oA 1Y)woXANEAR&R
IZBE9 5 &

ARELHIFRH I N EFRIHBRIEF KR ORABDOEERIIT T2 Y « A3
AT VERRESHICTIFR T2 LD TH Y . YikiEHR A2 5 E6EH SN
DEFMBEMICHHATAZ LIXITEERA,

59« ARV 5414 ok et




% 1DESE R

msEE (REFR)

EF - A S TWH WL TR

AGMK African green monkey  (Cercopithecus aethiops) Kidney (77 U 71
R U L)

BSE Bovine spongiform encephalopathy (77 S ¥tk i)

Cl Confidence interval  ({Z#E X [#])

CCIDs Median Cell Culture Infective Dose (50%f il £ 2% ik &)

CHMP Committee for Medicinal Products for Human Use (R £ 385 & B 2

DME £t Dulbecco’s Modified Eagle Medium (% /L 2 g8 A — 27 L1 )

DTP Diphtheria-Tetanus-Pertussisvaccine (H H%, 77 U 7, k5 EIR
BV ITFV)

DTPa Diphtheria-Tetanus-acellular Pertussisvaccine (77 U 7 « Al -

LEERE %Y 7 F )

DTPa-HBV-IPV / Hib

Diphtheria-Tetanus-whole-cell/acellular Pertussis-Inactivated
Poliovirus-Hepatitis B-Haemophilus influenzae type b vaccine (V77 1
T SR - PRSI H O -B TR R T A NV AARTEALAR Y A A
YINTUHE DA REVITF V)

DTPw Diphtheria-Tetanus-whole-cell-Pertussis (Y77 U 7 - i - 2E K
HH%D 7 F)

ELISA Enzyme-linked immunosorbent assay (#3565 I 78 12)

EMEA European Medicines Evaluation Agency (MR [ 38 5 35 45 77°)

F344 7 » b Fisher 344 < » k

ffu Focus forming unit (7 +— % A JEZ AR HAT)

GCP Good Clinical Practice ([%= 35 D i R 5k D i o> KL 1E)

GLP Good Laboratory Practice (%= 35t D 22 Rl 00 FEhi |2 B3 2% H )

GMC Geometric Mean Concentration ($&/{i] -3 35 )

GSK Biologicals #t

GlaxoSmithKline BiologicasSA. (77 7Y « AI AT T A « XA
F v P Atk)

HBV HepatitisB Virus (B BIFR T A VAT 7 F )

Hib Haemophilus influenzae Typeb (1 7 V= YR b DT 7 52 )
HIV Human Immunodeficiency Virus (b hSajE R4 A /L A)

HRV Human Rotavirus (b k@2 % 7 A )L )

IgA Immunoglobulin A (fa)% 7’ a1 . A)

IPV Inactivated Poliovirus Vaccine (‘NE(LAR Y AT A VAT 7 F )
OoPV Oral PoliovirusVaccine (R ARV 4T 7 F2)

PAHO Pan American Health Organization CEM{f:FREERE)

RV Rotavirus (2 # 71 LX)

RNA Ribonucleic Acid (U RE:f%)

TSE Transmissible spongiform encephalopathy ({2 12 e DR AME)
UNICEF United Nations Children’s Fund (%38 2 8 J£4x)

VRI Virusresearch institute (v 1 /L A#F52FT)

WHO World Health Organization (ft: Stk RS)
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1.5.

15, BRF-EREROBES LURHEOER

151 ERFLEFIEROER

GlaxoSmithKline (GSK) Biologicalsff: (UL . GSK Biologicalsft) DOftHg5aAEL hr &
YA A (HRV) U2 F v Rotarix® (ULF, K72 Fr) ommiss. k=N
B R - CEBEEEEE ) o KETHREY L
Hibylishzn s v 2GRk [ 77 U8 2 RUPABIR [AGMK] Hidk
oyrsgmiac kLo, AGMK Mkt T & i ) b v kiR L
Tomib L, 89-128kk U 7 F o & LT INT,

GsK Biologicals tti%, =0 %o 89-12 ko Bi% % || - v 5 ==
89-12 ¥k % & & 1Hk L7z RIX4414 k% (k) AV THRV U2 7o (Rotarix®) % i
L7ze ZOHRV UV F o CTRERRERA FEE L, RS ETZOHEMER L O M 4 iR
LAKGRHEEZ1T> T\ D,

1.5.2. A VAIILRERIE

nZA LA (RV) 1&, LATANLABHIE TS RNA VA LA THD, b MTRV B
REGIERITHEoE L RRTVA NV AKIZABTHY, SHICAFERVIZIGHBLIUP
WD DI TN D,

RVIZEHIZ, B M b b OB ) 208 U T3l O R TR 20
[Butz, 1993], FIARYL72 & ORI L > TEFET H 2 & bt S 4TV 5 [Santosham,
1985], RPITIRA LT 7 A )V 2RI FIE, /MGHE D R U 7 Il iede L, —ISHCE
Zefi 2 51 i Z 97 [Bernstein, 1998],

Y% 2~4 A ORI 2 TR L OWE-AFRE L, TofRE L TEEDMK
FEDNE AR 2 &35, FEABLOEH AR R S XI<RBO N L BIRIERTH 2,
SYWMED TR Z RS E L, 8- KRERED TR T 2, EHICHERBALNDZ E1EH D
D, MENFROEND Z EIFENTH D, SERIT 3~9 HEFHET 2,

RV [ ZHFRF CHS R OAMEEFTBROB O RFER E 2> TWnD, o, 2tHTo
RV BIGRIC L 5 CEHHUTAMH] 61100048 (454000~7050004) EHEESN TRV, LT
BIDOZLIE, 77V, A2 FHlKME, BLXOTTo T AU A7l 03ER EETHEAELT
% [Roberts, 2004,

EIN T 6 ARl /N O 9 BHAERK) 80 A (100 NMEHT-D 11 AN) 73RV BIERIZ X
DA kZZ LT D EHERF STV D[ Yokoo, 2004], F7-. HEA S IE 5 AR D 78000 A
(K15 A1 AN) ARV EBRICED ABELTWD EHEF L TRBY ., ABLBREOFERSY
HOE—7134% 125 A0S 24 5 ARG THY . ABLEFE DKy (70%) HA4% 24 5
A FTIZABE L TV 5 L34 LTV S [Nakagomi , 2005], 72388, JEA G784 N D BhEREEHIC
LB L, RVEBBRICEDED B 10 NgFHRE S TW5,

15-p. 1



1.5.

153. RV EBBX#DABRBLUTFHE

RV X 2P0 A VAL /2 <. RV BIBROIRE & L CTIEBUKED B UK Hif)
BILOEMRENRT AR ORTEZ A E L2 KERER L OSHEREEZIT Y, U A LA
DESA~OHEH Z 1517 5 Z &b IEEEIT@E A Liev, NRBFETIIK, 7 Rk X
OEMRE % 5 R DR A < HO BTV D, BEORKAEIS R U CIIERIRN iR 503
EE LW, £z, HERV BEROFAREZIER Lo o6, MOMNIHIZELZ LR H
D

RV EZDOFRAHRIL, IELWHEARE (ZEDICFEEI YY) | HE. BALWMEOART
D, LPLENL, RVIBRBENTHIRERZEL TV, (FRENEMY @A, Y
FUIRE) BN UCHBEEEMEBRE bR T BN LD, WThOTIIREI T
ELThH, RVEGEZPSZ LI THLWONEIR TH D, LEER->T, HRV U 7 F o
DOHEFEIT, Z DORYYEDORE, BELB L O 2T 527200 EELR TR TH D,

154. FHBIZHITSRY BEEEOERAE

EANTIX RV BIHERICE VT T 2L RITFEINE & ik LT 7220 O DJEGL T A3 TR
ZEMBRBEREEL ., 2O X0 EFREBESORE R & T Uik LidhEsk
JEPERHEINTEBY, ZOXRITEE L TWDH[EA, 2002,

END RV B TABL L7856 OEH#EEREIL, 100~150EMIZDIE S LHEE ST
% [Nakagomi , 2005; K7, 2002], £7=. Z5OEHEMRERAE (RRICET 2 RFNEA
) 72T, PREER O EIRWVCEREIC X D R E R SR BINAROBE L FET S, X
ST, ITHEIIEFE R LB < FREOHIN 2 L1k v KB O/NEREER~DOAH
WISt SV TV D [JEAE 57814, 2006], /N OEBRIONRE 25 L, AlEEBRIT
17.4% & @ WEIG 2 5O TV D[R4, 2002], 2EE IBR 2 R IRMAE RN A TH D L RV
DOEEIT /v A VA LFRRREIZE <, RVOFAITH (2~5H) IZIXRVICX 2 2MHEHGHK
DEIEIT 46~69%TH v . JRRMAEHDOHF TEH - & b E W [Sumi, 2005],

INHDZENS, RVEBRICEET D Z EICLEENREREOAMIZNA, BF
DIFEECERAL v 71T HABLREVWLDLEEZ BND, BEENTIE, RV 55
RIZKHT DB 72 IGHIEN 72 < SHEFRIEO B BME—DIRRTIETH 5 Z Enn, EADfH
DI LT HEMEOBAEN O, RVEBRE T THZLEDOTELILRETHN RV 7 F
VEENIZBWTCHEAT LI LFEROHLLZETHD,

155  HROKE

KO 7 F AT, YUNTIREE T IV 7 I_— 2 DFBER TR LT bR OB 2 kS
fuEl L U CBIR &7, D% GSK Biologicals t I35 o EIREEERE [ H SR Mok Ra
(WHO) . E#!E#ERE4 (UNICEF) . KINCRERIENE (PAHO) 72 &] 7D OHEREZ 1T T
FRFRR AR O A OBR% & Bt LT, WANTHEZEA LR — « REOFDKR > ZEFH
LCHRYIMAIOZNER TN D, HRER A & GO DX b e fhE A, KA
TREEA & LTHHE SN A RERAEOEED 19%k1700 5 [roww o s n, HRT

15-p. 2



1.5.

D RV OAEZ B B THRIN SV TO DFREHID KEE /L T L (CaCOs) H T PE
VBT R ULIEREINTZETHD (£ 15-1) . GSK Biologicals i L iz g Al
M OIRAI~EI D R 2 2D TR Y | AR TIHEAOARRFEEZIT Y, 2B, KT F 1%
20044 7 A IS THID T A 3 2 THGE S 4L Th b s iz A & LT 115 » [E L OV
Fll& UCTHER 77 o [E CTHRGR A HUF L T2 (20104 8 HBIE) .

KU F - OWEANT, LEHEFERE 1.5mL FUZARIRy & LT RIX4414 K555 EE hr X v
A JV A% 6.0l0gi CCIDsp A LB AT 2NHIEHI T 5, KA 1IEHFEESH- D, 100.75 mg
DTV UERE 2033mg DXy aZiiEA — 7V (DMEBRH) NEENTWD, 7
YU E KBTS N U AOFRIETER LT U EE T U U AR E R & LT
il 7., DME BT AMIaETRFS L OV A L 2R DBFED 72012 RV 7 A )L A2 D 7R EE S T
S5, £72. DMERHUIL, KU 7 F > OEHlR L OV RHE o #UAI1 LBk < H
B ZED 72D, ALV OFmRCBEHIND, 7B 8 b N DME B DAL

Ch AR (D) JukFi & e e b U o AE, AW TIEBESInANC
B4 5,

R 1.5-1 FIEECIRRF L BHIDOMERL

fil & B 1) N A SRS R (7 BUAR %)
HRIRST RIX 4414 #: 1 [a)fE & RIX 4414 #%: 1 [rl47fE & (1.0 mL)
(15mL) 7= 10°° CCIDs LA 7= v 10°° CCIDg LA 1
L EF R EpE 1.073g (%) i 9mg
- - FEANT Hny
VILE h—b 13.5mg
- - VA [ %
Al A4 100.75 mg P B
Kt U DA 5476 mg - -
R - - XY H B
2L FRRE | DME Rl 2.033 mg DME 212 B
Al TES K i R SEVIN i
(B 1.5mL) (3 1.0mL)

1 T UV VAR KBTS N U ATHRT A2 LT, BEFEHOS T UV N U AEAKT S,
*20 HN sy AR EA — T VR
Data source: % 2.3.P.2-2

1.55.1. REEREFORR

1.5.5.1.1. JEERPRERER

FEREAR R & LT, RIXA414 8K O SRS R A e i v 7 & FAVW T, 3RELES KON
BH9- 2508 Fischer (F344) 7 v N CiThiviz, #h1&2 AT 2EkR, 3EpyEheiRic >
W 24 R TEIH D B EiE L7 o 72, HHEES L OEMEICBET 2 Matofs R, ¥ F344
7w MIHRV (RIX4414 1K) 1ZxFT 2588 R E4 7~ L, vaccinetake (T HRV HURSL, 3
HADTANVAHEN) BRI N2, B EtE, AR, WEEMSETZE L KO T
ERST, BEMIIRBGCThHoT-, b, BRMIEERBRIC OV T, BLTOBERICL Y E
it L7e o iz,
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1.5.

