professionals only:

Vaxneuvance must not be injected intravascularly.

. Immediately prior to use, hold the pre-filled syringe horizontally and shake vigorously to obtain
an opalescent suspension. Do not use the vaccine if it cannot be resuspended.

. Inspect the suspension visually for particulate matter and discolouration prior to administration.
Discard the vaccine if particulates are present and/or if it appears discoloured.

o Attach a needle with Luer lock connection by twisting in a clockwise direction until the needle
fits securely on the syringe.

o Inject immediately using the intramuscular (IM) route, preferably in the deltoid area of the
upper arm.

o Exercise care to avoid harm from an accidental needle stick.

No data are available for administration via the subcutaneous or intradermal routes.

Vaxneuvance must not be mixed with any other vaccines in the same syringe.

Vaxneuvance can be administered concomitantly with seasonal quadrivalent influenza vaccine (split
virion, inactivated). Different injectable vaccines should always be administered at different injection
sites.

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.

Vaxneuvance should be administered as soon as possible after being removed from the refrigerator.

In the event of temporary temperature excursions, stability data indicate that Vaxneuvance is stable at
temperatures up to 25 °C for 48 hours.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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2%  RBKEIC & B ELEEDTFEL)
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14.1.3 BARESTEE
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3% : FRIRE I & 2 BLIED TR
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17.1 BEMRRORLMICET 3558

(GREXIHRBEICLPERBICERTIIRIPE
REE IS & 5 BRED T

17.1.1 ERSE DHEEE

fili 9 BR B 7 7 F > FEREIE O 72 W 657% LL b 0 i i 764451 % R 52 L I
A ALEIM T, Modified — B E MR Z M L 720 10 LILTARHA (IR,
13vPnC) SF23MMMli S ERBE AR ) > 154 FU 2 F > (LUF, 23vPS) 02
BEICIEVEZ 2B (13vPnCHERERE © 38200, 23vPSHAMERE : 38261) . W
N0 7 F 20.5mL% Ll F"]I’\lhﬁbf:”o
13vPnCHEIAH M (BefiY 1 % &de) 12, BT (GEESE) ORI RIS i,
179/32161 (55.8%) TiEH S, T4 b Dl JFE - 141/31761 (44.5%)
KLBE © 86/31261 (27.6%) JERE © 65/310%51 (21.0%) 2 O EREO T BT
48/31261 (15.4%) TdH - 720 F 72 & HMEORIBUIST™1%.119/314%61 (37.9%)
THRO LN, E4 S O AN  58/31111 (18.6%) 57 1 50/30961 (16.2%)
T OB © 28/308%1 (9.1%) T -7z (KGRI,
S EME 1 13vPnC & 23vPSIZ & £ M 5 41236 IS AL 12 DT, 13vPnCHE
il A B o ME MR+ 7 = AL E & (OPA) 264 3 i Al
(GMT) (BT, OPA GMT) &, 23vPSEHRE & it L CIEBMETH - 727,
F 72, 13vPnCOARIZE FN A MERE6AIZ DOV T, OPAFUAMIA, 727 F >~
PR S PAER L2 A £ TICARE LI L5 L 7295 o %1413, 13vPnCHE
HiBE (72.9%) OJiHs, 23vPSHEAREE (45.8%) & R L CHEEMAMICAHEIC
E}ﬁ,o tﬁ‘s)o

L HERE GEEE) PETHEICTHRE L2 b0, BHREIEE, SRKEE Sk

BIH [4) ] UaaH [ L) Ll Lms e ik LT L7,

WwWeEEzZ5hH

WwWeEZzoh3%E i

17.1.2 BB IHERER (TIVEEA)
23VPSEAEIE O 7 WE G AR & L223MiA TG b, v IV sy s v
(LR, TIV) & ot (5o1)
fili RERE 7 7 F > BEFERE O 72\ 655 LA - O =it 116061 % % 512, 13vPnC &
TIV % FREAE 3 2 MAEAALEIA T, —EERABRAEFER L 72, 11T, 1
B HgEfE T 2 F o /2B BT 25~ & LT, 13vPnC+TIV/ 75+ K ([d
FBEEEAERE) 13 7T 2 R+TIV/13vPnC (HAIERERE) D28 |2 MVEZ (2SI
V(AR - 58060, HUEERERE © 58061) . HHER (ZHEv. 1 HEO 7
7 F 0. 5mLa 1, R LWICHANEREL, 2ol HBI20EO Y
7 F v R,
BAEGION (YO 2 &) (2 RPT GESFHEBE) o RS X
13vPnC+TIV/ 77 &R ([FRHERERE) o1ln] HFAE % CT229/48861 (46.9%)
77 2 R+TIV/13vPnC (HAERERE) o2 H A % T219/47061 (46.6%)
TH ), TIV L OFEHERIZ L) RBITUSOFEBES LA 52 Lidhro
2o T2, ORI, 13vPnCHTIV/ 7 F LR ([AFHERE) ol
H 3/ £ T307/51061 (60.2%) TH 1) « 7°F £ AR+TIV/13vPnC (HEMEEFETE)
D200 HPefd 1% 0237/48851 (48.6%) & R L CEido 7z (ARGREE) o
SIEE C TIVICE E N B350 4 )V AHUE (A/HIN1. A/H3N2J% U'B#R)
122V T, 13vPnCHTIVREIEERE R 01700 H 5 O HIPUAMM L. TIVH AR
L HEE LTy A/HINIER R OBBEIZ DWW CIEG T 2578 S 7245, A/H3N2
BRIZOWT, b HiEE: Thl -7z, —J, BMNERMT (EMA)
DOFFWATEA 7 NVT T 7 F ¥ OEDOBIEMRE IO 4R O
HHEDFEMICB S 5 4 A ¥~ A (CPMP/BWP/214/96) Y I12HB\WT. A%
Y (PRI L MBS 5 B OFMILEIED SN TB Y, ok
Z HCSIEE MO I % 17 > 72 & 2 A, 13vPnC+TIVIA KA RE O 1] H
B B B OHIUARMIE. Stk & b FFlizHE 2 3Tz L7z,
13vPnCIZ & F 1L A 131MiERLZ DT, 13vPnC+TIVIa B 172> H % D 1gG
PUARIERE DR PG (LLT. IgG GMC) 1. 13vPnCHARERER: & ok
L C. 18ME M 12007 R D W TIES O ATR S8, IERII9FI D
W, IgG GMCIE?D95%CID T HRA0. 49T MEILHE% D F 12 Tl - 72,
13vPnC+TIVREEHERE L2 H 2 OOPA GMTId. 13vPnCHARZHIRE & bk L
T, IMHER4, TER OOV 2 B < $_RTOMFERIZOWTIESI TH - 72,

4 HRE (EEnE) HETHRSICTHEE L b o, BBBER, IG5
S1H MY ] ixed H‘:LJ LR Lo B R R LTI L 22,

2
3

13vPnCX I3 23vPSO#AEL 2> 1 2 DOPA GMT D ik

OPA GMTIt (13vPnC/23vPS) OMifll95%EHIXH (CI) FH>0.5
OPAfUfAfliA™ 45 DL 5 U 72 O# & D7 O Wi ll95%CT T B>0

75
V6 ¢
T

13vPnC+TIV/ 75 £ AR (FEEAERE) 1M HEM% L 79 2 R+TIV/13vPnC?

IgG GMCH DM f95%CI TE>0.5
OPA GMT D WHI95%CI FEE>0.5

(HARFEARRE) o2l HHEAE 2 DOPA GMT DL

© HIGUAli34 05 DL b ER L 7o s o 16 020 #195%CI T ER>-0.10

OPA GMT "
s (95%CT) 3
Vi ’ (95%C1)
13vPnC 23vPS
Bl kil
. 101 76 1.3
(81.3, 124.3) (61.5, 95.1) (0.97, 1.78)
s 143 62 0.7
(37.0, 51.0) (53.1, 71.8) (0.56, 0.88)
y 959 408 2.4
(792.5, 1160.7) (323.7, 514.4) (1.74, 3.17)
5 342 114 3.0
(274.5, 426.6) (93.5, 138.7) (2.24, 4.04)
o 1935 1356 1.4
(1614.8, 2319.7) (1137.0, 1616.3) (1.11, 1.84)
- 1935 1374 1.4
(1670.4, 2242.1) (1161.0, 1625.0) (1.13, 1.76)
ov 790 380 2.1
(611.1, 1020.1) (285.9, 504.6) (1.42, 3.04)
" 983 1016 1.0
(818.5, 1179.7) (850.4, 1214.7) (0.75, 1.25)
e 1937 881 2.2
(1589.3, 2360.1) (691.8, 1122.2) (1.61, 3.00)
oA 909 a1 2.2
(767.2, 1075.9) (340.1, 496.9) (1.72, 2.85)
LoF 698 356 2.0
(539.0, 905.1) (276.7, 458.2) (1.37, 2.81)
- 424 177 2.4
(333.0, 540.9) (139.0, 226.5) (1.70, 3.37)
13vPnCIlZ D A& F A4 IR
oA 2043 657 3.1
(1701.6, 2452.7) (518.7, 833.0) (2.31, 4.18)

CI: RHFIXH. GMT : S F3HUikAfili
a: OPA GMTIt (13vPnC/23vPS)

OPA GMT
(95%CT) ,
JI[[.';E«){.I] ° = sa) o = - H: .
3| 13yPnC+TIV/ 7' &R | 75 & R+TIV/13vPnC? (95%CI)
([ A ) (A )
MEREEZiES 2l B Fetf %
1 88 95 0.9
(71.1, 108.3) (76.8, 117.9) (0.68, 1.24)
3 46 51 0.9
(37.9, 56.1) (41.7, 61.7) (0.69, 1.20)
4 997 1486 0.7
(766.3, 1296.0) (1174.7, 1879.8) (0.47, 0.95)
5 124 112 1.1
(97.3, 158.8) (85.1, 146.3) (0.77, 1.60)
A 1220 1597 0.8
(950.6, 1566.7) (1256.4, 2030.3) (0.54, 1.08)
B 1564 2017 0.8
(1239.4, 1973.9) (1564.8, 2599.9) (0.55, 1.09)
. 607 835 0.7
(444.2, 828.8) (619.9, 1123.9) (0.47, 1.12)
ov 477 723 0.7
(348.5, 652.7) (528.1, 988.9) (0.42, 1.03)
1 975 1088 0.9
(781.6, 1215.5) (858.4, 1379.1) (0.65, 1.24)
I8¢ 1158 1415 0.8
(909.5, 1475.1) (1122.0, 1785.8) (0.59, 1.14)
19A 445 539 0.8
(365.1, 542.1) (427.8, 679.7) (0.61, 1.12)
19F 378 467 0.8
(295.8, 483.8) (360.7, 605.1) (0.57, 1.16)
23F 245 295 0.8
(180.2, 332.4) (217.9, 400.8) (0.54, 1.27)
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a: 1A BT 7 F > 20 BT 7 F >~
b: OPA GMTIL ([RIREAGRE/ AT )