O HRV U7 F U85 X D mE R X ORh#EIEE A FEAT AT 6E 728 ) 72 B FE S A L7220,
@ T v bOREHGEERBRICE VLT, HRV U7 F AT DTS 72 5 NS FPAXARRE R
OAE RIS L ORI R 72 S BT 5 —fRED AL RBO DR -T2 2 &0
HRV U 7 F 3t R, OIS R L ORI LIRSS 2 FEERZA LT

WRWEEZ HND,

1.5.5.1.2. G PR SER

1.5.5.1.2.1. B E MR EKRRERICA VLS % - AEDRTERM

KU ForoEfEHE (VA VAE) et LB e L Tid, Rota004 ¥ & U Rota-006
B (GF IAERRERER) 735 %, Rota-004 785k Tl% 10°3 CCIDsy D 7 A /L ZPEETH RV H
MBIk 5 RIS 35 S 7-, Rota-006 3Bk Tl 10°° CCIDs, 7> 5 10°° CCIDgy ~ 7 A
VAR R BEIME W5 Z LI 10 FHINR SRR 2@ H 0 |, RIS R
ARG BN OB % 7k L7=, 10°°CCIDgo LA LD 7 A L APEEETIX, T4 5 DFFEE DLk
TEOY 7 BB RT3 L7-, Rota-005 3B Tid 10°® CCIDgy £ TD 7 A /L ZPEFE TN T A
RUEPER S, £7-, BEREENIZ OV TIE, Rota006 35k (55 MAHERARGER) 2305 L,
KT F o OEFERIE A 28] & PGE LT,

1.5.5.1.2.2. B OEMABERREER (CEIERzIREHFD

KU 7 F o DANEIT S L THM L7- 3RO KB “EEMRT v & 2Mb T T & R R
BRI X 0 RGEES LTV 5, Rota023 7kl iTds & IZFE K, Rota-036 7B (KN, Rota
028/029/030 kB IX 7 7 THJifi L7z, 5 OER TH S /- 24 S EE 2= h o7
HRITNTN D RUREGE ChH o7z, S B, KU F LT 7 F U4 Th D GIP[8I#KLL
HDORVIRIZEIEN D Z ERRB I N, 2B, ZNLHLORBRNOART 7 F DRV E
IBRAZEET 5 TR RIE. RV B GR OFIESE O @ AR 3FEMEET 5 2 L 23R
nfwé

Flo, BEMIZONWTI, KU FrORENT a7 7 A NVET T EREEEFERETH D |
%ﬁ%u%ﬁf%é%@f%oto@%\@fuﬁﬂf%ﬁéﬂf%k4ﬁ7ﬁfﬁw—t
FEAEAIERV U 7 F > (Rotashield®, Wyeth Lederle Vaccines tH8458) 13, 15 ERSE 0 BIE
RARRBD B, KETFEOOHEE L2 s, IFEBEIC %ﬁféﬁéﬁi%ﬁ@va
7 F U EBIRT D BTl TEE/R/NNT A—4Th b, Rota023:-BR T, FLIL 632254 %
FANNNGEFIEDFBLY X7 Zfat LTcs, IBEFED Y 2 7 DK m%%h&#oto
BT, A% 24 » A F COERGEMICO 2B P IC L IBEIED Y 27 O RIT
R LIRS T,
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1.5.

1.5.5.2. ERIDEAF

1.5.5.2.1. BNIE TS EROBSE

GSK Biologicals t1:i%, 155 C/rL7z &30, WS ERIAI OIS, B0 E A
(WHO. UNICEF, PAHO 72 &) 2B DBt T, WAIDBRZE 21T - 7=,

GSK Biologicals tl:i%, BRINTARY 7 F o % Wik R BA] 2> SR ANC A 3 2 BRI M3 2
TRl —Vk INERSEEES (CHMP) ([ZHH# L7=, GSK Biologicalsthi%, BE&
RO BAEHRBRA| ORIEGR T — 2 3w 77— VIR FI O AGRIZ LIEHTE 5 L v ) At
CHMPZ#2/R L, CHMP X, AIREE OEAHT & U GBI 72 RTEERRER 21T 5 MBI/
&) GSK Biologicals D E FLIZAE LT,

CHMP CA B & BT OIRT — & 3w r— 0%, B EICARR S 7= s e s o/
%Ny?—yl\Wﬁ@%%ﬁ%%mit%@fkot@memﬁ%fiﬁ%ﬁ%f®ﬁ
FEIRMEDOIELMEEMFE L7, F£72. Rota048 3 X (Y Rota-057 iR Tk, miflAl o RV Hil5Hk
77 7 A VOFEPMERHER ST, S 562, SADEEKRAE (Rota-048, Rota-051, Rota
%7wamk;Uwa&ﬁ%)f%%mkﬁﬁ" LA 22334 D@ EMT — 2 )
KO Z 2T 1 T 7 A VIHEEFEZOFEHEB LOZORBRICBNTHE L TWnD 2
&75»?32@710 GSK Biologicalsthix, Zh b DEKRBRICHE S & | WA OFMMER L 0% 4
P a7 7 A VTR A & B2 5 b o Tlid e ERERR-S T, 2007 4E 10 12 EMEA ~
KT 7 F 2 OEANOARBHFEZIT, 20084E 9 H 1 HIZAREZIMS L7z, T E TITEAN
RN 2 Gde 77 % [ETERRBEN TS (20104 8 HHIE)

1.5.5.2.2. ERIZE T 5 EFDFEFRE

AhvrFropgicksoc, 20 R 05 2o 20 s A B okt = 5=
LTW5, Zhb 2[0S %% CEPN AR 2 it U, = PG B 5 Bl Ahs
RTHEHARY 7 F o OFBUCE LT, HFRENITIEAI SO —RIEBRE L TV RhoTc T & K
F D EALFIAR I DEE L CR O T REEWNT —F B oloZ &0vh, 200746 H &
O BASHLEIAI A LoD 7 F o OFME, 2ttt BIROGCE X OB R 2 R 5
72O OFEMAAFARFER (Rotar056 3k) 2 3k L 7=,

89 2RIkt E LR, KU 7 F o OWRAIZ R U2 s AR ER AR (Rota-051, Rotar
057 5 X UF Rota-061 #fiR) 72 EHr7o 72 i S v, ENA ORRIREBR AR 2> B A & )
it R R D R MR L OV VRIS A R L B¢, WAl Z M L72ERTo
AR A T3, BIRT — 2 Ny =V A EETHENARETH D L OfEmICE o7,
I T, AIUTBNWTARY 7 F 0 DA 2 AR HFET DI2H72 0 | [EN THEb O 53 e
B A ) L 7= 45 A B PR ARBRk E (Rota-056 7kBR) 722 & DN & s s ) o dE Uk
R U I RSN B R S BR A 2 72 B ki & T B BRR T — & oy o — Uk O TR RS &
Fo BB OERO RISV CHERT 2 = L 2 Bivic, 20« I | e il
-

IO DOHRIZE T DY RN OEELELEEEZ T, ENICBIT ARV 7 F - DOH%)
Mok L O et 4. EWNEERRE (Rota056 #5R) # L OMESMERRBR (1538R) 7 bk
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1.5.

SNDLERT —F Ny r =V THREIL, T2 UANVRACIDEERO T 406 - 2R
&L THRAIOAGBHG 21T Z & & LT,

1.5.5.2.2.1. E NS R ER

HARNDHIRIZBITHARY 7 F O RVIZHT 2 TRIEERIT, 200746 H L 0t LT-
RV JE&Y DREEFE O 72 W MBEFEFLIE A2 6 R ICAK Y 7 F o O WS R 2 2 (W35 L 7= Bkt
B (Rota-056 #lk) THigt L7z, 7pds, EWNERRREBICH W B - H&IX 155121 TFR
LRI RS ERE LT, ZO/MR. KUV F X7 7RI L THEER TR %
R, ZOTRINRITHEIN L FETH T,

1.5.5.2.2.2. HHEBICLHBE

KT 7 F U ORAFBIZENT, EELERESREEME (CLT, R (oL T2E0
[ FPORNE 00 EeEeleN
20 =7 I P (s R & 7 BRI BRI 2 S ONCERIR T — & R r—DIC
S, T i Lo, Otk EN ORI Z A &9
2 RFHZE SIS LR A O FSINS] of FRH 72 5 ONE DME B5 H1D F LTS INA% 24 wTREE,
RIIER T — 2 Sy r = BGRT — 2 3y r— V8 T ONER 2 U7 ie st (S st
#) ot 20l B - - 5 i /-, DA
EREZF, AARANOEBELRZXRIC, KU 7 F o s iia 4 2 [ Lo A%
PE. et LOERMEORHMEiZ BRI E L, #ERE D 2mkI272 5 £ TOR 2 4H o f 2hk
B (Rota-056 iABR) % Fhi L 7=,

D%, KU 7 F - OWRHZAEH U7/ RGBSR (Rota-051, Rota-057 35 & UF Rotar
061 3ER) 22 DIRANCEET 287 e m BB ER SN Z L nh, & 2w S CRE Lz
BRRT — 2 Xy r— V% —HAEE L, EWNSOERR BRI & A & B g iAo sk
JEMER Z O ARSI T 28R &R Uiz BT WAl & 6 L 72BN C O AR R & K8
f\%%?—5NV7~7%%%L%%$%%ﬁok%ﬁ@%%@ﬂ%@ﬁowf\Z.
1 10 T, RO ENICEBIT SR T DR T — 4
N lr—2 %X 1511277,
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1.5.

Safety

Japan 056
(Efficacy) T - Use Lyo data(056)

b

Overseas Clinical
Compar? . Data Package
Immunogenicity.
Safety profile

Overseas

048, 051

Overseas 036 057, 061

( Efficacy )
Overseas - Use Lyo data
004, 006, 023, N Y
etc

Lyophilized Liquid

X151 EBRET—2/\v5r—C D

I OO S LIS E X T ENICBITARY 7 F U oRMER X
Ot %, ENERRR (Rotar056 i) 3 X OVE/MRARRE (1538 2 ofksind
R T — 2 Ry r—VTHRET L, (B2 A VAL DBIBROTE 2308 - iR L LT
RN DOAKRBRFELITHO 2L L L, KU ZF LU OBBORMER 2K 15212571, k., 3
BRI DWW TIE, 5 2 BB S O R 2B F 2 T, R RAI & v 7 %
MW T o Tl 2 F)H L7z (1551 , HEERANTERITH 505, LUFOBEBIZEY
WA & AW T2 FEEE R RRBRI T I L 2o 72, £72, HEERAITH DA E R S5 Nl
DOREMITHER SN TN D,

O WA E HIZE CIEER D TH O | 51 LU E TOREDBRIT ST 5,

@ HRV U7 F v O%%E FMEFHI @ O 72 B 7 L D3 720,

@ F344 7 v b OWRETRRAI R Bfk LV 712 LD E R G R ERBR O R, —Beikeo R
W, BEZONCHBERBLOMEY LSS ORIEIZALNT, BAEMIIRIFCTH o7,
AN FRN G O & 2 FEl ORI AL E T e,

WS IR 2 O T R AR RRBR & 320 L TR Y . HS R EAR X VA O FOG R
FOLZENET a7 7 A VERETH D Z LA RSN TWD,

)
®

15-p. 7



1.553.

1.5.

KRIDRR T4 FEYRY

KU T F IRV BRI L TERWTIREZ R L, B A TREINIZ2ME DY
27137 ENOANUCHARY 7 F o OHFENFIEE & iuX, RV BBRICL D HAAL
PIROTEFHAHENBIL S L, ZHIC KV HSAELRETE 5 EXbND, Lo T,
RO TZF IRV BBRTEV 7 Fo b LTER~OEMNPYIFCTELLE26N1D,

<RXT 4w >

KU 7 F N34 % 6~24ETOANIC 20T 2 Z LiIc kv, RV HBKICK
LCEWTPBIREZRT, o, BHERICBOTHRBRICERT S Z &N T

%o

KU 7 F o gn 2 oA LA GIP[8]. G2P[4]. G3P[8]. G4P[8]. GOP[8|IZxf L Ty
TRINRERT,

KT F MO T 7 F o L ORIFERENAIRETH D B2 BN,

KU 7 F TARA~DOERBR G R OERY 7 F o Th 5,

KU T F TR - N REIRWEH T H D BRERE ORI F,

<V AT >

KU FrORERFEFES (STO, BRROL S, Bk &K, TR, 2 TR

M) X, ZOMORFENAEFR, ERLAEFS. BEMBEREORBI 07 7
ANDBTZERFELERTHLZ LD, BRETREINLOILEMEEOY 27T
720N,

KO T FAXT T FRRINT 7 F IR ERHE L TH . BRI ET
HINCEBERFERNRILT D Z LT,
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HEmiEiE

=

b E B 2 s

IR

Hhi1E B ot 2 s Bt

HIE

BHmEizs &R

EiEizS &R

w5
lieg ) (o i

ERrREAER

Rota-05637 5%

Rota-05658E% Anmnex

Rota-00454 8%

Rota-D045# 8% Annex

Rota-00557 8%

Rota-006 5% B%

Rota 00658 8% Annex

Rota-02354 5%

Fota-02338 8% Annex 1

Rota-02358 8% Annexl

Rota-036 54 8

Rota- 03658 8% Annex

Rota-04337 B

Rota-D42 58 E% Anmnex

Rota-061 54 8%

Rota-D61 58 8% Annex

Rota-02458 BrreD)

Rota 128/020/030 57 B8 (ref)

Rota-022/029/03054 88 Annenred)

Rota-051 58 B#(ref

Rota-05258 BrreD)

Rota-05458 8 iref)

Rota- 05754 Bcref)

Rota-D605# Bref

Rota-05058 8% Annexref)

Rota-06358 8 iref)

SOOI |O|C|O (DSOS |O|C D000 |0 |0 |0

1. 20114F 4 A W22 e sl Biitie
2. 20034 9 Ay, 10 H#d:

152 BREROERER
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1. NAME OF THE MEDICINAL PRODUCT

Rotarix ¥ oral suspension in pre-filled oral applicator

Rotavirus vaccine, live

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

1 dose (1.5ml) contains:

Human rotavirus R1X4414 strain (live, attenuated)* not less than 10°° CCIDs,
*Produced on Vero cells

Excipient:

This product contains sucrose 1073 mg (see section 4.4).

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Oral suspension.

Rotarix is a clear and colourless liquid.
4, CLINICAL PARTICULARS
4.1 Therapeutic indications

Rotarix is indicated for the active immunisation of infants aged 6 to 24 weeks for prevention of gastro-
enteritis due to rotavirus infection (see section 4.2).

In clinical trials, efficacy was demonstrated against gastro-enteritis due to rotavirus of types G1P[8],
G2P[4], G3P[8], G4P[8] and G9P[8] (see sections 4.4 and 5.1).

The use of Rotarix should be based on official recommendations.

4.2 Posology and method of administration

Posolo

The vaccination course consists of two doses. The first dose may be administered from the age of 6
weeks. There should be an interval of at least 4 weeks between doses. The vaccination course should

preferably be given before 16 weeks of age, but must be completed by the age of 24 weeks.

Rotarix may be given with the same posology to preterm infants born after at least 27 weeks of
gestational age (see sections 4.8 and 5.1).

In clinical trials, spitting or regurgitation of the vaccine has rarely been observed and, under such
circumstances, a replacement dose was not given. However, in the unlikely event that an infant spits
out or regurgitates most of the vaccine dose, a single replacement dose may be given at the same
vaccination visit.

It is recommended that infants who receive a first dose of Rotarix complete the 2-dose regimen with
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Rotarix. There are no data on safety, immunogenicity or efficacy when Rotarix is administered for the
first dose and another rotavirus vaccine is administered for the second dose or vice versa.

Paediatric population
Rotarix should not be used in children over 24 weeks of age.

Method of administration

Rotarix is for oral use only.

Rotarix should under no circumstances be injected.
4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients.
Hypersensitivity after previous administration of rotavirus vaccines.
Previous history of intussusception.

Subjects with uncorrected congenital malformation of the gastrointestinal tract that would predispose
for intussusception.

Subjects with Severe Combined Immunodeficiency (SCID) disorder (see section 4.8).

Administration of Rotarix should be postponed in subjects suffering from acute severe febrile illness.
The presence of a minor infection is not a contra-indication for immunisation.

The administration of Rotarix should be postponed in subjects suffering from diarrhoea or vomiting.
4.4 Special warnings and precautions for use

It is good clinical practice that vaccination should be preceded by a review of the medical history
especially with regard to the contraindications and by a clinical examination.

There are no data on the safety and efficacy of Rotarix in infants with gastrointestinal illnesses or
growth retardation. Administration of Rotarix may be considered with caution in such infants when, in
the opinion of the physician, withholding the vaccine entails a greater risk.

Although no causal relationship has been established between vaccination with Rotarix and
intussusception (see section 4.8), as a precaution, healthcare professionals should follow-up on any
symptoms indicative of intussusception (severe abdominal pain, persistent vomiting, bloody stools,
abdominal bloating and/or high fever). Parents/guardians should be advised to promptly report such
symptoms.

Asymptomatic and mildly symptomatic HIV infections are not expected to affect the safety or efficacy
of Rotarix. A clinical study in a limited number of asymptomatic or mildly symptomatic HIV positive
infants showed no apparent safety problems (see section 4.8).

Administration of Rotarix to infants who have known or suspected immunodeficiency should be based
on careful consideration of potential benefits and risks.

Excretion of the vaccine virus in the stools is known to occur after vaccination with peak excretion
around the 7th day. Viral antigen particles detected by ELISA were found in 50% of stools after the
first dose of Rotarix lyophilised formulation and 4% of stools after the second dose. When these stools
were tested for the presence of live vaccine strain, only 17% were positive. In two comparative
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controlled trials, vaccine shedding after vaccination with Rotarix liquid formulation was comparable
to that observed after vaccination with Rotarix lyophilised formulation.

Cases of transmission of this excreted vaccine virus to seronegative contacts of vaccinees have been
observed without causing any clinical symptom.

Rotarix should be administered with caution to individuals with immunodeficient close contacts,
such as individuals with malignancies, or who are otherwise immunocompromised or individuals
receiving immunosuppressive therapy.

Contacts of recent vaccinees should observe personal hygiene (e.g. wash their hands after changing
child’s nappies).

The potential risk of apnoea and the need for respiratory monitoring for 48-72h should be considered
when administering the primary immunisation series to very premature infants (born <28 weeks of
gestation) and particularly for those with a previous history of respiratory immaturity.

As the benefit of the vaccination is high in this group of infants, vaccination should not be withheld or
delayed.

A protective immune response may not be elicited in all vaccinees (see section 5.1).

In clinical trials, efficacy was demonstrated against gastro-enteritis due to rotavirus of types G1P[8],
G2P[4], G3P[8], G4P[8] and GIP[8]. The extent of protection that Rotarix might provide against other
serotypes is unknown. Clinical studies from which efficacy data were derived were conducted in
Europe and Central and South America (see section 5.1).

Rotarix does not protect against gastro-enteritis due to other pathogens than rotavirus.

No data are available on the use of Rotarix for post-exposure prophylaxis.

Rotarix should under no circumstances be injected.

The vaccine contains sucrose as an excipient. Patients with rare hereditary problems of fructose
intolerance, glucose-galactose malabsorption or sucrase-isomaltase insufficiency should not take this
vaccine.

4.5 Interaction with other medicinal products and other forms of interaction

Rotarix can be given concomitantly with any of the following monovalent or combination vaccines
[including hexavalent vaccines (DTPa-HBV-IPV/Hib)]: diphtheria-tetanus-whole cell pertussis
vaccine (DTPw), diphtheria-tetanus-acellular pertussis vaccine (DTPa), Haemophilus influenzae
type b vaccine (Hib), inactivated polio vaccine (IPV), hepatitis B vaccine (HBV), pneumococcal
conjugate vaccine and meningococcal serogroup C conjugate vaccine. Clinical studies demonstrated
that the immune responses and the safety profiles of the administered vaccines were unaffected.

Concomitant administration of Rotarix and oral polio vaccine (OPV) does not affect the immune
response to the polio antigens. Although concomitant administration of OPV may slightly reduce the
immune response to rotavirus vaccine, clinical protection against severe rotavirus gastro-enteritis was
shown to be maintained in a clinical trial involving more than 4200 subjects who received Rotarix
concomitantly with OPV.

There are no restrictions on the infant’s consumption of food or liquid, either before or after
vaccination.

4.6  Fertility, pregnancy and lactation
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Rotarix is not intended for use in adults. There are no data on the use of Rotarix during pregnancy and
lactation.

Based on evidence generated in clinical trials, breast-feeding does not reduce the protection against
rotavirus gastro-enteritis afforded by Rotarix. Therefore, breast-feeding may be continued during the
vaccination schedule.

4.7  Effects on ability to drive and use machines
Not relevant.

4.8 Undesirable effects

o Clinical trials

The safety profile presented below is based on data from clinical trials conducted with either the
lyophilised or the liquid formulation of Rotarix.

In a total of four clinical trials, approximately 3800 doses of Rotarix liquid formulation were
administered to approximately 1900 infants. Those trials have shown that the safety profile of the
liquid formulation is comparable to the lyophilised formulation.

In a total of twenty-three clinical trials, approximately 106000 doses of Rotarix (lyophilised or liquid
formulation) were administered to approximately 51000 infants.

In three placebo-controlled clinical trials (Finland, India and Bangladesh), in which Rotarix was
administered alone (administration of routine paediatric vaccines was staggered), the incidence and
severity of the solicited events (collected 8 days post-vaccination), diarrhoea, vomiting, loss of
appetite, fever, irritability and cough/runny nose were not significantly different in the group receiving
Rotarix when compared to the group receiving placebo. No increase in the incidence or severity of
these events was seen with the second dose.

In a pooled analysis from seventeen placebo-controlled clinical trials (Europe, North America, Latin
America, Asia, Africa) including trials in which Rotarix was co-administered with routine paediatric
vaccines (see section 4.5), the following adverse reactions (collected 31 days post-vaccination) were
considered as possibly related to vaccination.

Adverse reactions are listed below per system organ class and frequency.
Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Frequencies are defined as:
Very common (>1/10)
Common (>1/100, <1/10)
Uncommon (>1/1,000, <1/100)
Rare (=1/10,000, <1/1,000)

Gastrointestinal disorders

Common: diarrhoea

Uncommon: abdominal pain, flatulence

Skin and subcutaneous tissue disorders

Uncommon: dermatitis

General disorders and administration site conditions
Common: irritability

The risk of intussusception has been evaluated in a large safety trial conducted in Latin America and
Finland where 63225 infants were enrolled. This trial gave evidence of no increased risk of
intussusception in the Rotarix group when compared with the placebo group as shown in the table
below.
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Intussusception within 31 days | Rotarix Placebo Relative risk (95% CI*)
after administration of: N=31673 | N=31552

First dose 1 2 0.50 (0.07;3.80)
Second dose 5 5 0.99 (0.31;3.21)

*ClI: confidence interval

Safety in preterm infants

In a clinical study, 670 pre-term infants from 27 to 36 weeks of gestational age were administered
Rotarix lyophilised formulation and 339 received placebo. The first dose was administered from 6
weeks after birth. Serious adverse events were observed in 5.1% of recipients of Rotarix as compared
with 6.8% of placebo recipients. Similar rates of other adverse events were observed in Rotarix and
placebo recipients. No cases of intussusception were reported.

Safety in infants with human immunodeficiency (HIV) infection

In a clinical study, 100 infants with HIV infection were administered Rotarix lyophilised formulation
or placebo. The safety profile was similar between Rotarix and placebo recipients.

. Post marketing surveillance:

Because these events were reported spontaneously, it is not possible to reliably estimate their
frequency.

Respiratory, thoracic and mediastinal disorders:
Apnoea in very premature infants (< 28 weeks of gestation) (see section 4.4)

Gastrointestinal disorders:

Haematochezia

Gastroenteritis with vaccine viral shedding in infants with Severe Combined Immunodeficiency
(SCID) disorder

In post-marketing experience, cases of intussusception have been reported in temporal association
with Rotarix. Most cases were reported within seven days following the first dose (see section 4.4).

4.9 Overdose

No case of overdose has been reported.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmaco-therapeutic group: rotavirus diarrhoea vaccines, ATC code: J07BHO1

Protective efficacy of the lyophilised formulation

Clinical studies have been conducted in Europe and Latin America to evaluate the protective efficacy
of Rotarix against any and severe rotavirus gastro-enteritis.