17.1.3 ERSE DHEHE

Jili SERTA 7 7 F > AR O 72 W 67% DL _E 657 ARl 0 il S ER T 1 & B RIS

BET LI AZPECEEZ 5N DL HE2060 % 6 RICHEE, IFEHRREY

FEhi L 720 13vPnC 1[110.5mL % 1M A NFEERE L 720 1) A 7 120&, 13O

B BMEIRE, BT A, B E AL BERE, S E R

OENEMES; . HIVIES:, RERHIER %2463 2 A COWmE. Zofhois

BGRB8, MEVEGERE, JRUSSTE 0 R S . 4 & ML R 5

WEFE NI,

187 LU _E657% A DA f T TIE 13vPnCHAE 2 14 H B (B H &) 12,

T GESHRAL) OBIRUS™ 13, 98/146%1 (67.1%) THH S, Tk d

DI, P 1 96/14561 (66.2%). MENE : 17/136%1 (12.5%). & OVKLEE :

10/13581 (7.4%) TH o720 F 7z 2 EORIBUE™ 12.85/14581 (58.6%)

THHON, Tab DIk, 57 1 47/14260 (33.1%). 1A : 38/1394

(27.3%) + HEJG : 33/14160 (23.4%). T4 :26/141 (18.4%) I ORI :

19/138 (13.8%) TH -7z,

6 DA 18RE A DO AEBATE T, 13vPnCHEMMTH I (MY H &) 12,

BT GESHRL) ORIFISE 13.43/5261 (82.7%) TR S T b DI,

P ¢ 41/5281 (78.8%) . NENE : 16/4761 (34.0%). J OSKLEE : 10/47 61

(21.3%) THo720 Tz, EHVEORIFUG™ 1. 31/5161 (60.8%) T

DB, Ead ok, EY 0 18/4861 (37.5%). A : 15749 (30.6%)

UEIR 12749061 (24.5%) R OV5sER 0 7/48 (14.6%) TH o7z,

R

13vPnCl2 & $ M5 4XIiE I D\ TL 13vPnCiEfEL 2 H 2 DOPA GMT I,

Pefdipn & B L T LA L7,

13vPnCIZ & M A EIMHER 2DV T, 13vPnCHEAL A A $ D 1gG™Y GMC

&, BEfEmr L s L C A L7,

TS HRE AT HECCHEE Lo b oo RBUHIEE, REAUSE SR ESIH [H
D UEEH T4 L] &8 LR sk & LT3l L7z,

T REEAET HEC CHE L7z b 0o BB, KRIEE A5 EB1H T4
D1 SUE4AH T L) L8 LREREsE R L L OB L7,

710 : IgGlddirect Luminex immunoassay (dLIA) Z v Cilllsg

13vPnCOFEME L2 H #DOPA GMT D ki

i et e P
1 10 150 15.6 (12.33, 19.82)
3 11 62 5.5 (4.59, 6.54)
4 18 1113 61.7 (42.80, 88.99)
5 16 182 11.2 (8.69, 14.34)
6A 59 2050 34.7 (24.39, 49.44)
6B 74 1617 21.9 (15.71, 30.51)
7F 169 2035 12.1 (9.84, 14.76)
9v 204 1386 6.8 (5.36, 8.62)
14 133 1756 13.2 (9.63, 18.04)
18C 63 1675 26.7 (19.39, 36.86)
19A 38 949 24.9 (19.05, 32.66)
19F 42 1107 26.6 (19.89, 35.63)
23F 14 700 50.4 (35.70, 71.16)
CI: fEEIXH. GMFR : A3 L Afh=
13vPnCOHAE L2 H #D1gG GMC? Mg
P et el GMFR
(ug/mL) (ug/mL) (95% CI)
1 0.132 4.427 33.445 (26.374, 42.413)
3 0.115 0.531 4.605 (3.839, 5.524)
4 0.055 1.826 32.960 (25.331, 42.886)
5 0.058 2.779 47.565 (36.867, 61.368)
6A 0.173 4.070 23.587 (18.010, 30.890)
6B 0.105 2.354 22.421 (17.045, 29.493)
7F 0.117 4.670 39.843 (31.473, 50.438)
9V 0.067 1.483 22.232 (17.426, 28.362)
14 0.335 7.769 23.161 (17.179, 31.227)
18C 0.168 5.187 30.833 (24.008, 39.597)
19A 0.496 7.616 15.354 (12.116, 19.459)
19F 0.217 4.315 19.892 (15.552, 25.443)
23F 0.181 6.283 34.809 (26.436, 45.833)

CI: fEHIXH. GMFR : A LA

CINR BRI & B BB DT
17.1.4 BERFEIHERR (FERE)

H:#3~67 H i o HEFLL) 55161 (4F] [13vPnCl +DPT A K% fE A
18361, PhEE7AT e ERF K &Y 7 F >~ [7vPnCl +DPTIA B RERE - 184
B, DPTHAREEAERE © 184091) % xt RICIAE AL - HEE MR I/ L 720
13vPnC+DPTRBEHERERE T3, 13vPnC K U DPT?40.5mL % #4lal (#)[A]
Sy LC3M. EhnsesE s LCLRE) BT L 27,
13vPnCHARHRTOM (BEfM O % &) 12, BT GEEEL) oI RS
13 1A HEAE TlE119/17561 (68.0%) . 20 H #:4# T 1£119/16761 (71.3%)
3JE] H A TI1E106/171410 (62.0%) . 4181 4R T12105/15361 (68.6%) T
Ao, Fe b0k, FH  1EH100/17160 (58.5%). 2 H104/166%]
(62.7%) . 31 H90/168%51 (53.6%). 4lal H92/14861 (62.2%). HEfE : 1[al
H69/16861 (41.1%). 2 H77/160%1 (48.1%). 3lal H72/1644%1 (43.9%) .
4 H73/14961 (49.0%) Td o720 F72. 13vPnC L DPT % [A]HHEHE 7 1
B O(BEEHA2ET) (o0 @ EoRI UG, 10 H#EE T13108/177
B (61.0%). 2[al HE:AETLX104/17061 (61.2%) . 3[al H 4 T1297/168%1
(57.7%) + 4l H44E T1393/14861 (62.8%) TEH HIL, Fadboid, %
#(37.5CLLE) 1 1 H61/16861 (36.3%). 21al H61/16661 (36.7%). 3
[ H57/16361 (35.0%) . 4la H71/14561 (49.0%) T& -7z (K,
SRR ¢ REEVE SR BRI R L0 B e TR AN & M B IR
PEABIE & L C. #5212 B # OIgGHUAR M #0.35 1 ¢/mLAs, WHO 2
SIIR SN TV EY, 13vPnCH HAE L 72 & & ) 0] 5 1 ) OV B S
B OIgGHURIE EEA30.35 u g@/mLICE L 72 BB o Bl &1x, 2 h2h97.7
~100.0%%% 1°98.7~100.0%T & - 720 % 72 A% K OB HN 50 3% £
DHMIERNK$ 51gG GMClE, N 2N3.64 ug/mL (MLEHER23F) ~
13.86 ug/mL (IMLi5%14), 2.48 ug/mL (IfLi%HI3) ~19.70 u g/mL (IfiL
HH14) OFEFTH o 72,
LD L E T Hak o Tl L7 0, BRI ARIUEZ 27 < L b1 [
D1 SUE4eH T2 L] L3S LREBRE e - L ORI L7,

13vPnC UL 7vPnC ) Il 52 15 L il S B 1Mi% B D TgGHUAR iR FE %035 u g/

mLIZ3E L 72 WEE 0 EE (%)
0.35 1 g/mLYL L OFUARfRAT Y et
ML (%) (95%CI) PUERE D%
(%) (95%CI)
13vPnC ‘ 7vPnC
EaiimiikT il
A 100.0 100.0 0.0
(97.9, 100.0) (97.9, 100.0) (-2.2, 2.1)
B 97.7 99.4 -1.7
(94.3, 99.4) (96.9, 100.0) (-5.2, 1.1)
ov 100.0 100.0 0.0
(97.9, 100.0) (97.9, 100.0) (-2.1, 2.1)
u 100.0 100.0 0.0
(97.9, 100.0) (97.9, 100.0) (-2.1, 2.1)
15C 100.0 100.0 0.0
(97.9, 100.0) (97.9, 100.0) (-2.1, 2.2)
LoF 98.9 9.6 2.3
(96.0, 99.9) (92.7, 98.7) (-1.1, 6.3)
po 97.7 98.3 -0.6
(94.3, 99.4) (95.1, 99.6) (-4.2, 2.9)
BN
100.0 . 3.4
! (97.9, 100.0) %.6 0.9, 7.3
99.4 b 2.9
3 (96.9, 100.0) %.6 (-0.2, 6.7)
99.4 b 2.9
> (96.9, 100.0) %.6 (-0.2, 6.7)
98.3 W 1.7
oA (95.1, 99.6) %.6 (-1.9, 5.8)
100.0 W 3.4
w (97.9, 100.0) %.6 0.9, 7.3
100.0 W 3.4
194 (97.9, 100.0) %.6 (1.0, 7.3)

CI: A5 ]

a:
b:

H

TgGHUAILEEH0.35 1 @/mLEL A2 3E L 7= 9B o fl &
7vPnCRETOIGBMFPE R OFURRARD S B, bWl (MiFEHI19F 96.6%) % 1



13vPnCIUETvPnC D BSR4 2 i JE ER TR L3 B D TgGHUIR IR 2 %035 1 g/

mLIZE L 72 WERE 0HIE (%)

0.35 1 g/mLEL LBt 5 e
o] (%) (95%CI) N
(%) (95%CI)
13vPnC ‘ 7vPnC
BNkl
. 100.0 100.0 0.0
(97.7, 100.0) (97.6, 100.0) (-2.4, 2.4)
B 100.0 100.0 0.0
(97.7, 100.0) (97.6, 100.0) (-2.4, 2.4)
ov 100.0 100.0 0.0
(97.7, 100.0) (97.6, 100.0) (-2.4, 2.4)
" 100.0 100.0 0.0
(97.7, 100.0) (97.6, 100.0) (-2.4, 2.4)
150 100.0 100.0 0.0
(97.7, 100.0) (97.6, 100.0) (-2.4, 2.4)
19F 98.7 99.4 0.6
(95.5, 99.8) (96.4, 100.0) (-3.9, 2.4)
23F 100.0 100.0 0.0
(97.7, 100.0) (97.6, 100.0) (-2.4, 2.4)
SEANIL L
99.4 " 0.0
! (96.5, 100.0) 994 (-2.9, 3.0
99.4 " 0.0
3 (96.5, 100.0) 994 (-2.9, 3.0)
100.0 Y 0.6
5 (97.7, 100.0) 994 (-1.7, 3.6)
100.0 Y 0.6
oA (97.7, 100.0) 994 (-1.7, 3.6)
100.0 W 0.6
" (97.7, 100.0) 994 (-1.7, 3.6)
100.0 . 0.6
194 (97.7, 100.0) 994 (-1.7, 3.6)

I Gk BN
% 0.35 4 g/mLEL_ EOLhA % 0.35 1 g/mLEL L OFLARfRAT
(%) (95%CI) (%) (95%CI)
14 100.0 (97.9, 100.0) 100.0 (97.9, 100.0)
18C 100.0 (97.9, 100.0) 100.0 (97.9, 100.0)
19A 100.0 (97.9, 100.0) 100.0 (97.9, 100.0)
19F 97.2 (93.5, 99.1) 98.9 (96.0, 99.9)
23F 97.7 (94.3, 99.4) 98.9 (96.0, 99.9)

CI - fZHX[H]

a : IgGHUIRIEEH%0.35 u g/mLELE I3 L 72 B o & &

b : 7vPnCHETOIGEMIGE R OFUERERD ) b, b i (MiFEI19F 99.4%) % f#
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BAERE) OB CIAEAIEM . LRHO T 25 2 £0.5mLx 1], #7:
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GMTId. HAERMH O 79 £ R+QIVERML 2 At & Il LTIt 2%
IRENTz,

TE13 1 HeBERE B A 6 OB Z Y 12 & ) s SN/ R A HEBIRE S TIUEL7- b0
14 : OPA GMTIOi195% CIFFR>0.5
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7o, IR K OB RE K O S MK § 51gG GMCIE, £h
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TEL2 : REEE BT HFC TS L2 b oo BRI AR E V7% < LD 1H [H
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(%) (95%CI) (%) (95%CI)
1 100.0 (97.9, 100.0) 100.0 (97.9, 100.0)
3 100.0 (97.9, 100.0) 99.4 (96.9, 100.0)
4 100.0 (97.9, 100.0) 100.0 (97.9, 100.0)
5 100.0 (97.9, 100.0) 100.0 (97.9, 100.0)
6A 100.0 (97.9, 100.0) 100.0 (97.9, 100.0)
6B 98.3 (95.1, 99.6) 100.0 (97.9, 100.0)
7F 100.0 (97.9, 100.0) 100.0 (97.9, 100.0)
9V 100.0 (97.9, 100.0) 100.0 (97.9, 100.0)
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(95%CI)
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L 75 83 0.9
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5 41 49 0.8
(36.2, 46.0) (43.6, 55.3) (0.70, 0.98)
A 587 824 0.7
(489.9, 702.5) (692.2, 980.0) (0.55, 0.91)
5 97 101 1.0
(83.8, 111.7) (86.6, 117.2) (0.78, 1.18)
A 953 1413 0.7
(805.7, 1126.3) (1203.3, 1659.4) (0.53, 0.85)
. 867 1041 0.8
(722.3, 1039.6) (860.5, 1260.0) (0.64, 1.08)
- 651 670 1.0
(582.4, 728.0) (599.7, 748.5) (0.83, 1.14)
ov 699 838 0.8
(613.7, 797.2) (734.2, 957.5) (0.69, 1.00)
u 574 760 0.8
(496.8, 663.0) (665.6, 868.0) (0.62, 0.92)
I8¢ 713 865 0.8
(598.9, 849.9) (726.4, 1030.5) (0.64, 1.06)
19A 337 390 0.9
(294.9, 384.6) (344.4, 441.1) 0.72, 1.04)
. 324 360 0.9
(274.8, 382.5) (302.7, 427.9) 0.71, 1.14)
935 278 364 0.8
(223.9, 344.7) (294.3, 451.3) (0.56, 1.03)
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PR s MRS (F— 72 3Bk, HSCT% %) 72, 6115A1-
30037 5%)
AR NS TR (GEo e, ABfi®, B18510887ER)
[1.20140228005]
FEAERE M TIARRER EH B, TIVHEH, 3008%8k) (20134F
6H18H 472, CTD2.7.3.2.6.6) [1.20140228007]
The European Agency for the Evaluation of Medicinal Products.
Committee for proprietary medicinal products (CPMP) . Note for
guidance on harmonisation of requirements for influenza vaccines
(CPMP/BWP/214/96) .1997 ; 1-18
FEAER BN TIARRER (F — 7 > BB, REEME . B185117255k)
FEAERL  EINETIARRER (JEHEatbR, WREERE, 3024585%) (2013
HE6HI8HKF, CTD2.7.3.2.3.1) [L.20130606059]
World Health Organization Technical Report Series. 2005 ; 927 : 92—
98
FEAERE  EINAS TARER (F — 7' 3Bk, BOedE, 300336%) (2013
E6H18HA&RE. CTD2.7.3.2.5.1) [1.20130606060]

10) &R s EARRE (JE%HRER. QIVHFH. B1851138%ER)
11) Lindberg, A. A. et al. : Vaccine. 1999 ; 17 (Suppl.2) : S28-S36
12) Clutterbuck, E. A. et al. : J Infect Dis. 2012 : 205 (9) : 1408-1416
13) Jackson, L. A. et al. : Vaccine. 2013 ; 31 (35) : 3594-3602
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WATSCE (

20XX A XX H T (1K)

Bf & 2~8°C. WREAMET D & WMETY F
B - Wi A 52465 g S ERES
MBR15MHm XBREEESR T F AR FERAE

A0 H R i
IE'S

CUWIE AVSE U
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BAEEERDEES

876311

(BEMTREC ITUTERESK)
INTD Z a2\ R®
IKMERREE ) D

VAXNEUVANCE® Aqueous Suspension
Syringes
ER=l VTR AUV
R ERTS L

€3 MSD

2. FERTELE (PHEERERTH I EN/EETRVE)
21 RADORA I T T VT b XA RERV I F RS DT T 747XV —2 B L2 D LB LRE
22 WonRFEBRELZLTVDE

2.3 EERBIERBIZON > TWD Z L RS R

24 FERICHBITDEOEFN, THHELITS 2 LR RELREICHDHE

3. BUEDBMER VMR - 1K

3.1 WEOBE

AFNE, 13.2 #AL) OIEIZRT ISFREO MIEE O ffiJ BRI 2 RIS/ L, SRIOMRERERNER Vo BT A REfH L,

Fi 5, ZNOOMRRENRBERY o B T4 F2RIBICRT vERT P Y 7 ATEEEL, BEXMT I itk Xy Y
T BRI CRM o7 & B S8 5, CRM, o3 % Pseudomonas fluorescens (Fikk CS472-030) (2 L 0 EEAT 5 WM LR Y
TTIVTHEHZETH D, HHLUIMREREFRERY Yo B T4 F-CRMygfi G KIE, 7YV ar FTHH Y VBT AI =T A
s S, /WAL 5,

3.2 fHRk
74 Y = a N AGKPERREES Y VY
R0 %a) fili R ERE FMEAR U Y > B T A R-CRMyorfii 1K
A 0.5 mL
s Ji R BB FEAR U Y > BT A RIJEEL : 2.0 pg
Ji R BB FEAR U Y > BT A RIfJERS : 2.0 pg
Ji R ERE FEAR U Y > B T A RIfiEE4 : 2.0 pg
i R BB FEAR U Y > BT A RIJERLS : 2.0 pg
i R BRI FEREAR U Y 7T A RIMTERI6A : 2.0 ug
i R BB FHEAR U Y > T A RIfjEEL6B : 4.0 pg
i R BB FEREAR U Y 7T A RIMIERITF : 2.0 ug
i R BB FEREAR VU Y 7T A RMTERIIOV : 2.0 ug
i R BB FHEAR U Y BT A RifjEEL 14 : 2.0 ug
W RERBEHEREAR Y W T A Rf{ER8C : 2.0 pg
i R BB FEHEAR U > 7T A RIMIEELI9A : 2.0 pg
i R BB FHEAR U Y > 7T A RIIEELIIF : 2.0 pug
i R ERE FHEAR U Y > BT A RIJEE22F : 2.0 ug
i R BB FHEAR U Y > B T A RIfJEE23F : 2.0 ug
i R BB FHEAR U Y > BT A RIfJERI33F : 2.0 ug
CRMyo7 : #I30ug (X X7 8FEEL Q)
RN WAL b U DL 450mg
RYYN_—120: 1mg
L-E AF T 1 1.50 mg
L-t 2 F 2 AR FEE K FIY) © 0.056 mg
e R
UVEETVI=0U A 125ug (FAI=ULELQ)
3.3 HEIDMRK
74 NY = a N AGKPEREES Y VY
pH 53~63
BB K1 CEBAHRIC R % )
PEIR WOIRE S & A ABORERRBIK




WSCE (%)

4. DEEXITHR
EHEXEIMAKEICISGEEICRBETDIVRINEVEZEZONSBAICE T HMAKE (IER1, 3, 4, 5. 6A, 6B,
7F. 9V, 14, 18C. 19A. 19F, 22F, 23F R U'33F) 2k HREFED T

5. EEXIIHRICEET BEE

51 AFNZE TN T D IMTERILIA O R ERE IZ YuiE XX th oo fL A B 12 YIEZ TRIT2 2 LiXTE A,

52 7TV T OFERICER TSI & if%&w

5.3 MAKEICLDHAICHRET IV A BEVEEZLNDRA LT, LT X 5 RREDOH 2157,
- BPER IR DR, R, HRESUIE R A

-%@r

C R U ITIRRIC K D RIERRRIE TH D T OREN DN D H

- SRR R A U

-ﬁwﬁmﬁrxi%@mmﬂﬁ«%yug/r

- ANTNEOREM, 18MERIRIRS O 20 BRI K0 AR RBIEREDME T L=
mu%TE%#Aﬁ@%@%MZk Re oYt

6. iR URA=E
1[[0.5 mL % f ANIZIER T 5,

7. BERUVHEICEET HEE
7.1 FFFHERE
EAIALELEBDIZIGEITIEL, MOV 7 F o LRIRICHERT 2 2 LR T 5, [14.1.15]

8. EENERNIE

8.1 AT T PR MR RO TEMBER M A (S TR 5 2 &

8.2 WHEREE IOV T, AN 4T HZ., MIEROZE (W2, BB2%) (C&o TREREBZH~D Z &,

8.3 WHEREE T ONFEH (T, B B ITIWEZ0E R 1Tk, BRI 2 TRICR D, Elo. SR OBEERICEEL. R
T OB SOSRRTDOEAL, S 5@, REEDRE ZMERZ B LB & Il IEM OB EE T 5 K 5 Flilcm
bEDHZ L,

9. HENEREEIHBEICHTHEER
91 EREIEE (EEOHWZEZITSICEL. FEZ2ET5HHE)
BHEFEE RO WT IS T 5 L38D b D LA BRI EE L OMRE & % U | 2282 O 5 O & 2 E IS T,
FRIEROLENE, BSOS, FRMEICOW TR EIT, REE2BEICHZ BT, BELCERETIZ L
911 BERICREREDZHNEIN TSI ERVEREICERERERSEDENDE
GIEIEIREZ Z T TV DA, RERENEL L TV A E TIIAAI~ORERIGME T T 2228 bh 5, (102 ]
912 DIEMERKE. BlHEER. FRAE. REE. REBEESOERKEL2ET5E
[9.2. 9.3%: ]
9.1.3 PIHEECHEER2BLUNICERDHA ONE-ERUVEEURSEDTUILXF—2R3EREZELLI LN HIE
914 BERITEZOBREDHIE
915 AFOEARIEC TITVT FF YA REEIIFUIZRHLTTLLX—22926FTh0OHdE
9.1.6 M/MRFEDE. REEEOHSE. NABRRKEEHETLTLSE
HEF L O IO BZEN R H D,
9.2 BHEEEEHT HE
BREEEEE TH D, [9.1.28M]]
9.3 ITHaeEEE*H I 55
BEREEFEEE TH DL, [9.125H]

9.5 1113
I X ATAER L TV D RTREME O 8 5 ZotElzid, TRHEERE EOF RN ERIEE EE S LM SN 258 ICORERET 5 2 &
9.6 237
%%%EL@%E%&U&%x%@ﬁE%%% (L, BILOME U IR 5 2 &, AAINE MRERLFICBITT 208
MEAHTH 5,
9.7 INR

IR E G E U R FE N L Cuven,



WSCE (%)

10. *EEJ’H%
%'J%% s RSER - HEE TR BT - faBRIK T

e InRIE FURBEABISE T 5 /REMED B 5, S PN B 72 IE A 2T TV D I
TS R R FEREAM I S 4L, ARANXT 2 5efZ IR &
RHERH PEFLTWD ZERH D,
7L VAR
e i )
a)FaxTaAf R
2Ry B
S A A

[9.1.1B ]

Bl RIS
WORISIER B HDOND Z LR 2H DT, BEZ ItV BENED LY WO ZRAEZATO Z &,
1.1 EXBEIRIE
Tavy. TFI45F% T — (HEERPH)
Vav g TFI74 XV —RBLREOT VAX RGN 60N ENH DS,
TED AH & ORIRBIR 2 = I GIASERARRER CII#il S TORWIZDBEERR L L,

1.2 ZDhDEIRIE

10%L) |2 1~10%AKi*?