A clinical study performed in Europe evaluated Rotarix given according to different European
schedules (2, 3 months; 2, 4 months; 3, 4 months; 3, 5 months) in 4000 subjects. Severity of gastro-
enteritis was defined according to the Vesikari 20-point scale which evaluates the full clinical picture
of rotavirus gastro-enteritis by taking into account the severity and duration of diarrhoea and vomiting,
the severity of fever and dehydration as well as the need for treatment.
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After two doses of Rotarix, the protective vaccine efficacy observed during the first and second year
of life is presented in the following table:

1% year of life 2" year of life
Rotarix N=2572; Rotarix N=2554;
Placebo N=1302 (8) Placebo N=1294 (8)
Vaccine efficacy (%) against any and severe rotavirus gastro-enteritis
[95% CI]
Type Any severity Severe' Any severity Severe'
G1P[8] 95.6* 96.4* 82.7* 96.5*
[87.9;98.8] [85.7;99.6] [67.8;91.3] [86.2;99.6]
G2P[4] 62.0 74.7 57.1* 89.9*
[<0.0;94.4] [<0.0;99.6] [<0.0;82.6] [9.4;99.8]
G3P[8] 89.9* 100* 79.7* 83.1
[9.5;99.8] [44.8;100] [<0.0;98.1] [<0.0;99.7]
G4P[8] 88.3* 100* 69.6 87.3*
[57.5;97.9] [64.9;100] [<0.0;95.3] [<0.0;99.7]
G9P[8] 75.6* 94.7* 70.5* 76.8*
[51.1;88.5] [77.9;99.4] [50.7;82.8] [50.8;89.7]
Strains with P[8] 88.2* 96.5* 75.7* 87.5*
genotype [80.8;93.0] [90.6;99.1] [65.0;83.4] [77.8;93.4]
Circulating 87.1* 95.8* 71.9* 85.6*
rotavirus strains [79.6;92.1] [89.6;98.7] [61.2;79.8] [75.8;91.9]
Vaccine efficacy (%) against rotavirus gastro-enteritis requiring medical
attention
[95% CI]
Circulating 91.8* 76.2*
rotavirus strains [84;96.3] [63.0;85.0]
Vaccine efficacy (%) against hospitalisation due to rotavirus gastro-enteritis
[95% CI]
Circulating 100* 92.2*
rotavirus strains [81.8;100] [65.6;99.1]

" Severe gastro-enteritis defined as a score >11 on the Vesikari scale
(8) ATP cohort for efficacy
* Statistically significant (p < 0.05)

Vaccine efficacy during the first year of life progressively increased with increasing disease severity,
reaching 100% (95% CI: 84.7;100) for Vesikari scores >17.

A clinical study performed in Latin America evaluated Rotarix in more than 20000 subjects. Severity
of gastro-enteritis was defined according to WHO criteria. The protective vaccine efficacy against
severe rotavirus gastro-enteritis requiring hospitalisation and/or rehydration therapy in a medical
facility and the type specific vaccine efficacy after two doses of Rotarix are presented in the table
below:

Type Severe rotavirus gastro- Severe rotavirus gastro-
enteritis (1% year of life) enteritis (2" year of life)
Rotarix N=9009; Rotarix N=7175;
Placebo N=8858(8) Placebo N=7062 (8)
Efficacy (%0) Efficacy (%)
[95% CI ] [95% CI ]
All RVGE 84.7* 79.0*
[71.7;92.4] [66.4:87.4]
G1P[8] 91.8* 72.4*
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[74.1,98.4] [34.5;89.9]
G3P[8] 87.7* 71.9
[8.3;99.7] [<0.0;97.1]
G4P[8] 50.8# 63.1*
[<0.0;99.2] [0.7;88.2]
GI9P[8] 90.6* 87.7*
[61.7;98.9] [72.9;95.3]
Strains with P[8] 90.9* 79.5*
genotype [79.2;96.8] [67.0;87.9]

(8)ATP cohort for efficacy

* Statistically significant (p < 0.05)

# The numbers of cases, on which the estimates of efficacy against G4P[8] were based, were very
small (1 case in the Rotarix group and 2 cases in the placebo group).

A pooled analysis of five efficacy studies*, showed a 71.4% (95% CI:20.1;91.1) efficacy against
severe rotavirus gastro-enteritis (\Vesikari score >11) caused by rotavirus G2P[4] type during the first
year of life.

* In these studies, the point estimates and confidence intervals were respectively: 100% (95% ClI: -
1858.0;100), 100% (95% CI: 21.1;100), 45.4% (95% CI: -81.5;86.6), 74.7 (95% CI :-386.2;99.6). No
point estimate was available for the remaining study.

Protective efficacy of the liquid formul ation:

Since the immune response observed after 2 doses of Rotarix liquid formulation was comparable to
the immune response observed after 2 doses of Rotarix lyophilised formulation, the levels of vaccine
efficacy observed with the lyophilised formulation can be extrapolated to the liquid formulation.

| mmune response

The immunologic mechanism by which Rotarix protects against rotavirus gastro-enteritis is not
completely understood. A relationship between antibody responses to rotavirus vaccination and
protection against rotavirus gastro-enteritis has not been established.

The following table shows the percentage of subjects with serum anti-rotavirus IgA antibody titers
>20U/ml (by ELISA) one to two months after the second dose of vaccine or placebo as observed in
different studies with Rotarix lyophilised formulation.

Schedule Studies Vaccine Placebo
conducted in
N % > 20U/ml N % > 20U/ml
[95% CI] [95%0 CI]
2, 3 months | France, 239 82.8 127 8.7
Germany [77.5;87.4] [4.4;15.0]
2, 4 months | Spain 186 85.5 89 12.4
[79.6;90.2] [6.3;21.0]
3,5 months | Finland, Italy | 180 94.4 114 35
[90.0;97.3] [1.0;8.7]
3, 4 months | Czech 182 84.6 90 2.2
Republic [78.5;89.5] [0.3;7.8]
2,3to4 Latin 393 77.9% 341 15.1%
months America; 11 [73.8;81.6] [11.7;19.0]
countries

In three comparative controlled trials, the immune response elicited by Rotarix liquid formulation was
comparable to the one elicited by Rotarix lyophilised formulation.
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Immune response in preterm infants

In a clinical study conducted in preterm infants, born after at least 27 weeks of gestational age, the
immunogenicity of Rotarix was assessed in a subset of 147 subjects and showed that Rotarix is
immunogenic in this population; 85.7% (95% CI: 79.0;90.9) of subjects achieved serum anti-rotavirus
IgA antibody titers > 20U/ml (by ELISA) one month after the second dose of vaccine.

5.2 Pharmacokinetic properties

Not applicable.
5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of repeated dose
toxicity.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Sucrose

Di-sodium Adipate

Dulbecco’s Modified Eagle Medium (DMEM)

Sterile water

6.2 Incompatibilities

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

6.3  Shelf life

3 years.
The vaccine should be used immediately after opening.

6.4  Special precautions for storage

Store in a refrigerator (2°C — 8°C).
Do not freeze.

Store in the original package, in order to protect from light.
6.5 Nature and contents of container

1.5 ml of oral suspension in a pre-filled oral applicator (type I glass) with a plunger stopper (rubber
butyl) and a protective tip cap (rubber butyl) in pack sizes of 1, 5, 10 or 25.

Not all pack sizes may be marketed.
6.6  Special precautions for disposal and other handling
The vaccine is presented as a clear, colourless liquid, free of visible particles, for oral administration.

The vaccine is ready to use (no reconstitution or dilution is required).
The vaccine is to be administered orally without mixing with any other vaccines or solutions.
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The vaccine should be inspected visually for any foreign particulate matter and/or abnormal physical
appearance. In the event of either being observed, discard the vaccine.

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

I nstructions for administration of the vaccine:

1. Remove the protective tip cap from the oral applicator.

2. This vaccine is for oral administration only. The child should be seated in a reclining position.
Administer orally (i.e. into the child’s mouth, towards the inner cheek) the entire content of the
oral applicator.

3. Do notinject.

Oral applicator
Il Tip-Cap
ﬁ.\\"j’ . e e
: SRR ( Q
4 % o
g
1. Remove the protective tip cap from 2. This vaccine is for oral 3.Do not inject.
the oral applicator. administration only. The child

should be seated in a reclining
position. Administer orally (i.e. into
the child’s mouth, towards the inner
cheek) the entire content of the oral
applicator.

Discard the empty oral applicator and tip cap in approved biological waste containers according to
local regulations.

1. MARKETING AUTHORISATION HOLDER

GlaxoSmithKline Biologicals s.a.

Rue de I'Institut 89

B-1330 Rixensart, Belgium

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/05/330/005

EU/1/05/330/006

EU/1/05/330/007

EU/1/05/330/008

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 21 February 2006

10. DATE OF REVISION OF THE TEXT

24 January 2011
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44 HRIREEBIOCERLEOEE
T 7 F UAEFRIZSENL o T, FRICEERICBET AR OB LR 8E 2175 2 &,

Mt EEE IR ERIEEZ AT AHIEICET % Rotarix D24 M:3 L O 242 B
THT—ZL72, VI FUERORENY A 7B REGIEEZ 3 =AW L
AT, 20X 9 BRI IRIZ)T % Rotarix DA EEICEEB L TH RV,

Rotarix #fE(Z K 2 I ERE & OREBMR TN S TW 70N (A8 THEBM) | AHAl|
DOFEAIZHT- 0 EREEEFEIIGEREO IR (% LW IER., Frigimommet, mfE, g
R KOV ETILER) IIBEE 01T O 28, ZO XD RIERBREE L7
BITIE, WBMEHEE RN Z 2T L H2fET L2 L,

ISR EME R K ORI 7k 2 2975 HIV JEYLIE Rotarix D2 E 7213H I
B F T EI3B 25TV,

HEREEME & 7 (XA R 2 295 HIV B0 R 238t & L RRRBR 2BV T
o izett EoMBEIIRBR Inholz (48 8H) |

FIEARER L OEREDRN D H HFLIE~0D Rotarix ORI, AEMENERM: %
LA SN AGEICORERET D Z L,

T F oS, 7T BB EE—2 L LTUZF oA A AN R~ S NS =
ERE SN TUWA, ELISA IZ X Y. Rotarix @i iz m A1 9] [ BEFE % O RM{AD 50%
B L2 B HEERES OERIRD 4%12 7 A VAR &n-. £U 7 F o8



DEEZONTIN S DIEREZRE L2 & ZABEIZOT N 1T%TH - 7=,
2 o el FRE BRI BT, Rotarix SRE K AN RS O U 7 F o O=iEM I
Rotarix Hifs F AR R ISR DN D b D ERFETH T,

PR SN2 DU 7 F o T A )V ANT 7 F B (Bl U 7 3G SO e 12
FERIER 2 5| S 292 L7 <P LIRS I TW 5,

EANERES B E X DM DR IK THRZRFIRIEIC O 5 F £ 7T 0EMtRIEZ 2
TWHHERE RERNEIRREICH 5 A & Efikd % (2 Rotarix OBEFRIIHEEICAT
9T &,

FoED 7 F o B S T L oM B CIIEAmICEERT A L (B Bl
ORWIBLIZFEED)

B PER (WEHR 28 WUAN THIAE) okt 2 —keZ bV — X & & 59 5354, §F
(R ER R A DR 2 AT 23R T 285581203, WIEE OFEEN Y A7 B LW
A8~T72 B[ O EEAL O LBV A T & TH 5,

ZOFRBETIH YV FUHEHORR T 4y RREWI &L, V7 F MO IR
SOMEH A LTI B0,

DI RISE LT X TOU 7 F UBERE ICHF R SN2 WEERH L BI1ZH) |

B R 3ABR Cld GIP[8]. G2P[4]. G3P[8]. GA4P[8]35 L X GOP[BJEL D 1 & 7 A LA L
5 BIGRITKET DB/ ZMEN R I T2, Mo MiERIZXT 2 PR RIIARATH 5,
HET — 2 S lRRRIL T — e v "B X ORI CEE Sz 5.15H) |

Rotarix (2 % 7 A L ALIANOIRIFIRZ K &35 R 2 T L7z,

&AL ASNDIRBESOTIEE L LT o Rotarix fEHICET 57— Z I 72w,
HaxkHZ Rotarix Z 135 L TR B2,

KU F o 3mmm e L TR AaEEZE/ L TWD, 77 h—ARME, 7=
— R e HFT N—RABPNARREE, AT F—F « f Vv E—BKRBIESR E O
EMER B AT HEREIIARY 7 F o 2 HFET & TIER0,

45 MOERELEOHMEEALIOZEOMOMEEER

Rotarix 1ZLL FOHAG Y 7 F U £ IXRE Y 7 F U [RfliY 7 F 2 (DTPa-HBV-
IPV/Hib) % &) & RFHERMNAEETHD : Y77 V7 « BEE - 2l E Bi%
J7F (DTPw) . 77 U7 - EGR «- BHREE K Y 7T U RBRAEY I T
(DTPa) . ~ET7 A NAAL 7N Y b BT 7F 2 (Hib) . RiFLRY A7 A
ANAT 7 F v (IPV) . BRIFR T 7F 2 (HBV) | MikEKELEY 7F o B
C RIBEIRR LR U 7 F o BRIRRBR CIIBFE L7V 7 F o OB AR L OVEE
YT a 7 = VN EZI TR NI ENREINTWA,