PRI SR

BB L O A MRk E fhPdia. BEEE

— i A REES OB (R (76.9%) . WEISERALIER . VRS | SO 5 EERE, FEEL

DIRAE ERATELEE, R

TE2) RBUEEIT, 017 i RIERER IER 7R 18~49 RO MRAD 5 b, MiREKEBRYSEICH T2 ) A7 KT % 1 5T 2 DL B> EROF
— %), 018 3R (HIV TR L7 18 sk LA 2B L L7-3R) L ON019 3R (WiKEkE U 7 F L HERER R VA D 5 b, 65 7L 1
OESEROT — &) (TS EEH LT,

14, MHLEDEE

14.1 EFIBEHOIE

14.1.1 &R

(1) AF O T 7 F U EIRELTHERE LN &, [7.1 2]

(2) WIRENSEY H UERIZ /R > T LHESCEHRT L Z &

(3) HHANZ, AFNZEAKELIHEFEL, L<IRVIBE TH 2L AAOBREIRIC L CHESHICHERT5 2

(4) AT ium“ KR E AT BE ORI WD EREGRT D 2 &, b HIRESSEGRRO b i-5E :,t i LAz &,
(5) MEHFE ORI NIZA > TNRWNWZ L EFEND D Z L,

14.1.2 $EEERM

(1) HREEALIT, BHE, ERO =AM e L, SERN 7L 3 — VS TNET 5, 7288, BT S B 2 K OVILAE AN EAE
T HAREMED S HIALITIFESF LienZ &y

(2) thoo T 7 F v L RRHCAK 2T 256, Bl 28O MMW’

(3) HANIERIZH 7o Tk, Rk - MRS OB 28ET 2720 Tl %‘?“Z):k

C HEIIFHANTERICE D E S T, MRS H 5 VI ’élé%u;b\ota pEFE I L Gl et B2 IRET D 2 L,
s MRRETTENLICERE L2 &y

RS ERIA L L & MR O ACIIE DM 2 BB SITE IS 2R &, AN A TENT S Z &,

. ERERALAE
171 BSHERUVRLEICET 25
1711 B £REMARER (0195488)
JiRERE T 7 F o OBEFRED 725075 PA E DR A 1,20561 (655%LL LD BAR N 245612 & Te) XI5, AHI LR R 13 fifi%k
H‘Eif* MYy F v (LR, PCVI3) #Z1EIFNAICERE T 5 8 5B & 94l L 72, AHI UL PCVI3EEFEZ30H H O
HRIR R A T = AL B RIGYE (OPA) RMTEHPUAME (GMT) (BLT, OPA GMT) K OVARAIEA O2MmiEE %3 5 i
'{%#\:E/J OPA JR SR (IRBRIEBERERT 2> HEEFEL 308 B @ OPA ERERNMELL ETH o - OFIA) 2R IR OF2IC
%a“o
B L) OPAGMT (23U T, A#l L PCVI3ICE £ 405 I3@AMIER Tl PCVI3IC KT 2 IEL MR S v, AFIEH D2
mu TG PCVI3IT R D EMIE AR S utz, £, AFIEA 02035 RIT x4 2 g R AR FAY OPA IHZRIZBW T, PCVI3
WX B R AVR S s, ARITCIERFRARE 7 07 ) v G (1gG) &M EHPAERE (GMC) (LLF. IgG GMC) @
FoIEINE Bt STz,

# 1 AAIXUE PCVI3 HERIAE 30 A H 0 MR 60 OPA GMT (019 3R
iR gl AFHIRE (N=602) PCV13#E (N=600) CMT tE* [ f195%CL] *
0| GMT" 0| GMT" CRFIBE/ PCVI3EE)

133638 Iyt
1 [ 598 | 256.3 [ 598 | 322.6 | 079 [0.66,0.96]




WSCE (%)

3 598 216.2 598 135.1 1.60 [1.38,1.85]
4 598 1125.6 598 1661.6 0.68 [0.57,0.80]
5 598 4473 598 563.5 0.79 [0.64,0.98]
6A 596 5407.2 598 5424.5 1.00 [0.84,1.19]
6B 598 4011.7 598 3258.2 1.23 [1.02,1.48]
7F 597 4617.3 598 5880.6 0.79 [0.68,0.90]
9V 598 1817.3 597 2232.9 0.81 [0.70,0.94]
14 598 1999.3 598 2656.7 0.75 [0.64,0.89]
18C 598 2757.7 598 2583. 1.07 [0.91,1.26]
19A 598 3194.3 598 3979.8 0.80 [0.70,0.93]
19F 598 1695.1 598 1917.8 0.88 [0.76, 1.02]
23F 598 2045.4 598 1740.4 1.18 [0.96, 1.44]
29 L3 i I
22F 594 2375.2 586 74.6 31.83 [25.35,39.97]
33F 598 7994.7 597 11249 7.11 [6.07, 8.32]

*GMT. GMT H & OV D 95%CL I, iR & #RIEHIE T — & T (cLDAE) ICL W EH LT,

13 @M E R OIS ML, HEE GMT e (RH]PCVI3) @ 95%CI O FIRS 0.5 22 5 Z Li2ik3<,
2 RS ST ORI, HEE GMT b (K& PCVI3) @ 95%CI & FERN 2.0 #H 25 Z L1cH5<,
N={E(EAL R Y 7 F 35 SR E Sk, n=fbT S hu -t ik

CI={EHEX [, GMT=8(EEPUiAM (1/dil) . OPA=F 7"V = L& &TEM:

# 2 ARAIXIE PCVI3 #Hi1% 30 A H OIESLE M o Ml AAEE R A OPA TR ZEHE (019 #ER)
JiiR{egith OPA JGZR (Bi3) (m/n) OPA [GE R D7
AHIEE (N=602) PCVI3# (N=600) (AHIBE—PCVI3EE)
HEEME [Mif195%CI]
22F 71.4 (374/524) 14.3 (71/498) 57.1 [52.0,61.8]
33F 56.7 (328/578) 6.3 (35/560) 50.5 [45.9,54.9]

TERIZE OHEEE D 95%CI 1%, Miettinen & Nurminen %12 X 0 FiH L7z,
L, WRE 0BG O (REI-PCVI3) D 95%CI O FIRA 0.1 2825 Z LiIck3<,
N=ME{E2 LK OND 7 F R ST BRE SR, n=ffdT SN -9 E 2. m=H:Fi%% 30 A H 0 OPA S EFERT D 4 (500 E A U7 is 4k

AFN RS O ER S A FEFRORBSEIL60.1% (362/60261) T V. KES DFANCHIE LIz A BERE%S B B OB R
LR S54.0% (325/60201)) . BEREHAIIERR12.5% (75/6021) K OBEIALFLEE9.0% (54/602(1) ThH o7, Fi-. AHKIEHEE
DOEHVEOHEFL1138.4% (231/60261) TH V. KER DS FRNTHIE L= AFIBERE% 148 O 5717.4% (105/602451) . i
i 15.4% (93/60201)) . FEIF11.6% (70/602f%1) K OBIEIIHS.3% (32/602f1) T -7,

17.1.2 BSEMAERER (01758)

Jii RERE VIR BICRRB T D U 27 K12 FF 2 JUTRF 2 72 W RIERE DN IEH 72 18~495% DR A 1,515 % 81T, AHIIE PCVI3
Z 1 EIFFIPICHERE L, & OAER ISR ERER Y %o 54 KU 2 F > (BUF, PPSV23) A45MET % B 5 M HRGAER
EM LTz, VA RKFICIE, FERRE CBERF., IBMERFRE. e A &R R R, B OERE) K OTTEIA - (B,
BaE) BNEERT,

ARHFI XX PCVI3EEFE 430 B B O I iERF 2 OPAGMT % K37, MIFE R AL OPAGMT & O 1gG GMC 131335 i ifn i 7Y
TIE, 20 OFEFERECHE L CIRIARE C. 2B A MiGEUIAFIRE CE o7z, 72, PPSV23EEFEH#30H B O i iE Bk ) OPAGMT
KOV gG GMC 1%, AANCE EN D ISMER T X CTTC2oOHMBECH L CREBE TH o712,

# 3 ARAIXIE PCVI3 #ff% 30 B B O i A 54 OPA GMT (017 #klR)

i AEIFE (N=1,13) PCV13fE (N=379)

n Observed 95% CI" n Observed | 95% CI"

GMT GMT

1333 i i)
1 1019 268.6 (243.7,296.0) 341 267.2 (220.4,323.9)
3 1004 199.3 (184.6,215.2) 340 150.6 (130.6, 173.8)
4 1016 1416.0 (1308.9, 1531.8) 342 2576.1 (2278.0,2913.2)
5 1018 | 564.8 (512.7, 622.2) 343 731.1 (613.6, 871.0)
6A 1006 12928.8 (11923.4, 14019.0) 335 11282.4 (9718.8, 13097.5)
6B 1014 10336.9 (9649.4, 11073.4) 342 6995.7 (6024.7, 8123.2)
7F 1019 5756.4 (5410.4, 6124.6) 342 7588.9 (6775.3, 8500.2)
EAY% 1015 3355.1 (3135.4, 3590.1) 343 3983.7 (3557.8, 4460.7)
14 1016 5228.9 (4847.6, 5640.2) 343 5889.8 (5218.2, 6647.8)
18C 1014 5709.0 (5331.1, 6113.6) 343 3063.2 (2699.8, 3475.5)
19A 1015 5369.9 (5017.7, 5746.8) 343 5888.0 (5228.2, 6631.0)
19F 1018 3266.3 (3064.4, 3481.4) 343 3272.7 (2948.2, 3632.9)
23F 1016 4853.5 (4469.8, 5270.2) 340 3887.3 (3335.8, 4530.0)
AHI AT 0213575
22F 1005 3926.5 (3645.9, 4228.7) 320 291.6 (221.8, 383.6)
33F 1014 11627.8 (10824.6, 12490.7) 338 2180.6 (1828.7, 2600.2)




WSCE (%)

*95%CL 1%, t /AT K-S < B ARRHEUR BE T i BE O SEBIE O CT % i 253 L CoRb 7=,
N=ME(EAL R VY 7 F 35 SR E k. n=fbT S hu -t ik
CI=[EEX M., GMT=8/T i (1/dil) , OPA=47 Y = A RTENE

AFN OV AL A EFE RO ITME1278.7% (893/1,134051) TH Y . KEBLWHFHRNIHIE L = AFIHAE% S B M OBREITALILR
75.8% (860/1,134451) . HEFEIALAENR21.7% (246/1,13401]) K OEFENLALEELS.1% (171/1,13481) Th o7, F7o, RAHEFER
DOEHEEOAEFLORBEMIEIL62.3% (707/1,134061]) TH Y . KEONFRNTHEE U2 AFIER% 14 H B O3 5734.3%
(389/1,134%1) . FiPI%H28.8% (327/1,13441) ., HEI26.5% (300/1,134f1) K OBIEIRE12.7% (144/1,134f]) Toh 7=,

17.1.3 BN EMMEHER (0185KER)
FHRERE T 7 F BN 72\ CDAHT HAEAY50 cells/ul LA R ONMIEE MR T A LA (HIV) U RERE (RNA) 2
50,000 copies/mL Al D 187% LA L D HIV 30201 %t 4212, AHI X% PCVI3% 1[EIff WIS HERE L, % D84 IZ PPSV23 %
PErE T 2 ZEH E R A i L 72,
AFIE PCVI3EEFEH30H H O M iER4s BLAT OPA GMT % #4128 d, F£72. AKITHIIERFRA 1gG GMC D FJEIGE S e
RENT=, PPSV23IDEKHEM%30H H D OPA GMT } 8 IgG GMC (%, AFNIE £ 5 15MiER 4T T2 oD T L
TRIEETH- T,

# 4 ARAIXE PCVI3 BEfE% 30 B B O i A #1 OPA GMT (018 #klR)

i 37573 AFIHE (N=152) PCVI3HE (N=150)
n Observed 95%CI" n Observed  |95%CI"
GMT GMT
1346368 ifn 57
1 131 2388 (173.1,329.3) 131 ]200.9 (142.7,282.7)
3 131 116.8 (94.9.,143.7) 130|723 (58.6,89.2)
4 130 |824.0 (618.8,1097.2) 131 |1465.5 (1154.5, 1860.3)
5 131 3367 (242.4,467.7) 130 |276.7 (197.9,386.7)
6A 126 6421.0 (4890.4, 8430.7) 128 5645.1 (4278.9, 7447.4)
6B 129 4772.9 (3628.3, 6278.7) 130 3554.0 (2751.0,4591.4)
7F 131 6085.8 (4871.6, 7602.8) 131 6144.3 (4982.8, 7576.6)
EAY% 129 2836.3 (2311.5, 3480.4) 128 2133.9 (1721.8, 2644.5)
14 131 3508.7 (2730.6, 4508.5) 130 3000.3 (2350.0, 3830.5)
18C 129 3002.2 (2435.5, 3700.8) 129 1560.3 (1213.8, 2005.6)
19A 131 4240.7 (3415.4, 5265.3) 131 3715.9 (2949.2, 4681.8)
19F 131 2438.6 (1972.7, 3014.6) 131 2042.0 (1618.9, 2575.5)
23F 129 1757.4 (1276.1, 2420.2) 127 1787.0 (1309.9, 2437.9)
A [ A7 00 21357
22F 128 3943.7 (3049.2, 5100.5) 116 109.3 (66.2, 180.3)
33F 131 11342.4 (9184.3, 14007.6) 129 1807.6 (1357.3, 2407.3)

*95%CL 1%, t /AT K-S < B ARRHEUR BE T i BE O SEBIE o CT % i 253 L -CoRb 7=,
N=fE(EAL R VY 7 F 35 SR E Sk, n=fbT S hu -t ik
CI=[EMEX M., GMT=8/T i (1/dil) , OPA=A47 Y = A ERIENE

AHFIBARS OIS A EFROREBMEE1363.8% (97/15261) TH Y . KEI DS FANIRE L 7= AFIERE% S B OB AL
JEIS57.2% (87/152%1) . HEFEMALAEIR11.8% (18/152f1) S OMEFEMALALEE4.6% (7/15261) ThoT-, T, RAFEEZOL
FMOREFZORIFEIT42.8% (65/15261) TH Y | KB D FRNCHE U AFIBEFER 14 A M O3 5720.4% (31/15241) .
ER13.2% (20/15241) . PR 12.5% (19/152451) R ONBIEIR3.3% (5/1526) Tdh -7,

18. EHEE

18.1 fERHF

AFNZ, TRENRF ¥ V7 X7 E (CRMyy) &fES Lo MR R 2GR EREINER Y > B T4 FEEHEL TR,
MR EKE DA T Y =Mt BREXKOREZIET 2 A2 #HE U CTRREREIC L 2K EZ T 2, AFNE T MAKEERES
BahBT 2, v )74 ™7 ERER~ L A=T filgid, miFesas B Al oA B Ao EIcF 5+
%,

20. RV EDEE
SMEBREM I L TIRIFT 2 2 &,

22. a%
YUrY 05mL 1A

24, XHBERERVEWEDE R

MSD ¥kt MSD W A X ~—HR—htr Z—
BT HE XK IuBAE1-13-12

ERERE DT + 7V —F 1 YL 0120-024-961

25. RIRHGHT LDFTE
ARENTORBRAGHT DG &7 B 7awy CREAEEEARIED .
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26. MERFTEREE
26.1 ®EHRET

MS DXt

RRBTFABXAEILI-13-12
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B e 2
B B OV HRE DD TE E oo 3
18 IRITIUEE (B2) oot 4
182 ZhEE - S () KOFEDFETERIL ..oovo s 4
1.8.2.1 FHEE * ZDE (Z2) oot 4
1.8.2.2 ZHAE « ZhH () DERTEARIL oo 4
183 Ak FHE () KUOZDOFRTERRIML oo 7
1.8.3.1 FHUE © FHEE (B2) oo 7
1.8.3.2 FAE « TR () DFBRTEARIL oo 7
184 R EDOEE () KOZOFRTERRIL ..cooooeeeeeeeeee e 8
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i

& 1.84-1 HELOEE (F) RUZDEETERBL. ..o
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V114  1EHFH

1.8 IRfISCE (%)

75 o OV

p=10)

ED

it
i

W&3E s EF

ACP Alternative Carrier Protein KRB VT H LRI

CRM Cross-reactive material —

GMC Geometric mean concentration SRR E

GMFR Geometric mean fold rise S E AR

GMT Geometric mean titer RSN LNill

HIV Human immunodeficiency virus b NUERE Y A LR

HSCT Hematopoietic stem cell transplant T 5 A e R AT

IgG Immunoglobulin G wEs/a7Y G

IPD Invasive pneumococcal disease R BRI S8 BR B R

OPA Opsonophagocytic activity F 7 = A ERTEE

PCV13 Prevnar 13™/Prevenar 13™ LR I3 R ERERE AT Y 7 F o (4

FBHERY 77 V) T HmEEENR)

PnPs Pneumococcal capsular polysaccharides FiRERERER VY v B TA K

PPSV23/PPV23 PNEUMOVAX™23/23-valent pneumococcal VMR ERER VS > T4 RU T F
polysaccharide vaccine v

Vil4 LRIl R ERERE AT Y 7 F > (4

LRV 7TV T wEM )
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1.8 HIXE (F)
1.8.2  ®g - HR (F) RUZDHTIRR
1.8.2.1 e - R (F)

A U RERE I X DRBICRBT DU A7 BNE0EEZ LN DA D ik EKE
(MyEH1, 3, 4, 5. 6A, 6B, 7F, 9V, 14, 18C, 19A, 19F, 22F, 23F X U33F) T X % &Y
DT Bh

1.8.2.2 WEE - DR () OFERW

V141X, BA5 T 2. Pseudomonas fluorescens \ZHIKT 5 CRMigr ¥ v U 7 2 /87 BITHEA L
72150 PnPs % R i RERFFEATL T 7 F 0 Th Y | PCVIZIZE 45 I3FEEO MFER (1. 3. 4,
5. 6A. 6B, 7F, 9V, 14, 18C, 19A, 19F K UR23F) (2% T, BUEAGR STV D iR ERERE A
Y 7 F ANTEENTOWARWV2AEOMER (22F X U33F) OHFFEAGEN TV D,

IPD Z & Lo fi R BRI MR BT, RN TIEL FRiCmlind (65l B) . ZEEERE (B« 1@ PR &
BYERPRE, B DRE,. FERA, WE) ZAT DA, RUEAEOMA (B : HIV i

#. HSCT ) IZBWT, BWREY 27 R3d 5[2.5.1.2.2 H],

AEIOZhRE « ZhER () 1T K OEN O IRERBRARR I DWW TRRE L7,

[ERR AL R S IR RER (01938BR) 1%, RERE D 7 F L BRI 72\ 5058 LA O BERERE N %2 %1 52
& LT VIAD R ANE  BNE M OV U 2 R RiE U 72 [ B[R 26 AR 3R C & 5, 0193R 121,
AFH B B 65 LA ED B ARNEFERRA DKL AIL DTz, AR O 2L 31T 2 R T,
134 fLER C PCVI3IZ XS 2 I M4 VI4E A O21fLE 5 & ONLiER3 T PCVI3IT k% HEBE
PEZ IR LT, AIAGRHGEICE B LT265m Ll LRI 2Rt S . 244EM & FRET
bolz, Elo. 65 O AARANEHIT, 2K 50all L) K U65i L EOfaEH E —B L
T R DORE R AR L712[2.5.4.3.1.1.3 ], HAANERO VII4OZFEMEIXRLF T, AARANER &
65 LA LD ER OB 2T v 7 7 A VB L LT\ 2[2.5.5.52 H],