Rotarix E#EOAERY T 27 F > (OPV) DORIFHERENR YU FHUFIZ 3T B e
\CHE A KT Z Eld7ev, OPV ORIFHERII R ¥ VA VAT I F NI T D0
B DT R S 5 AlHEME Y 3 5 A3, Rotarix 2 OPV & [AIRFEEFE X 17z 4,200



B 288 2. % WBRE NS L T2 BRRRRERIC IS W TEE R & U A L 2 B GRS 5 il
IRHJTPRINR D MEFF S LD Z RSN TN D,

FLIR OB OBEUZ DWW T, U7 F U BEROFTH VT IICEB W T HAT HHIFRIZ
720N,

46 iR K ORIG~ DR

Rotarix I A~DfEFZ HEg & LT\, i £ 72 13 H s~ Rotarix Off 12
B2 7 — XX/,

EEIRERER T — Z IS, RIS Rotarix Ik o> Tt 5E&Ensa 2 7 A L2
BRIk T D TRNREA LT EIEDZ LidRwy, LERn- T, U F o gEfd IRk
ARF =Rl T TIu,

47 EEB X UOBBEBIEORBIIIHT 58
A LR,

48 RIfEA

o KR

TRICER LTI 7 1 7 7 4 /LT Rotarix O G iz e 8] & 72 1 30 v ik B 551 2 i
B LR N OELNT-T — X TSN TN D,

AR A FOREARFRBRIZ I\ T, 9 3800 [1143 0> Rotarix ¥R R 234 1900 #1 o 3L
W SN2, T OB HRBREBIRRANC K T A Ze 7 a 7 7 A VIR g
AL FETHDZ RSN,

A EF 23 DR ER I\ T, ) 106,000 [1]43 D Rotarix (G Rz RLA & 72 1 388
WA 2349 51,000 Bl O AL IR IC B S v T-,

Rotarix 2N A G Stz (EWIO/NRY 7 F o825 Liz) 307 7 v R%

MRERARER (74T R, AV KRR T TF ¢ v a) Tk, Rotarix & 58
O T, MEH, AR FEEN SRR X OWENK S OFRBR L R EFEROE
JEEIX T 7B RREE R& 7e2menodz, 2EEBERIZE N TIN G OFEHORIIER
O ERBIOEEE OB ZRD N7,

Rotarix [T @M DO/ NRED 7 F o L R S - W5 2R) 250 170 7F
TARTRERABRIC L 2MESH (F—m v kT AV, FT70T AV, 7
T 77U ) T, PURICRTEIWERA DS AR & ORRERO WTREEN S D
LEZHNT,

BIVER 24 BB ER L OB RIS FREiCR 7,
TR DO PFAN TORIWER ORRIFEIELE D mWVIEE 5,
BRI FREDFITHE > THB LT

Very common (10%L4 )
Common (1%L - 10%Aiii)



Uncommon (0.1%L4 I 1%K7)
Rare (0.01%LL I 0.1%A1i5)

H Ik
Common : i
Uncommon : E7&. 05

8RB X OV PRk pEE
Uncommon : FZfE%s

2HEER L O G R PTERRE
Common : S Rl

BERBOY AR TT T AV BBLONT 4T > KT 63,225 Bl OgERE 73200 L
7o KB PR TR S LTV 5, FREDRITTT L 91, AiRER2 5 Rotarix
FEX 7 T B RBEICHARTBEREO Y A7 8K LNnWE W) o EF o 2n”E 51T
WA,

PEfiND 31 AL DOl #ERE © |Rotarix | 7T &R FH%FU 2 2
N=31673 |N=31552 (95% CI*)

BIEERE 1 2 0.50 (0.07;3.80)

2 [B] B 5 fl 5 5 0.99 (0.31;3.21)

*Cl: B XH

PR O

R RRBRIZ BT RN 27~36 I CHIE L 7= B ERF 670 112 Rotarix iz 15
AN AR L, 30K T TR EHM L, PRl L, HAEK6E Th-7-, &
KZBIFISE, 7T 8RO 6.8% & ik L C Rotarix BETIX 5.1% CTh 7=, Z Dfth
DORIFISEDFRBLE L, Rotarix H: & 77 B AR TR Ch o 7o, WpEEEORBEIX
Tpinolz,

HIVEGYE D3R D24k

FEAR BRI BT, HIV YR 100 B D FLIE I Rotarix HG i BK £ 72137 7 R
AR LT-, a7 a7 7 A/WE, Rotarix Bt L 7 7 v REECRI%ETH - 7=,

o  IREYV =g T X

IO DORERRIAFEWME DO, BEITIEMICHETE T2 Z &R,

PRk g HERdS K OMHERR P
FRER (W 28 LN THIZE) OEEE (4.4 2 1)

BkEE

I A5 4

TR AR BRIZ 35 1T 5 R BEEFEUE D JE] 1T Rotarix #E (2 L 5 — ey 722 BEME S s S
TWo, #EHE L Thrb 7 HURNICHE SIVIIESIN R b Zh -7z, (A4THS
LEY)



49 BEKRSE

W ERGHITEHE STV,

5.  ZRHEEZHGEM:
5.1 FEIFHIRE
NS 0 m A TIANVATFFREY 7 F . ATC2— R JO7BHO1

TEGEIR (i L HERE))

EEIEERL IOEIEDO R & 7 A L ZFGRITKTT 5 Rotarix DT B%h IR 2 FH0 4 2
KRN g —u v BT T o7 AV B TEESN TN D,

I—n S CTEME SN BERRBRICE VT, 4,000 BlOPERE IS LI —1 v ST
AESNTWAEESENERAFYa—)L (2. 3 H;2. 45 H:3. 4% H;3. 55 H)
29t > CTHEE L 72 Rotarix DFHli 217> 72, BHBROEIEEOERIL, 1HEOLENE
720 T < FRIE X OME M- o BE B I OMERGE AT 72 & QNI EGES K UMK O BE
ExzFEE LT A VATGROZERREERGZFHT 5 20 S5HMHE  (Vesikari
Aa7) It o T,

Rotarix % 2 [#fE % DA% 1IERB L OEZ 2 HO/NNRICBEINTZT 7 F 0
PR R A T ORITR LT

A% 148 A% 248
Rotarix N=2572; Rotarix N=2554;
7 Z AR N=1302 (8) 7 Z R N=1294 (8)
P2HEEEBIVCEEDOR Y UL VAEBRIIKTEU 7 F L OFHME (%)
[95% CI]
il PEEE HAE' PEERE HAE'
G1P[8] 95.6* 96.4* 82.7* 96.5*
[87.9;98.8] [85.7;99.6] [67.8;91.3] [86.2;99.6]
G2P[4] 62.0 74.7 57.1* 89.9*
[<0.0;94.4] [<0.0;99.6] [<0.0;82.6] [9.4:99.8]
G3P[8] 89.9* 100* 79.7* 83.1
[9.5:99.8] [44.8;100] [<0.0;98.1] [<0.0;99.7]
G4P[8] 88.3* 100* 69.6 87.3*
[57.5;97.9] [64.9;100] [<0.0;95.3] [<0.0;99.7]
G9P[8] 75.6* 94.7* 70.5* 76.8*
[51.1;88.5] [77.9;99.4] [50.7;82.8] [50.8;89.7]
P83 5 Tl & 88.2* 96.5* 75.7* 87.5*
7Rk [80.8;93.0] [90.6:99.1] [65.0;83.4] [77.8;93.4]
BB 2 7 A )L ARk 87.1* 95.8* 71.9* 85.6*
[79.6;92.1] [89.6;98.7] [61.2;79.8] [75.8;91.9]
BRELBELTIOZTUANABBRIZHT DV F L OFHE (%)
[95% CI]
PEER 1 2 T A I ARE 91.8*
[84;96.3] [63.0;85.0]




0¥ A NVABIBRIZEDARBRIIRTBU 7 F o OEHE (%)

[95% CI]
fEER v X 7 A )L AR 100* 92.2*
[81.8;100] [65.6;99.1]

T EEE E I 1T Vesikari scaled A a2 7N 11 DL E R EFE LT

(8) AWEIZBIT 2 ATP 22d— |k
* HEHIAE (p<0.05)

AR IERICBIT 2V 7 Froa9ME, REFEEEDOEL L ITRAICERL
Vesikari A2 =27 28 17 LA EOSE TIiE 100%I122 L 7= (95% CI @ 84.7;100) .

FT T A B THENE LR RER Tl 20,000 51 & 2 S HERE At & LT
Rotarix Z 2Pt U 7=, BB O EIEE X WHO FEYEIZHE > TEF L7=, 251D Rotarix
PR D AR KOV 72 X E R BT DKk EEE LB LT EER X 7 AL
ABBRIZKT DT 7 F o OFHIRLR S NIHRBOU 7 F o O % FitdF
LTz

i BIED X VA NVABIBR HER X VA NVAEIBK
(% 14H) (£ 24E8)
Rotarix N=9009; Rotarix N=7175;
7Z &R N=8858 (§) 75 &R N=7062 (§)
AaE (%) B (%)
[95% CI ] [95% Cl ]
4 RVGE 84.7* 79.0*
[71.7;92.4] [66.4;87.4]
G1P[8] 91.8* 72.4*%
[74.1;98.4] [34.5;89.9]
G3P[8] 87.7* 71.9
[8.3;99.7] [<0.0;97.1]
G4P[8] 50.8# 63.1*
[<0.0;99.2] [0.7;88.2]
G9P[8] 90.6* 87.7*
[61.7;98.9] [72.9;95.3]
P[8]E = Tl % 90.9* 79.5%
B+ 5k [79.2;96.8] [67.0;87.9]

(8) A2hPEICEEd 5 ATP 227R— |k
* FHEHAE  (p<0.05)
# GAP[B] L2kt B AT AME D HEE T D K & 72 o T AE BRI AR S T OB Tl > 7=
(Rotarix #£ D 1l L OF 7 B REED 2 41)

5D FIMERBR O AT 5. A% LERICBIT HG2P[4] Bla ¥ 7 A )L A2 &

HEIET X A LA EHR (Vesikari 227 11 DL E) 12xt4 2 H 2013 71.4%
(95% Cl : 20.1;91.1) THDHZ I T-,

* 2B ORBRICE T D AHEEM R L OMEE XML, FZEi, 100% (95% Cl :

-1858.0;100) . 100% (95% ClI : 21.1;100) . 45.4% (95% Cl : -81.5;86.6) I L X

74.7% (95% Cl : -386.2;,99.6) TH o7, &0 ORI OV CIIHEEMEITHE ST

AV Y,



TR i RT))

Rotarix i ik 515 2 [E1EFE 1 O % KOS 1T Rotarix HURS sz 4 2 [F1#E 1% D 5a % K
JGER%ETHDZ D, BRETRRMARERIC L 20 7 F RO L~UL 3R
AN AMFEEI D,

Rotarix 231 % 7 A )V A E R 2 T 2 0 FREF 1352 23 6 > Ty
RN, BETAINAT T F BRI T AR E v X T A VR EGEROTEED
MO BAFRIZSLFE S LTV R0,

TioEIXZ, SEFIFLHBRICBWCU I FUEHITT T RO 2B BEEMMEND 1~
2 H A%BIZIERHie # 7 A VA IgA HuE 23> 20U/ml (ELISAIZ L D) &7xoTz
WERE DEIEZ R LTV D,

RV a—) | RBRERKE Ty Fv 77 R
N % > 20U/ml N % > 20U/ml
[95% CI] [95% CI]

2. 3% A 75 A, R4 | 239 82.8 127 8.7
D4 [77.5;87.4] [4.4;15.0]

2. 4% A b S % 186 85.5 89 12.4
[79.6;90.2] [6.3;21.0]

3, 5% A T4 R, 180 94.4 114 35
A2V [90.0;97.3] [1.0;8.7]

3. 4% A F = = L FE 182 84.6 90 2.2
[78.5;89.5] [0.3;7.8]

2, 3~4 A |77 AUH | 393 77.9% 341 15.1%
11 % [73.8;81.6] [11.7;19.0]

3 bl e BRERER 1T 35UV T, Rotarix BRETRRIANC L 0 3R S5 0E sl E
Rotarix G iz A b [ CTh > 7z,

VR DR IE IR

TR 27 LA AR U= RO IR 2k 5 & U 72 iR RERBR IZ B8\ T, 147 #l Rotarix @
G L DU TR L 7= fs 5. BPEIC %9 % Rotarix SRS FMENRIB S ;2
BIHDOT 7 F 8D 1 » A%, iEFHie &2 74 L& 1IgA HLiks )i 20U/ml
(ELISAZ L %) L 7po =9 0FEIA1X 85.7% (95% CI : 79.0;90.9) ,