E BT, MRREMIRBICRET D U A7 NENWEEZ ONDHRAZ SR E L2200 KRR

(017788 K D018 BxR) % Fiti L 7=,

01738RI%. 18~495 % Dt R EK MR BT E T 2 U R 7 N2 FF O UTFFI 720 iR EKE U
7 F U BERRIE IS IR ORI RE N IER A RN B R & LT, VIAOR M M & O R 2/
AE L7V B AR T 5, IREREMERBICRET 2V AV R TOFEIZH 1D LT, ik
RN IEH 72 18~49IE DL NIZ IV T, VIATRIERMEZ R Uiz, F72, MRERE MR B RE T
LU A7 KF [EMERE (BRI, BMHATRE, WEz & @r iz i, B osis) K OYTEA
+ (W fR) ] 2 AT D SR RE S IEH 72 18~ 49 D N ICB W T H R CTh ~ 72, Z OFERIL,
134 fLE C PCVI3IZXES 2 IE MDY, VI4E A O21fE 5 & ONLiER3 T PCVI3IT k% fEBE
PEDSKRFE SNT20193BR DAE R & — B LTV 2[2.5.4.3.1.2.1 TH], AV, MREREMREICHRE
TV AZRFOFEIZDDPOOLTRAFTHY, VIIAOLZ BT 07 7 A MT PCVI3 L FEEIL T
VN72[2.5.5.2.3.3 IH],
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0187 BRIL, MiREKEE Y 7 F U BEFEEDN 72 8L LD HIV Y BE x5 & LT, V114
DN DMK ORIERME & WREE L 72 NS AR Th 2, S R ARRE O PR (HIV &
Yerf) 1BV, V4IRS RME 2R L72[2.5.4.3.1.22 ], £7-. 018iBR TD V114D BEM:
R THY, BEMET BT 7 A VITREREDIEE 2 MRERE T 7 F  RERORA L HELL LT
VN72[2.5.5.2.3.4 TH],

FOMOEMFERER L LT, 2185 (v 7Ly U v F o b VIAORKREER) . 01635
(V114X PCV13 & PPSV23Ddfeifd) K& U02038k (= > ho—BM) &% L7,

02138k 1%, PPSV234EFEIE D FHEIZ 2D BT, S0 LR A Z SR E LT, A 7T
VWU s F o L RN LT VIIAOZE M BANE R OV % JFUE 2 RGIE L 7= s 27 A B © &
5o ARRBRTIX, VI14E A 7N YU 7 F o ORIEBERER I IE R R 60 5 IES M %
7~ L., PPSV23#EFEIE DG HEIZ Do T it 2 n 3 2 & AR Hiv/c[2.54.3.1.3 H],

016F8R 1%, MREKEE U 7 F L HFBEE AN 22505k BL E O AN 255 & LT V14D HEFED 5
154212 PPSV23 % B4R L 72 BR 0D V114D 22 2 BN L OV )5 E & FRGIE U 72 14 56 IAH SR ©
& %o AR T, V114X PCVI3EEFE#12 5 H BIZ PPSV23 & difse it L 72355 V1141X PCVI13
& RIFRE DRI AR U, VIAEER# D 70 < & b 120 A EINE DRt L72[2.5.4.3.1.4 ],

0207XBR I, IiZREREE U 7 F AR D 72 S0s% LA LD ERE AN Z%F 5 & LT, V14D v hD
— B A RRGE LTINS IR CTh 5, AR TIE, #2258 v MIBWTH VI4D 15D IfiiF
FHNZBWT—E Lo i 2R L72[2.5.43.1.5 ),

—Ji. EANTIE, B TR (01538 256 L, MREKE DY 7 5 o BREE 3 720505 LA E o
AARNEERAZ xS E LT, V14O, BAMER O FE 255 L7z, 65l Lo A
NEEFERCAN (ZR—bF A) IZBWT, VIATRERMEZ R L, S0akLh E6SmiATm D B A N REFHERL
AN (ZAR—F B) K505 LA EOFTXTOHARNEESRA (2F—F A KO B, 2%H) 2k
Th., FEORERP RSN, BARAKOIEARNDGREZFMED LR DOT- 6 015308k & yigsh 5 I
R (006785%) (Formulation B #%) D F 2 505% LA b & ON655% LA _E DR R A Clbis: U 725755 5.
TRBRIE BR300 B O I iE R A9 OPAGMT (V114 /PCV13) & OV 1gG GMC k. (V114,/PCV13)
. WTHOFERETH RN EFEAARANOH THELELL T\ 2[2.54.3.2.1 H], F7-, &I H
ARNEERER AN D EVET v 7 7 A T HEIR 0065 BR D FEFE R & HELL L T2 [2.55.5.1 TH], =D
FERATEED 655K LA LD HARN L OFE H AN OGP JFE K OV OFERINE 2 B F % 01958k 1C
65i% LA o> H A NERER A AU ATRE T db 5 & Il L 72,

WHHE - DR (R) ZRTTDHICHI0 ., S0mLLEOREER N 255 & Lz Esh s THRER (006
R K ONEINGE T AHRER (01538R) D9 Rt &k OV ORI, I ONC [E BRI TAH
B (0193BR) (2B1F 5655 LL oo AAR N & 655 2L EDER/ N ONZ50m% LA LD & 0
BN R OGE R MRS RO —BMA B E 2. BARNICEIT 5 V4O R R MK O PO R IC
. BARADFAAAI G225 (015388 L O01958088) OFEFICI A, Mo aBRiE S 2 /M6
HZEIEIFWRETH D EE X T,

019FBROFER, VIIAIT@EIHE T 2L e 7 0 7 7 A VT RAFC, MiER R R 22 o 55
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EHELEZ LD, 65mLLED BHANEEE BT D MREREIZ £ 2 EYE DO PR F i1y
WCHIFFCE D LB X, BEEICE T DMREKEIC L DBRYYEDO T %hRE - R () L LT
E L7,

TR RERE MR R, Sl DM R R A BT 5 AR OCRERRDOEANTY A7 2 E
<72%, MREREMHREBICRET 2V AZRFIIZMEEHETH LM, HAND (6550564 E TD
WAV RATFIZRET DMREKE T 7 F 35 OE 2 F7 | (A ARERIE P2 T 7 F etz 8
E/AARBYIEFSE Y 7 F U RER/AARY 7 F %28 - ARERES) TIRBM LR B BPEIRE A,
TBPERBR AR, IBIERTRAR, BRGNS ARRR ENBITF LN TE Y, A IPD BE (1,70241)
DH L, EERBEATLEIGIE. BYELIERRT 2%, 1BVEZEM MR BS5.8%, BRI ES.7%,
T2 MERFE H4.2% % ORI 15.0% T > 72 [E£5.4:001], TS RERE MR BIZRET DU R
DB DHENIMRERE T 7 F > ORI SN TV D,

RN Z b5 & LTz VIIADBRARGABRRAE D 5 B 15017 C018FABR DFSF, V1141318~495% D
I RERBEMEIRE Y R 7 K2 H T 5 %P0 IR 7 A KO8k LA B HIV ik 4 H T 5 5z A~
EERFIKTDEENET 0 7 7 A VIZEAF T, 13RI IERC T 5 R EIX PCVI3 (U A2
DB B MASDOHEHANAREINTNWDLHE—D PCV) ERRETH Y, VI4EAOMmER (22F &
U33F) IZxT 2 0EIaE 2 HE Uiz, 017 CIlZ U A7 WL 022 ED Y A7 N1 %/
HENCBNT S — B LIS B 358 Uiz, 0175 BR O xR (G Redy (E 5 7@ TR A
TEPERTZR R, 1BV OB OWE RIS ORI AT DRN) 1%, BRIk O ey
B & D IRYBHEBE DI T L7 IREE, 018FABR DX RAEM HIV IRYBHE) 13, T MlukEE ek
O EH W RSRE MK T L7REETH U . 215 ORRBRITHLA A & LT BB 1M BR P
FREICRET DLV R0 EMEREZT2HEEIRETHLEE2OND, ZOVRATDH
BHEMICK LT VIAIREINEEZFE L2 E0vh, SRERENIEF 2Z0Mmo ) 27 /+ (18
BERIR> N LN H OB 22 &) 2RO, RFTHNCREREREDME T L2l (B PEERE,
RE - Mgt A, SRR MERZ F e BE ~E 7 a B UIER E) KOS ECIBHRIC XL 0 %
BEAME T L2 AICK L CH RIBREORIEISEEZHET L B2 615,

505% LA B> HAR AR A K OFE B AR AR A O FRIZEHED RIS & . VIIAIARIRIZ I T H Ik
ERERYEICREBT 5 U 27 NHF 2 AT 2R AIH U CHES R BRE 5L & R o8 K & 784
D EMBZ B, MREREIC L DB TR EZRT Z ERHIFTEDL L EZ D,

ZhE D MREREMREBICRET DV AT BENEEZ BN D AARABRAIK LT, MigeEk
I K D YED T & 406E - 20 (22 & L. eI R BE T 2R ICE, TIiZRERE IS
EOHEBIREET DV R P|mneEZxondE] L LT, ERNNDOTA RTA 22510, &2
R 0 EHERE DAY, 12 MR EERE R ARSI O M li 251 L 2 UL BHAEIRE DR T K OV 7 i 22
KN K0 AR HBE DR TR R SN DL T ORBXIIIEREG T 2H L Lz,

o BMERZRLEEER, IRE. IPRESUTERE

o BEIRIE

o R L ITBRIC LV EARSRETH D TTORERE DN H

o JERIYSUEE KA M EUE
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o BRRARIMERIE T F DM OB ~F 71 v g
o ANLHNEFORER. EBMESERIFS OfEHFRERIC X0 ARBEREME T Li2#E
o EFDSANTCERMDPAR O Z L EROTH

7233 PCVI3DINEE < S FUTIZ, TIFREREIC L D RBICRET 2V A7 BRENWE B2 LN HH
MWEENTND, PCVI3IL, MiREREEBREY X7 2 HTHMREKEY 7 F o HEREO 26~
645k D A ARNZ x5 & L7z PCVI13HLEIHERERF O 22 M Jo OV R 2 5l U 72 BRIRERBR 123 T
BEOMERICT D REINEEFHE L, ZetE7a 7 7 A VITFR TR CEARET R TH -
7o T OEEERBR T, 01758 3Z018FRER TITMAAIL S LT 72 U ALK X [ e o
TS AN LN H XU TIEVERE IR S ORI 7R A RE O RE 263 25 bHANKZRICE EN T
W7o,

V114/Z, Z® PCVI13 & Dbz T1335@MiE A Cld PCVI3 L [FFRE D, VII4[EA O2ifiER Tl
PCVI3 LY BWAEINELZHFE L, BT 7y A LVBEL L T2 b, ERNTA KT
AV CHIRERE D 7 F > OBREPHER SN TV DRBOREEZ AT DRAICK LTH, 2tk
OFIMEERT Z EnHfFEN D,

1.8.3 Bz - AE () RUZDORTERM
1.8.3.1 Bz - g ()
11810.5 mL % f A NIZTEST T2,

1.8.3.2 & - AE () OFERI

BN ZRGRE Lo e TARRER (001585R) [EEFS.4: 0021 NS0 LA EDR A Z x5 & L
oW TARRRER  (0023R5%) [BEEFS.4: 003)AE2 D, VI4DT VI =T A7 ¥ a3 MUKE,
TRABERZENET a7 7 A VAL, U7 F AZEEND 15O MERI K U C i AR 1 7
GIEISNEETFET D LRI NI, — 7, REAS I A G L Uiz ifpsh s AHEER (0035X5R)
TORZRMERE RN U 7 F U8R Ol 2 fMmet L, B I 728585 (V114 Formulation B)
WSS 1/ ARERAGER  (0057UR) CRMMi L 7=,

0057BR Cld, MRERE U 7 F L HEEEED 70 WMERERR A S OVFLIE 2 %142 & LT, V114 Formulation
B D72 HAHRR D45 (V14T H&RE, VI4m &R, V14T &R (ACP f#E-A) UL V14
EAERE (ACP FEARAN) ] D&t RN & O IFMEZFHME L7z, A CTORBIREIL, 15
DIMIER TR TIZx LT VIMOKBAFECRRE ChoT, Fo, ARTH, VI4FHEREL
VI114E A BREORIEINE & TN PCVIZEE & g L 72 fE R, Wihv s 1335@ i iE % TlX PCV13
BELMEL CRIFREE T, VI4[EA O2MER Tl PCVI3EEL W motz, SHICTU 7 F L THES
NAOTRREOBLEND, LT ACP ZHW AR T7 4 v MIR I ho72[2.7.6.2.1
H],

ZDTH, RAZERRE L2 TR (006585, 00775R) KOFIEEZXIG L Lz L0 KH#
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R IAERRER (00873R5%) T VI14H%] (V114 Formulation B) OFHHTiX, 00538k V114
BRE & W UARRR o RIA & L 7=,

TIH D T AR O I FHESIRRBRAAE D &, £ DOHBROMAZ L E LIEHIHRER T, &
BRI S LT V114 Formulation B Z WA 2 & & L7=,

KREGRT — 28 I —VIZEEN D TR TOFE MR D, VIAEAARAIASO M iFE 3~
TIZH L CTHoIE R 23 2 DR STz, F£70, BRAZRG L L7258 THEBR (015305kR)
TH VI4EARERF 2 VTR YD . 0153005k &k ONE FRIL[F 25 MAHEER (019388R) (KA AN b7z
65 LA D B AR NEMTH 15O MER 3R TITHR U CRERMEZ R T 2 &SR Sz, [2.7.3.2
N LB R T — 2 Ny =B EN 56 TR TORBRO ML - A&, 150.5 mL OFfFA
WNA~OHEEERETH Y . @l M REREERBICRET 2 U A7 BENEB X DAL
B DRZEFMEORRIL, VIIAZHEEERT 52 L2/ 427 -2 Tholz,

PUbEXv, BAANTO VIIAOHE - HEIX, 1R0.5mL ZfHAN~ERT 5 2 L3 @) & & 2
bihvd,

184 HELOIE () RUZTOHRTERN
B EOEE () MOZFORTERINEZ[F 1.84-111TRT,

® 184-1 BEELEDIE () RUZDHRERN

#HH EoEE () AR E R L
2. BEREARTENY A | 2.1 AFIORSXIZT 7TV T MY |21 AANTEEEEARC 7TV T
(P BSEERE A 2 VA NEHEY I F AT DT BEMEAKRTHY, V7T
B Z LAY T4 TR FRLEDEN T XA REETIF U
TRWE) b5 T LN RE XNTHTF T4 TF—FE
22 BWLNARERERLCVDH L7z 2 &Wb D EEITIE T
23 EERAMEBICHD»> TS B A 52T 5 2 L ANE Y T
T ERB B WeEZLNDZ Linb, T
24 LRI BHEDEN, THiBE PETLRRTRANR o=

155 = LAY 2o T T L,

REATD S S RRAEINEE 5 2S00 Sommms A

S, ERNCBITAT 7T
FRIA B O & L CRIE
L7,

8. EHERJLAN | 8.1 AN TTPhEEmsEmAi) K& | 8.1~83 FRAEEME IR & OVE
HEE O [ E WP S 0E | (e W R EH 2 2B T
LCHERATSZ L, PERERTO —fRPOEE L LT

8.2 WRHEMEF Iz HOWT, BERERTICHL E LT,

FTRIZ., MLk OR% (B2,
TER2%) 1T X » THEEIRRE 27
NH Tk,

8.3 HEEMEE XX E ORI, B
(RSN ESI Y ATt U ESl TN INE 7
ML RIS R D, o, #
MR ORBEERICEE L, R
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#HEOEE ()

B EARAL

DR FOSCEFADOEA, &6
(ZE AL, AR D SLE 7R R A
2 L7EEAIITECMICER O
PEEZITH X ) FERNICM S
HZ L,

9. EDHREATDHHIHTHIEE

9.1 PEFREAE
F (BERE O
ZAT OB L,
FEZETS

#)

PR DIIR DO WTIINTEEHE T D
ERBDOOLNDEGEIL, BERIEL O
WEEBREL, DELOEREST O
HEZBEEITV, THEEOME

P, BIS, BRSO T2

A EITV., REZMEEICST

T, EELTHEETLZ &,

9.1.1 I EIZIE R RDOBZWIN I S 1
TWAHE KON BIE e Rk
FERBIEDHE NN DH
G IR & 2 TV D2
FIERENEL L TV D ETIEA
FI~OFIEIEIME T 5 2 &
N b, [102 2]

9.1. 20 Ry B, A, I
R, MiRRE, BB RES
DIBERBEAT HH (9.2,
9.3% /]

9.1.3 TPh#fE CHREL2 A LINIZHE
DI b= e O R E
HOT LAX—ZEHIERE R
LIz EnbdHHE

9.1.4BEITEBOREEDH HH

QIS AFIDOR I XIZT 7T VT M
JA REGEHEY 7 F A LTT
LLWX—Z2ET58FZN1L0H5
#

9.1.61f0/ MRIBUME ., EEEER O & %
F. PUBEERIEZ T LTV D
#
TSR AL 0 Hif.o B Z
H5b,

9.1.1 EHWNICRT2BARY 7 F
YO LEESEZIZLT,
T8 W Rl S i AR S H D X R
E L7,

9.1.2~9.1.4 EMIEAE I EHEIC
Eox HERNICBIFAUZF
VHRASSEOGHE S L TR
E LT,

AANTIEEELERE 7T )
TEBEAKRTHY, 7T
V7 " VA REFV I F
WX T AT LA — e w &
L2 N HEITFEELE
T 57, E W S e
ICHESE®RE LT,

TS OYEEEREE T A
FEHHRALOH MO BEND H
V. EELTERET L MEN
HDT-OERE LT,

9.15

9.1.6

9.2 ErHERERE

EHTLOE

HEHETEEE TH D, [9.122H]]

TE MR S A I S & [HN
BT AU 7 F B EOER L
L CHE LT,

9.3 JiFHkRERE

HEHETEEE TH D, [9.122H]]

EWERE R Z RIS &, EN

ZEZIE, PRI ORI E
Btk z bR D B SN D550
BT H L,

EHTDHHE WZBIFAHU 7 F U AEEEOER &
L CHE LT,
9.5 Il G SUTIHIR L CW D AfREtE D B 5 | BhikBR CIIRrEh st i OV 4

FMIXEO LN -T2 H DD,
BB SRR LTV 5 ATRENED &
Bk B2 IS L C
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1.8 WRAFE

(%)

#HEOEE ()

B EARAL

WRWT2 8, TREEERE EOFENE
RS L A P R || Y gAY
BB EET L& L,

9.6 HEFLhm

TV EOA RN ORI O
ARMEZEE L, RO T
IEZREd o 2 &, AAID e MREFL
PICRBATT 20 ENEAATH D,

REFL O AR WS4 2 AT AL pEAE
K OFLH AT~ D IEH S
TELT, AT OBREICET S
T2 IS LTV RWE=D, T
BhEERE b DA 380 M OVREFLAEE D
HMEEZE L, I oMk XX
I I I N il B (el

DT, BRETHIATV, RE DR
NCY aWik” et ST I AN AN R )

s
N— o

9.7 /NIESE N Z SR E LT RRRBR IS | N E R LR BRI 5E
LTWLVRU, ML CELT, Btk OHE
DHESL L CWRWTD L BoRT 720
RE LT,
10. fHHAEH
10.2 FHEE R4 % BRARIE B - fERR | | REIHIAIEIC L ERERE
(PEHICERT M- HE KT KT 5, &RAIE TP
5HZL) 71k FI DO TlE 43 7 S I 28 055
GRS | PUABEA  [SoZiHIny | | DARVWBENDLHDH Z L b
TFHRRIRET (FOSME |26 E% | | PFHER E L TERE LT,
RFHEPH [T 208 [T TWDHF
TILRIUAL [BEMENR D 1Tt E MR
Al %o D3P
A L. AFNC
T LFa R R B G
T4 R AR
VAPV LTWAZ
el ENH A,
e R
[9.1.1%
]
11. Bl WORIIERH S biIvd Z b D | BIKISIXT 2 — A7k B FE

ELTHE L,

11.1 ERZEIN
e

vav g, TF 74 T7%— (BEE

RIED)

vavd, TF 74 T7%—%ET
HEDT LI =GN H HbID

ZENDHD,

TED) A & ORRBIR 2RI IERID
FR PR RRBR Tl STV R 72 D

ERFL LT,

DR EKE R AR Y 7 F TR
HHENTED, AANZBWNTH %
BRI 5 AletEiiiETE 9, AH
G DR BB TN IR E 3 72 &
NeWgs, EERERET-ED
THEMEN 8 D T O TE LT,

11.2 Z oo gl
Bt

10%24 %2

1~10%Ai

)

S5

it T R

==
=

SR

Company Core Data Sheet (LL T,
CCDS) [(ZHt#k S NIz BIBIGIZ O
T, SR (01730 (U 2 7 K
& RFOE R84 DT — &) |
0183k (HIV (ZJEH L7=18m% A b
DRRNIS2BID T — %) ] R ONEERIE
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#FHEOEE (R)

B EARAL

FhERR (A, B
BLOW |
it e e

==
=

—fk - &

HEE

TSNS (S AL 2
(76.9%) . 1|9 FERL, 36
K OB \GHAAIRERR, |24

RN ORI ERALAL
e BE, B

Yu L 72185k LL L DRl N % kf 5 &

L7-38R) K O019:88 (i Bk

T F RN IR VAN D D

5. 65ER L L H Y 07 —

Z) [ZESEHEM L,

E2) REBEE L, 017388 (o hREn
EH 72 18~49 DR A D 5 B Jifi
RERBERYEICT AU 27 A
FE1DOXI2o L B oE
o —%), 0185k (HIV (25K

[EIEAER [01938R (655% LA E Doy 4E
416607 —4) ] IZHESEZHE L
7=

FEEMEE X, MEEEN R L E W
118 2 3B S IE 4y £ T O ¥ A
Z VT, RSFRIZRE 2 1R U7,

FEEIBAE I350%LL EA& . 2 LT
WIBIUBEE &2 2| 4T 5 HR4
(e C BARP) 22 R BUBE S % G
L7,

14, WA FoFE

14.1 FEFBERRF O E

14.1.1 HEFHEF

(1) AFZtoOU 7 F o LIRELT
BERLARWZ &, [71281]