5.2 EYEhReERREE

S R ARANAR

5.3 JEBEKRZEWT —¥

W O A G- m BRI EL S W IERR 7 — Z Tid b MOk 2 Kl 22 falirtix
D HALTNRLY,



6. FEHXNZEET B

6.1 ¥y Y Z b

¥ T b

T2 MU UL

BNy afBilkiA — T VEEH (DMEM)
W K

6.2 EAEEZR

B A ERBRIIFER L TNz Enh, REEKEZMOERKL EEES LRV &
6.3 HZhHAM

34F,

BIEMZ DU 7 F NIEBICERET 5 2 &,
6.4 BPREFORRI2ER

WIRERN (2°C~ 8°C) 2T 5 = &,
HRE ST IR B0,

XD T- DT OEIENTRIET 5 Z &,
6.5 ZHEROMIRENEY

TV —Ikb A (FTFLTL) BIOMEERLHEY Y v (FFLIL) [+
B OSETE 1.5ml AV JEASE (7T =8 1m) | AEHAZIT 1, 5, 10 £7-1% 2514

6.6 BEEBIVOZFOMOBHW FOEE
AFNIRE O R O BAEHOWIK T, BIZRZDR F2& £ 720,

AANTECOEEMMATE S EAREZITHRITLERY) |
KENIM DT 7 F o RBHE IR E R W TR O 2,

WKL - DIRAB L O E IO R O BART IR T 5, BWEITR
WD LN HERII TV I F U RERTH L,

REHDOT 7 F o FITEEDIISE OB > THREIET D,



D2 T DEEFED Tk -

1. BAEASO LIS Y v 7239,

2. ﬁﬂiﬁu%ﬁﬁﬁ mé THUI b =S TREETHEL Y S, BOEA
BOFE T _TRAO (FHoEoNEN) #iET 5,

3. EHIX LTI SR,

. . ) EOEAZ
)| EE v

LBOEASOS MY v v 7 21T 2. AN DRI RS, it 3 EHIE LTI DRV,
T, Tb =N o TREETEE S 5,

BOEABROTE 2RO (+

HDFEONMN) T 5,

ZEOREAEASRT 2 — 7 B IOV F v v ZIISEOBRGNAE-> T, @l snic4d
WIS AR BT D
7. %E%n@ﬁ&?@%

GlaxoSmithKline Biologicals s.a.
Rue de I'Institut 89
B-1330 Rixensart, Belgium

8. %%127%%@

EU/1/05/330/005
EU/1/05/330/006
EU/1/05/330/007
EU/1/05/330/008

9. WIEER/EFFA A
WIEKERAEH B 200642 H 21 A

10. AXHETHEAHAH

201141 H 24 H
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1.7.

1.7. FRERHR—EX
ARIRICBWNTC, [AFEFREZh G E L CTRRE I TV D HOix7Z0y (2009 4E 10 A 5 BELE)

1.7 -p. 1



1.8.

1.8. FfAXE (F)
181 ™IE (%)
1.82 #hEE - 2RI L OE ORERL
183 ML - HERB LU ORERL

184 FHEOEE () BIOZEOR TR

XM E (B IREEHEOLOTHY .,
BKHOWMN LELZRTDH &,

X HTHORGRIT AR IR S RO

1.8-p. 1



1.8.1.

A AERL (3 1) H AT HE DS Sy $8 7 5
876313
FHAI XSy TAINAT 7 F PR
MRS R ® 3
B ™ a4 )9y X I7§IF¥§/i§i
nEeAEER - ,®
(L — EERTS AL A Rotarix
WEOHERTZ L) A=) B e
BOEmEEe ha X UL VAT T F
B B EEL. B EEET T, 2~8C TR AR
BRI 34 SEAMUL L
AR B AMEICERR W52 B
HE BV EOER) OERR [EI PR 2004 %7 A

[FERFELE)] (PHEREZ(THENAFELTHNE)

PR DR OWTINICEY T 5 LRD N DEAITIE, #

FEZAT> TR B2,

OHALNRFEAEEL TCNDLE

Q)EE R AMIRBRIZ D> TWD Z LR B RE

R)AAN DHEFRL I AK SUIAFI DRI L > TBRBELZ 2 L
Tl EnbDH

W%E&ﬁ@%ﬁ%ﬁwéT BPED B D RIGE D Fe Rk

BREE (X VHES) 2ETLE

@%Eﬁ®%¢®%5%

(B)EEE A GIE RS (SCID) & H T D&

(7) EREICHB T 2 F DIFH, PRHEREZAIT S 2 & 3R Y
Wb 5

QNI

[BFEOWMER VMR - K]

LBGEOBME

AAHNX, GIP[BlICET Dk ke XA L2 (89-124k) D/ =
—ThodFEEEE hrX U A LA (RIX4414 £R) =77
J 2 R U YRR SED Vero Ml TR S, H-v A
NVAREARER L, I 22 =NREAICH 5,

AN, ®ETRCY ¥ OREgEkES (M) 7 y) KO
UV OFLHRA Sy (HOKILEE) ZEHL WD, £z, ik
TREDHRD THII DB (Vero #LDE L8 7 fERLEE) 12
BT, Ay oMby (). v e 7% oFht
Ay (72 B RO OHHEERY (527 FTAT R
UK GHEY) EER LTV A,

2. 488K

L@ T 7 T BUE] & BRI

AFNE, 1L.5mL FIC PRy - nBREEHT D,
D% R
N PEAEE ha X U A LA 6.0 log;o CCIDsp
RS (RIX4414 %) Lk
ZER| FEL b 1.073g
g 7O U 100.75mg
5 1 Al KEE{EF hY A 54.76mg
AR Ny A — T VREHE 2.033mg
34K

AANZEOFEHOWE T, WIRBLE TIIR 1 2380 2 W IERE Y
FITH D,

[%h&E - ZhR])

02 A LA KD EIBRDFES

| MEE - MRICEET ARELOEE
(QK%&m&&%»XGwB]GWM]GWB]GWW]GWM
LS PRIR S R E N TV D,
LMD A L RCERFT B EBEE TET S 2 Lix TR AR,

@S, 4 @MU EORFEEZRBWT 2 [ O8RE L, #iE
mmaEme&Té

DR - REICEET AEELOEE
V(LB G - BRI

B 6 A DB Bt L, A< &b 4 BEOMEZ |
BT 2MHOHEMEET T T 5, B LbAER24BETIC
ITHERA S TS5 2 L, o, RUPERIZEWTH RIS
PR 22 LW TE D,

| (RS

DARFNIAR RS ICIR Y | SR LTI 70,
DEMEZICT 7 F U OREELE I LIESAE, ST
F15mL ZEMSEHZ ENTE 5, '

D 7T OB EZ T IF L, B, 27 AL, £72ho
RIEALY 7 F o OBRE A 1 123801, W@, GBML%%%;
kb\f?&ﬁ'?ﬁﬁ@?‘é L, 717LL FEEMDS LB L BT |

I, ARHCHEET 5 2 LN TED (BB, AHlEMOU |
7?/&@ubf&@bfiﬁ%ﬁ“) i

[#EE EDiEE]

LEERIEE (EEOHBETSICRL. IRE2ETHH)

WHEREBROWTNNICEYE T 2 LRBD LN LA, #
FERRER O E 2 BZR L. Wﬁﬁoﬁﬁﬁmﬁﬁﬁ%ﬁiﬁ

ﬁw\f%ﬁﬁﬂzﬁf ARG, AR DN T4y 705

ATV, RIEEEFEICRZ LT, EELT&%#% L,
mb%ﬂ%%rﬁ\Wﬁfﬁ\ﬂWf$\MMr$\%ﬁﬁi
LEORIRBEET HE

Q) FBHEERE CHERRTS 2 H UANICRBAD 2 b N 728 R O g M
BEDOT VIVX—% 5 ) ERERZE LI R’ DE

@EEICT O NADEEN S D

NFEEHRICRERN D DREBEHRETHIERNZOEBEARH
DE, B E & TR E =T Q0D E, TRE LR
WRERBEDOZE NN DE [[HEEREANER] KO T
KRR DIESR]

G)HMBEEE (EEUTEMEO HISHREA, YR 2 b ey ik
%ﬁ%%ﬁﬁ)%ﬁ#é%ﬁm%ﬁéﬁﬂ@ﬁ%ﬁ&@ﬁ@
TEIEREN LTV e, PRI EOfF N fERtEE F
0% &l SN DA OBBERET 5 2 L,

QEELGERNIE

O)ARFNL, [ PRIBERERHEA RO [E o1 B s
) EBRBLTHERTSLZE,

QR BEFEH (oW T BERERATIC LT R BIB R OS8R (2.
TE25%) 1Tk - CREEERIEZ RS Z &,

)Wt K O OMRER 1T, B B IR 70 i Eh 1ok
F oL O ﬁ_%?b wﬁwfm éE_wﬂ
O IVASE D B AER &2 2 L 72 A Il 2 T E Rl o
$3%§Héi5$%ﬂﬂ%ﬁé:&o

1.81-p. 1



(MAFNDOHEREDBIAR S 5 A1k 6 IR FW) TSE AN 2E
DELWHIIRETHY . & MEEARTA LA (HIV) EYYE
PSS OGP EE TR LT, AR OFIE R Q2 ORRIR
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1.8.2.

1.8.2. #hEE-THEB LU ZDRTEHEM
1.8.2.1. ZheE-ZhER

[zhEE -« 2]
0 XA LA kD BEERD TR

[%haE - 2hFICBIE - 5 BefE EoEE]

1. AAFlEe 2 AV A GIP[8]. G2P[4]. G3P[8]. G4P[8]. GOP[S8I\ZxIT % TRHZh A /RIL
INTW5,

2. MOUANREKTHEBRETHT 52 LITTER,

1.8.2.2. EREIRH

KU Frouar AR (RV) IZXT 5 THERIE, A THARANEEILL 2 5515
MEL7BBIME, —EEHR, 7 & oMb, 77 R ERER (Rota-056 #5k) (2K > TRHM &
iz,

Rota-056 iR TIX. ARV 7 F o D7 T HRITKT DG ERTUNRDFRO b (F 1.8.2-1,
# 1.82-2) ,

RV B2 28 R HERE s =i (F—2~—2@EH 20l =R ) okv
7 F L DTPRIEL, TXTO RV HBIHRIZH LT 81.9% (95% CI : 60.0~92.6%) . HJE RV
BHIBRITKT LT 95.4% (95% CI : 68.6~99.9%) Th-o7c, 7z, KU 7 F O RV ARITH;
ZhE L, G BTl 3_TO RV BIFERIZH LT 91.6% (95% CI : 31.0~99.8%) . HJE RV H
W2k LT 100.0% (95% CI : 24.0~100.0%) Td Y, FE Gl B TILTXTD RV KT
*F LT 78.9% (95% CI:49.4~92.0%) . HJE RV HEARIZx LT 92.8% (95% CI : 44.2~99.8%)
Thot=,

2 E CORY 7 F o OFghRIL, 37T RV HEEICx LT 79.3% (95% CI : 60.5
~89.8%) . HJE RV HIGRIZHK L TI1.6% (95%Cl: 62.4~99.1%) ThHo7-, £z, KU
7 F 2O RV RBIFEIRERIZ. Gl BITIEd_To RV HIHRITH LT 84.6% (95% CI : 50.0
~96.3%) . EJE RV BHIFRIZH LT 91.6% (95% CI : 31.0~99.8%) TH V. I Gl B TiEd
~ATO RV BIFRIZH LT 76.1% (95% CI : 47.0~89.9%) . HJHE RV HIFRIZX LT 91.6%
(95% CI : 31.0~99.8%) T -7,

Rota-056 55 CTIL G2 B LG4 BLORR BN Ve ino7-Z Linh | % RV ALK T 5 TBh
NROFMAHNEE T ST 72D, T O TR RH M FTEE 22BN T 32k S A 7o REBBLREIREA
Bk (Rota-036 #BR) Talfi L7z (& 1.8.2-3) . F£72. GPHAVEIOFBBELEN S - & RN
E X VESMEEE R BR (Rota-004, Rota-006., Rota-023 33 X TF Rota-036 iABR) THER I THY |
Z DO Z LI AE L [Santos, 20051205 H TAEI LTV lo®, TS HESMNERRBROSE 1 11
AENMEBEMF IS S GPMARICx LT, FROFGIIT 21T WAY 7 F o O T hzhR
T LT, ZORER. KU 7 F o OFHihRIL G2PARIZ L 53 < TD RV BILHRITK L
T 783% (95% CI : 18.4~95.3%) . HJE RV HERIZH LT 71.4% (95% CI : 20.1~91.1%)
Thol= (F 1.82-4, # 1.82-5) ,
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1.8.2.