(2) MWEEHEY H UEIRIC -
THHBRIERT 5 = &,

(3) MEHATC, AHZ K REF
L. E<IEVIRE Y723
DO IFIEIRIC L CH=en i
THZ L,

@) FEHENZIEIS T, BRI X
IEE AN IRNNETERT D 2
Lo RITRMESSEANRTED D
NEEAE, HLARNWS
&

(5) TEHE ORI MENIZ A>T
WIRWZ L ERFRNDDH T L&,

() AR Z2thow 75 LIRAELT
PR L 7R BIL e W T O R E
L7,

Q) KAIDZEMEBE L
776

(3) AA %Y —DREIRIZT 121X
IKIEVIREDIVLENRNS D 2
EHERFEEME T OREL
776

4) LK <IRVIRETHRAIRMESR
FEENRD LT HETT. AH
D EVENEAL L T B Al REME:
DL EHLRNZ & &
L7,

(5) AFN DO HEIIHANERN TH
0, MENICEG L2nE 97k
Bt 570 E LT,

E L

e

14.1.2 $EFEEAL

(1) HFESALIE, @, Ehio =4
il & L. BERERTIC T L3 —)b
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3.2.8 Drug Substance
3.2.8.1 General Information
3.2.8.1.1 Nomenclature
3.2.8.1.2 Structure
3.2.8.13 General Properties
3.2.8.2 Manufacture
3.2.8.2.1 Manufacturer(s)
3.2.8.2.2 Description of Manufacturing Process and Process Controls
3.2.82.2.1 Overview
3.2.8.2.2.2 Description of Manufacturing Process and Process Controls (PnPs)
3.2.8.2.23 Description of Manufacturing Process and Controls (CRM197)
32.8.2.2.4 Description of Manufacturing Process and Process Controls (MBC)
3.2.823 Control of Materials
3.2.8.2.3.1 Source, History, and Generation of the Cell Substrate (PnPs)
3.2.8.2.32 Working Cell Bank Qualification (PnPs)
3.2.8.2.33 Source, History, and Generation of the Cell Substrate (CRM197)
328234 Working Cell Bank Qualification (CRM197)
3.2.8.2.3.5 Raw Materials and Culture Media (PnPs)
3.2.8.2.3.6 Raw Materials and Culture Media (CRM197)
3.2.8.2.3.7 Raw Materials, Buffers and Solutions (MBC)
32824 Controls of Critical Steps and Intermediates
3.2.8.24.2 Control of Critical Steps and Intermediates (PnPs)
3.2.8.243 Specification (PnPs)
3.2.8.244 Characteristics (PnPs)
3.2.8.245 Identity, O-Acetate and Polysaccharide to Powder Weight Ratio
(PnPs)
3.2.8.2.4.6 Molecular Mass (PnPs)
3.2.8.24.7 Residual Protein (PnPs)
3.2.8.24.8 Residual Nucleic Acid (PnPs)
3.2.8.2.49 Endotoxin (PnPs)
3.2.8.2.4.10 Microbial Limits (PnPs)
3.2.8.2.4.11 Purity and ID (Fermentation Broth) (PnPs)
3.2.8.2.4.12 Phenol (Fermentation Broth) (PnPs)
3.2.8.2.4.13 Batch Analysis (PnPs)
3.2.8.2.4.14 Justification of Specification (PnPs)
3.2.8.2.4.15 Control of Critical Steps and Intermediates (CRM197)
3.2.8.2.4.16 Specification (CRM197)
3.2.8.2.4.17 Culture Purity (CRM197)
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3.2.8.2.4.18 Degree of Coloration (CRM197)
3.2.8.2.4.20 pH (CRM197)
3.2.8.2.4.21 Bioburden (CRM197)
3.2.8.2.4.22 Endotoxin (CRM197)
3.2.8.2.4.23 Identity (CRM197)
3.2.8.2.4.24 Protein Concentration (CRM197)
3.2.8.2.4.25 Intact Monomer (CRM197)
3.2.8.2.4.26 Aggregation (CRM197)
3.2.8.2.4.28 Batch Analysis (CRM197)
3.2.5.2.4.29 Justification of Specification (CRM197)
3.2.8.2.4.30 Control of Critical Steps and Intermediates (MBC)
3.2.8.2.4.31 In-Process Methods and Validation (MBC)

3.2.8.2.5 Process Validation and/or Evaluation
3.2.8.2.5.1 Overview
3.2.82.52 PPQ (PnPs)
3.2.82.53 PPQ (CRM197)
3.2.82.54 PPQ (MBC)
3.2.8.2.5.5 PPQ Analytical Procedures (PnPs, CRM197, MBC)
3.2.8.2.5.6 Final Bulk Intermediate Refiltration (CRM197)
3.2.8.2.5.7 Shipping Qualification (PnPs, CRM197, MBC)
3.2.8.2.5.8 Filter Validation (MBC)
3.2.8.2.59 Resin Re-Use (CRM197)
3.2.8.2.5.10 Single Use Components (MBC)
3.2.8.2.5.11 Filter Re-use (CRM197)

3.2.8.2.6 Manufacturing Process Development
3.2.8.2.6.2 Process Development (PnPs)
3.2.8.2.63 Analytical Development (PnPs)
3.2.8.2.6.4 Process Development (CRM197)
3.2.8.2.6.5 Analytical Development (CRM197)
3.2.8.2.6.7 Process Development History (MBC)
3.2.8.2.6.8 Process Characterization Overview (MBC)
3.2.8.2.6.9 Polysaccharide Preparation (MBC)
3.2.8.2.6.10 Conjugation (MBC)
3.2.8.2.6.11 .Conjugation (MBC)
3.2.8.2.6.12 Purification (MBC)
3.2.8.2.6.13 Processing Times (MBC)
3.2.8.2.6.14 In-Process Control Strategy (MBC)
3.2.8.2.6.15 Analytical Development (MBC)

3283 Characterization
3.2.8.3.1 Elucidation of Structure and Other Characteristics




V114 JE5HHA
L12 IR ER—&

IATE B 24 FL EE A PRk FHIEE - 2% |HGEETFT — 4
(P, ) ey Topll DA

3.2.8.3.1.1 Elucidation of Structure and Other Characteristics (PnPs)
3.2.83.1.2 Elucidation of Structure and Other Characteristics (CRM197)
3.2.8.3.13 Elucidation of Structure and Other Characteristics (MBC)

3.2.8.3.2 Impurities
3.2.8.3.2.1 Impurities (PnPs)
3.2.83.2.2 Impurities (CRM197)
3.2.8.3.23 Impurities (MBC)

3.2.8.4 Control of Drug Substance

3.2.84.1 Specification (MBC)

3.2.8.4.2 Analytical Procedures
3.2.8.4.2.1 Appearance (MBC)
3.2.8.4.22 pH (MBC)
3.2.84.23 Bioburden (MBC)
328424 Endotoxin (MBC)
3.2.8.4.25 Conjugate Identity (MBC)
3.2.54.2.6 Total PnPs, Total Protein, Conjugate Size, PnPs Size,PnPs to Protein

Ratio (MBC)

3.2.8.4.2.7 Free PnPs (MBC)
3.2.5.4.2.8 Free Protein (MBC)
3.2.8.4.29 Residual Cyanide (MBC)
3.2.8.4.2.10 PnPs Activation (MBC)

3.2.843 Validation of Analytical Procedures
3.2.8.43.1 Overview
3.2.84.32 Appearance (MBC)
3.2.8433 pH (MBC)
328434 Bioburden (MBC)
3.2.8.43.5 Endotoxin (MBC)
3.2.8.4.3.6 Conjugate Identity (MBC)
3.2.84.3.7 Total PnPs, Total Protein, Conjugate Size, PnPs Size (MBC)
3.2.8.4.3.8 Free PnPs (MBC)
3.2.5.4.3.9 Free Protein (MBC)
3.2.8.4.3.10 Residual Cyanide (MBC)
3.2.8.4.3.11 PnPs Activation (MBC)

32844 Batch Analyses
3.2.8.44.1 Process Performance Qualification (MBC)
328442 Supplemental Commercial Scale (MBC)
3.2.85.443 Supplemental Pilot Scale (MBC)
328444 Early Phase Development (MBC)

3.2.84.5 Justification of Specification (MBC)

3.2.8.5 Reference Standards or Materials
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3.2.8.5.1 Historical and Commercial Reference Standards (MBC)
3.2.8.5.2 Qualification of Future Reference Standards (MBC)
3.2.8.6 Container Closure System
3.2.5.6.1 Container Closure System (PnPs)
3.2.8.6.2 Container Closure System (CRM197)
3.2.8.6.3 Container Closure System (MBC)
3.2.8.7 Stability
3.2.8.7.1 Stability Summary and Conclusions
3.28.7.1.1 Stability Summary and Conclusions (PnPs)
3.2.8.7.1.2 Stability Summary and Conclusions (CRM197)
3.2.8.7.13 Stability Summary and Conclusions (MBC)
3.2.8.7.2 Post-approval Stability Protocol and Stability Commitment
3.28.7.2.1 Post-Approval Stability Protocol and Commitment (PnPs)
3.2.8.7.2.2 Post-Approval Stability Protocol and Commitment (CRM197)
3.2.8.7.23 Post-Approval Stability Protocol and Commitment (MBC)
3.2.8.7.3 Stability Data
3.2.8.7.3.1 FSS (PnPs)
3.2.8.7.3.2 Ancillary Studies (PnPs)
3.2.8.7.33 PPQ/FSS (CRM197)
3.2.8.7.3.4 Ancillary Studies (CRM197)
3.2.8.7.3.5 Stability Data - Serotype 1 PPQ (MBC)
3.2.8.7.3.6 Stability Data - Serotype 3 PPQ (MBC)
3.2.8.7.3.7 Stability Data - Serotype 4 PPQ (MBC)
3.2.8.7.3.8 Stability Data - Serotype 5 PPQ (MBC)
3.2.8.7.3.9 Stability Data - Serotype 6A PPQ (MBC)
3.2.8.7.3.10 Stability Data - Serotype 6B PPQ (MBC)
3.2.8.7.3.11 Stability Data - Serotype 7F PPQ (MBC)
3.2.8.7.3.12 Stability Data - Serotype 9V PPQ (MBC)
3.2.8.7.3.13 Stability Data - Serotype 14 PPQ (MBC)
3.2.8.7.3.14 Stability Data - Serotype 18C PPQ (MBC)
3.2.8.7.3.15 Stability Data - Serotype 19A PPQ (MBC)
3.2.8.7.3.16 Stability Data - Serotype 19F PPQ (MBC)
3.2.8.7.3.17 Stability Data - Serotype 22F PPQ (MBC)
3.2.8.7.3.18 Stability Data - Serotype 23F PPQ (MBC)
3.2.8.7.3.19 Stability Data - Serotype 33F PPQ (MBC)
3.2.8.7.3.21 Ancillary Studies (MBC)
3.2.p Drug Product
3.2.P.1 Description and Composition of the Drug Product
3.2.P2 Pharmaceutical Development
3.2.P.2.1 Components of the Drug Product
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3.2.P22 Drug Product
3.2.P22.1 Formulation Development
3.2.pP23 Manufacturing Process Development
32232 Drug Product Process Comparability
32.P24 Container Closure System
3.2.P.25 Microbiological Attributes
3.2.P.2.6 Compatibility
3.2.P3 Manufacture
3.2.P3.1 Manufacturers
3.2.P32 Batch Formula
3.2.P33 Description of Manufacturing Process and Process Controls
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