£ 1821 TRTOHORVEBABLIUVEERY BBRDEEELUTHHR
(Rota-056 RXE& : ATP EXMMITER)

Period Any RV GE
(from 2 weeks Group N n /N Vaccine Efficacy P_value
after Dose 2) % LL UL % LL UL
To database lock | HRV 498 9 1.8 0.8 3.4 81.9 60.0 92.6 <0.001
Placebo | 250 | 25 10.0 6.6 144 - - - -
To 2 years old HRV 498 14 2.8 1.5 4.7 79.3 60.5 89.8 <0.001
Placebo 250 | 34 13.6 9.6 18.5 - - - -
Severe RV GE
N n n/N Vaccine Efficacy
% LL UL % LL UL P-value
To database lock | HRV 498 1 0.2 0.0 1.1 954 68.6 99.9 <0.001
Placebo | 250 | 11 4.4 2.2 7.7 - - - -
To 2 years old HRV 498 2 0.4 0.0 1.4 91.6 62.4 99.1 <0.001
Placebo 250 12 4.8 2.5 8.2 - - - -

N = number of subjects included in each group

n = number of subjects reporting at least one RV GE episode

% = percentage of subjects reporting at least one RV GE episode

LL, UL = 95% Lower and Upper confidence limits

P-value = two-sided exact P-value conditional to the number of cases

- = Not applicable

Database lock date = N0

Data source: Rota-056 CSR Table 20, 21, Rota-056 CSR Annex Table 11 and 12

£ 1822 RVERDTARTOHORYBEXELVEERY BBRDEEELUFHHR
(Rota-056 RER : ATP BEIMEMBMTER) (1/2)

Type Period n/N VE
(from 2 weeks Group N n % LL UL % LL UL P-value
after Dose 2)
Any RV GE
Gl To database lock | HRV 498 1 0.2 0.0 1.1 91.6 31.0 99.8 0.014
wild-type Placebo 250 6 2.4 0.9 5.2 - - - -
To 2 years old HRV 498 4 0.8 0.2 2.0 84.6 50.0 96.3 <0.001
Placebo 250 13 5.2 2.8 8.7 - - - -
G2 To database lock | HRV 498 1 0.2 0.0 1.1 49.8 | -3840.6 [ 994 1.000
Placebo 250 1 0.4 0.0 2.2 - - - -
To 2 years old HRV 498 1 0.2 0.0 1.1 74.9 -382.2 99.6 0.521
Placebo 250 2 0.8 0.1 2.9 - - - -
G3 To database lock | HRV 498 3 0.6 0.1 1.8 87.4 53.5 97.7 | <0.001
Placebo 250 12 4.8 2.5 8.2 - - - -
To 2 years old HRV 498 3 0.6 0.1 1.8 88.4 57.8 97.9 [ <0.001
Placebo 250 13 5.2 2.8 8.7 - - - -
G4 To database lock | HRV 498 1 0.2 0.0 1.1 49.8 | -3840.6 [ 994 1.000
Placebo 250 1 0.4 0.0 2.2 - - - -
To 2 years old HRV 498 1 0.2 0.0 1.1 49.8 | -3840.6 [ 994 1.000
Placebo 250 1 0.4 0.0 2.2 - - - -
G9 To database lock | HRV 498 3 0.6 0.1 1.8 69.9 -54.8 95.3 0.178
Placebo 250 5 2.0 0.7 4.6 - - - -
To 2 years old HRV 498 5 1.0 0.3 2.3 49.8 | -118.1 [ 88.4 0.430
Placebo 250 5 2.0 0.7 4.6 - - - -
Pooled To database lock | HRV 498 8 1.6 0.7 3.1 78.9 49.4 92.0 <0.001
Non-G1 Placebo 250 19 7.6 4.6 11.6 - - - -
To 2 years old HRV 498 10 2.0 1.0 3.7 76.1 47.0 89.9 [ <0.001
Placebo 250 21 8.4 5.3 12.6 - - - -
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1.8.2.

& 1822 RVERDIRTORYEBXBELVEERY BHRDODBESELUFHHR
(Rota-056 EX : ATP FEXMEMETERA) (2/2)
Type Period n/N VE
(from 2 weeks Group N n % LL UL % LL UL P-value
after Dose 2)
Severe RV GE
Gl To database lock | HRV 498 0 0.0 0.0 0.7 100.0 24.0 100.0 0.025
wild-type Placebo 250 4 1.6 0.4 4.0 - - - -
To 2 years old HRV 498 1 0.2 0.0 1.1 91.6 31.0 99.8 0.014
Placebo 250 6 2.4 09 52 - - - -
G3 To database lock | HRV 498 0 0.0 0.0 0.7 100.0 452 100.0 0.008
Placebo 250 5 2.0 0.7 4.6 - - - -
To 2 years old HRV 498 0 0.0 0.0 0.7 100.0 24.0 100.0 0.025
Placebo 250 4 1.6 0.4 4.0 - - - -
G9 To database lock | HRV 498 1 0.2 0.0 1.1 74.9 -382.2 | 99.6 0.521
Placebo 250 2 0.8 0.1 2.9 - - - -
To 2 years old HRV 498 1 0.2 0.0 1.1 74.9 -382.2 99.6 0.521
Placebo 250 2 0.8 0.1 2.9 - - - -
Pooled To database lock | HRV 498 1 0.2 0.0 1.1 92.8 44.2 99.8 0.005
Non-G1 Placebo 250 7 2.8 1.1 5.7 - - - -
To 2 years old HRV 498 1 0.2 0.0 1.1 91.6 31.0 99.8 0.014
Placebo 250 6 24 0.9 52 - - - -

N = number of subjects included in each group
n = number of subjects reporting at least one RV GE episode
% = percentage of subjects reporting at least one RV GE episode

LL, UL = 95% lower and upper confidence limits

P-value = two-sided exact P-value conditional to the number of cases
- = Not applicable

Database lock date = ENENEN20H

Data source: Rota-056 CSR Table 22, 23, Rota-056 Annex CSR Table 13 and 14
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1.8.2.

£ 1823 RVERDTRTOHORY BEXELVEERY BBRDEEELUVFHHR
(Rota-036 RE& : ATP MM RER)

Any RV GE Severe RV GE (Vesikari score >11 points)
Study groups Subject Vaccine Efficacy Subject Vaccine Efficacy
HRV N =2572 R v | % vE 95% CI Pvalue | | o | o v 95% CI P-value
Placebo N = 1302 LL | UL LL [ UL

Combined follow-up period
Overall

HRV 10*° CCIDs, 85 3.3 78.9 72.7 83.8 <0.001 24 0.9 90.4 85.1 94.1 <0.001

Placebo 204 | 15.7 - - - - 127 | 9.8 - - - -
G1P[8] wild-type

HRV 10%° CCIDs, 18 0.7 89.5 82.5 94.1 <0.001 4 0.2 96.4 90.4 99.1 <0.001

Placebo 87 6.7 - - - - 57 4.4 - - - -
G2P[4]

HRV 10%° CCIDs, 14 0.5 58.3 10.1 81.0 0.020 2 0.1 85.5 24.0 98.5 0.009

Placebo 177 | 13 - - - - 7' 105 - - - -
G3P[8]

HRV 10*° CCIDs, 3 0.1 84.8 41.0 97.3 0.002 1 0 93.7 52.8 99.9 0.001

Placebo 10 0.8 - - - - 8 0.6 - - - -
G4P[8]

HRV 10%° CCIDs, 6 0.2 83.1 55.6 94.5 <0.001 1 0 95.4 68.3 99.9 <0.001

Placebo 18 1.4 - - - - 11 0.8 - - - -
GIP[8]

HRV 10*° CCIDs, 38 1.5 72.5 58.6 82.0 <0.001 13 0.5 84.7 71.0 92.4 <0.001

Placebo 70 5.4 - - - - 43 33 - - - -

Statistical analysis was done by G/P-type. If more than one RV type was detected in stool from a RV GE episode, then this episode
was counted in each of the detected RV type categories.

Combined efficacy follow-up period: from 2 weeks post Dose 2 of HRV vaccine or placebo until the end of the second RV season
ATP = according to protocol cohort; RV GE = rotavirus gastroenteritis

N = number of subjects included in each group; n = number of subjects reporting at least one RV GE episode in each group

% = percentage of subjects reporting at least one RV GE episode; % VE = observed vaccine efficacy

95% CI=95% Confidence Interval; LL = lower limit; UL = upper limit

P-value = two-sided Fisher’s exact test (significant level of a=0.05)

-: Not applicable

*1: The P genotype was not typeable for one episode

Data source: US CTD M2.5 Table 16, GDS version 5.0

% 1824 HE1UHYMSEYBBETO G2PHUIERVIZEBTATORY BEHEAIHTS
D45 FUFRBEHRDOEESHEIT —Rota-004, Rota-006 § & U Rota-036 iXE&

(ATP AxniEMmT I REH)

HRV Placebo Vaccine Efficacy

Study 9% 95% CI
N n % N n % LL UL
Rota-004 245 0 0.0 123 1 0.8 100.0 | —1858.0 | 100.0
Rota-006 1392 1 0.07 454 3 0.66 89.1 -35.4 99.8
Rota-036 2572 3 0.12 1302 4 0.31 62.0 —124.4 94.4
All 4209 4 0.1 1879 8 0.4 78.3* 18.4 95.3

N = number of subjects in each group

n/% = number/percentage of subjects reporting at least one RV GE episode
95% CI=95% confidence intervals; LL = lower limit; UL = upper limit

*: Vaccine efficacy defined as 1-stratified Poisson rate ratio

Data source: US CTD M2.7.3 Table 37
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# 1.8.2-5

1.8.2.

£ 1 EDEHERUBTO G2P4E! RV L B EE RV BIBRIZHT S

79 F U BEHIRO S HEHT —Rota-004, Rota-006, Rota-023 & & U Rota-036
HE (ATP BB ER)

Study HRYV vaccine Placebo 9% VE 95% CI

N n % N n % LL UL
Rota-004 245 0 0.0 123 1 0.8 100.0 —1858.0 100.0
Rota-006 1392 0 0.0 454 3 0.7 100.0 21.1 100.0
Rota-023 9009 5 0.1 8858 9 0.1 454 —81.5 85.6
Rota-036 2572 1 0.0 1302 2 0.2 74.7 —386.2 99.57
All 13218 6 0.0 10737 15 0.1 71.4* 20.1 91.1

N = number of subjects in each group
n/% = number/percentage of subjects reporting at least one RV GE episode
95% CI=95% confidence intervals; LL = lower limit; UL = upper limit

*: Vaccine efficacy defined as 1-stratified Poisson rate ratio
Data source: US CTD M2.7.3 Table 36

UL EOENF X OVEIMRRABR AT L 0 . AT 27 F 13 RV @ GIP[8]. G2P[4]. G3P[8].
G4P[8]. GOP[8lIZXf L CH o PHishRAERETHZ ENRBINTZZ LY, EFLoR)
e« IRERE LT,

SE XM

Santos N, Hoshino Y. Global distribution of rotavirus serotypes/genotypes and its implication for the

development and implementation of an effective rotavirus vaccine. Rev Med Virol. 2005;15:29-56.
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1.8.3.

1.83. Hi&x- AEBLUZTDORTIREN
1.8.3.1. Ak - AE

Uik - &
L@, 4 L EORMEEZ BN T 2B AR L, SRR 1.5mL &5,

1.8.3.2. R EAE ML
A HRV U7 FrDHE - HEIZ, BHIT Rota-004, Rota-005 35 L 8 Rota-006 7Bk D plifs .
72 5 ONT Rota-056 RBR D RAE 2 HEXE LT,

1.8.3.2.1. TIOFUOFHMRSLURERMEICED C AEER

WS CTO HRV U 7 F o O &L, RV BIGRICKT 5680, MiEH RV IgA HrikGis=s
BLORE AR EIE L LT, BHETRRHE % O - B ORRBRAGEZ b S ICRE L
7z (27341 %) . HRV U 7 F L OEERBRIZ, A L 2& 107 ~10"° CCIDs, O#iFH T
Fh Sz (£2.7.3.4-1) .

Rota-004 (10’7 CCIDs,) 35 & T Rota-006 #BR (107 ~10%° CCIDs,) TiL. RV HIHHKITHT
T 590 F PR A EIEERNNCHE Lz, ZOREE, WMo v A /L A& 10°° CCIDs,
PEREREC RV BBRISHT 2 PRIRAR RO bz (F1.83-1) .

% 1.83-1 RVEBBZICHT S 1EHOENMSEBERDOIIF U FHR
—Rota-004 # & U Rota-006 HEX (ATP HXIEEE MR EM)

N Any RV GE Severe RV GE Hospitalized RV GE
%VE |  95%CI %VE |  95%CI %VE |  95%CI
Rota-004
10> CCIDs, 245 73.0 27.1-90.9 90.0 10.3-99.8
Placebo 123 - - - -
Rota-006
10> CCIDs, 468 58.4 29.4-76.3 65.8 32.2-83.9 65.4 -1.8-90.2
10°° CCIDs, 460 55.7 25.3-74.5 71.0 39.9-87.2 93.0 53.7-99.8
10%° CCIDs, 464 70.0 45.7-84.4 85.6 63.0-95.6 79.0 24.9-96.1
Pooled HRV 1392 61.4 42.3-74.1 74.1 55.8-85.0 79.0 48.0-92.0
Placebo 454 - - -

%VE = Vaccine Efficacy (Conditional Method) 95% CI=95% Confidence Interval
- = not applicable
Data source: US CTD M2.5 Table 8, 9 and 10

Rota-006 BRTl3, 3FEHDO v A4 L 28 (107, 10°° B LU 10°° CCIDsy) DV 7 F %
AWTREREZ M L2 & 2 A, MIEFUABIRRS L OEEARIL L BT A LA BK
FHINCE L 720 . 7 A L 28 107° CCIDso LA Tl MG HLARBH A RIT 9 2 B 23 @l g2 &
Nz ZHOOFREENS, 10°°CCIDsg LL ED T A N ZBAE WD Z L TY 7 F o DA
PR ITHBELND ZENHALNI R -7 (F2.7.3.4-3)

E%@%%ﬁﬂi%mﬁ%fi BRHARAN D7 A L2 (10%° CCIDso LA E 7)) % #E
B 5 7-oic, WD 7 A )L 28 10%° CCIDs /B DU 7 F o & W THERMER L %4
i%%;bfwé Rota-056 7Bk TI%, WESMGHRRER & Rk 7 A L 28 (10%° CCIDsy LA
) oV FrBLUOHE QERAERE) 2 HWTHER LT,
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1.8.3.

B ERBR TH 5 Rota-004 35 LU Rota-006 7Bk & | HA A Tt L 72 Rota-056 Flk,
72 6 ONTHEAN TRz S 7o BREERBR (W3 b SRS ROREGHI OFER) oo, SR [Hi RV
IgA HUIRB#HREE © % Seroconversion (SC) ] & U 27 F 2 PRIZR (A RV HEKICHT 5
BHIWE) &, £ 18321277,

Rota-056 #BR (10*° CCIDso LL L) THOD 7 F 2 FWi%h feds L UMpsEFIMEIE, 10°° CCIDs
DUANAREEE LI-E/ER (Rota-023, Rota-028/029/030 35 & T Rota-036 #kk) & %5
BILTWDZ ENRSRT,

%+ 1.8.3-2 FEEBEHMAE=RV-HEBRTOMER RV IgA iikBizE L
EEQSADAMINABBRICHT D279 F o FHMEDLE

9 i *
/o Seroconversion Vaccine Efficacy for Severe RV GE™

Stud Virus (>20 U/mL)
Y Concentration .
Timing N n % 95% CI N n %VE | 95% CI
Rota-056 10%° CCIDs,™! [PII(M2) 34 | 29 | 853 | 68.9-950 | 498 1 954 | 68.6-99.9
Rota-004 10> CCIDs,  [PII(M3) 209 | 168 | 80.4 | 74.3-855 | 245 1 90.0 | 10.3-99.8

Rota-006 103 CCIDs,  |PII(M4) 142 | 86 | 60.6 | 52.0-68.7 | 468 12 65.8 | 32.2-83.9

10°6 CCIDs,  [PII(M4) 125 | 78 624 | 53.3-709 460 10 71.0 | 39.9-87.2

10%¢ CCIDs, |PII(M4) 124 81 65.3 | 56.3-73.6 464 5 85.6 | 63.0-95.6

Pooled HRV - - - - - 1392 27 74.1 | 55.8-85.0

Rota-023 10%3 CCIDsy |PII(M2-4) 393 | 302 76.8 | 72.4-80.9 7205 32 80.5 | 71.3-87.1
Rota- 6.5 3

028/029/030 10°” CCIDsy |PII(M2-4) 115 | 108 | 93.9 | 87.9-97.5 5263 2 96.1 85.1-99.5
65 PII “

Rota-036 10 CCIDs, (M3-M4) 787 | 681 86.5 | 83.9-88.8 2572 24 90.4 85.1-94.1

N = number of subjects with available results

95% CI=95% confidence interval, %VE=percentage of vaccine efficacy

Study Rota-056: PII (M2), Rota-004:PII(M3) = one month after the second dose of HRV vaccine

Study Rota-036: PII (M3-M4) = one to two months after the second dose

Study Rota-023, Rota-028/029/030: PII(M2-4) = one to two months after dose 2 of HRV vaccine (Visit 3)

Study Rota-006: PI[(M4) = two months after the second dose

% Seroconversion= ATP immunogenicity cohort, Vaccine efficacy= ATC efficacy cohort

*1: at least 10°° CCIDs up to the end of shelf-life

*2: Vaccine Efficacy = the first efficacy follow-up period

*3: Vaccine Efficacy = 2 weeks after Dose 2

Data source: US CTD M2.7.3 Table 38, Rota-006 CSR Table 17 and 27, Rota-004 CSR Table 13 and 24, Rota-023 CSR Annex 1
Table 25, Rota-023 CSR Annex 2 Table 11, Rota-028/029/030 CSR Table 19 and 35, Rota-036 Table 31, Rota-036 Annex 1 Table 16,
Rota-056 CSR Table 21 and 32
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Rota-056 alfik & st TH it S AL72 il Al 2 F v 7o f

1.8.3.

DOFIEFEM: (% Seroconversion 33 X NGMC) %, # 1.8.3-3 IZ/R"7,

Rota-056 35 (10%° CCIDso LA |) o i 7884 O A i 1%, Rota-061
LI E) oA O WFROREE & BB L TV s, E72. Rota-048

ZEFRBR  (Rota-048 35 L OF Rota-061 5X5%)

#Ex (10%° CCIDs,

AR

(10%° CCIDsy) DUREHARELA] . WHIOWT N ORAE & b . Rota-056 Bk O R I3 L T

W2,
#* 1.8.3-3 Rota-056, Rota-048 # & U Rota-061 AERDH RV IgA k(i &
g
;&R RV IgA KGR E — HETZIREE| L iRF & DB —
(ATP GERMEEE xR EH)
Group % Seroconversion GMC
>20 U/mL /mL
Study (Viral Timing N (20 U/ml) (U/mL)
(Country) .
concentration) n % 95%CI | Value 95% CI
Rota-056 HRV Lyo PRE 34 0 00 | 00-103 <20 -
6.0
(Japan) (107 CCIDs") I~ prv2) 34 29 853 | 689950 | 2170 | 109.94286
Placebo PRE 20 0 00 | 00-1638 20 :
PI(M2) | 20 1 50 | 0.1-249 <20 -
Rota-048 HRV Liquid PRE 23 0 0.0 0039 20 :
: 6.5
(Finland) (10™ CCIDso) - prv2) 80 7 900 | 812956 | 3013 | 20544420
HRV Lyo PRE 9% 0 0.0 0033 20 :
(10%° CCIDsp)
PII(M2) | 86 72 | 837 | 742908 | 3606 | 23645498
Rota-061 HRV Liquid PRE 746 0 0.0 0.0-05 20 :
(Finland) Pooled —
(0% ety | PIO2) | 746 | 661 | 886 | 861908 | 3747 | 32884269
HRV Lyo PRE 252 0 0.0 0.0-15 20 5
6.0
(107 CCIDs0™) ™priv2y | 252 | 228 | 905 | 862938 | 3318 | 26504154

N = number of subjects with available results

n/% = number/percentage of subjects with concentration above the cut-off

95% CI = 95% confidence interval
PRE = pre-vaccination

Studies Rota-056, Rota-048 and Rota-061: PII (M2) = one month after the second dose of HRV vaccine

Lyo = lyophilised formulation; Liquid = liquid formulation
Liquid Pooled = pooled HRV vaccine liquid formulation

GMC = geometric mean antibody concentration calculated on all subjects

-: Not applicable

*: at least 10%° CCIDsy at the end of shelf-life
Data source: Rota-056 CSR Table 32, EU CTD M2.5 Table 3

LLEDZ &35 Rota-056 :RER TRV HAL72 HRV U 7 F 0%, MBSk & FIRE 2 G 2 R

o e

=T,
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1.8.3.

1.8.3.2.2. RED R ERHL

Rota-006 &5k C 3 FFHD 7 A /L A 8D HRV % 3 [ S - g5kE o, 2 B8 O3 ([l
Fi1% OPL RV IgA HURIGHRER & FURGHER RO B - #5RE O GMC (GMC S+) %, #
1.8.3-4 |Z/”,

3 B OHL RV IgA PUAGIRREE LUVGMC S+, WTFNDO T A LV ABOERTY 2
EHERETR KV @2 7205, 95%ClI DGR L 0 #EFHFIICABERZTRO bignole, Z0
LMD 2T, Pt RV [gA PUABHER A GO L LEZE A b (273425
)

# 1.8.3-4 Rota-006 HEXAT IFWEOVAILRAE®D HRV # 3 BEE SN I-HERED

2E B &V 3 EEEFE LD RY IgA MEKBEGEE (£70 FUEEELA)

Post Dose 2 Post Dose 3
Viral GMC S+ GMC S+
Study Concentration N % SC (U/mL) N % SC (U/mL)
95% CI 95% CI 95% CI 95% CI
105 CCIDy, 31 742 98.8 31 87.1 114.0
55.4-88.1 64.1-152.4 70.2-96.4 73.7-176.1
6 62.1 172.9 724 219.1
Rota-006 1077 CCIDso 29 423-793 10552833 | > 52.8-87.3 114.8-418.5
1055 CCID )8 71.4 177.9 30 83.3 2145
30 51.3-86.8 103.0-307.5 65.3-94.4 140.7-327.1
14.3 201.8 26.7 419.9
Pl 28 30
acebo 40327 10.8-3786.8 123459 | 105.5-16722

Study Rota-006: data from the total vaccinated cohort for the subset of subjects receiving 3 doses of HRV vaccine or placebo
Serum anti-RV IgA testing performed by -’s ELISA

TVC = total vaccinated cohort

N = number of subjects in each group

SC = seroconversion

% SC = percentage of subjects who seroconverted post each dose

GMC S+ = geometric mean concentrations in subjects who were seropositive

95% CI=95% confidence intervals

Post Dose 2 = two months after Dose 2 of HRV vaccine or placebo

Post Dose 3 = 2 months after Dose 3 of HRV vaccine or placebo

Seroconversion = seroconversion was defined as post-vaccination anti-rotavirus IgA antibody concentration greater than or equal to
20 U/mL in subjects initially (i.e., prior to the first dose of HRV or placebo) negative for RV

Data source: US CTD M2.7.3 Table 61

UbEDZ &, HRV D7 F U OREZ, +o@EZ R OGNS 2 BoEEE L,
WBEAMNERRBR TIX, thOU 7 F U OBEEA U a— L EBEIC AN, PIEEREE 2[0H &0
R EZ 1~2 5 A& L. &K1 » A O CRKRRERZER L7-, ZHhickb GDS
(Global Data Sheet) TR EZ 4 HFLLEE LT 5D,
ENIDOERKRRBRCARY 7 F o DR T —% (RERM, Aok, 24tk 2EELTn
L8, ROEWCERNOMO T 7 F U BREAr ¥ a— LV E2EEICAN., BN TOBREEZ
GDS & [FEED T4 EMLL B IZ8RE LT,
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1.8.3.

1.8.3.2.3. REMICE I HE - BEER

Rota-005 5Bk T 2 D 7 A L 2 & (107 B LN 10°° CCIDsg) DU 7 F UL IR

HECHRH SN EAEHERORBFRL I LR, WO T b 2IcE
Be7E (P<0.10) 1380 b7enolz (£ 27347, £ 27348 BLUE 2.73.49) . 72E,
WEDFEIHRIL, 10°° CCIDsg U 7 F U HET 16.3%, 7T B REET 25.0%ThH > 7=

(P=0.072) . ZOERENE, 10°°CCIDsg DT ANARDY 7 F L M LIZHETHHSE
BRORBREENMIERNZ ERHALNE o7z (2734350)

1.8.3.3. FEH
RO RV BIGRIZKTT DT 7 F U R, SRR L ORI T 2 BRI A E %
ZE L. HRVUZ F o OHE - HEZUTFTO X HICHRE LT,

[HiE - HE]
I EE ., 4B EORBE BT 2R OB L, PR EITER 1.5mL &35,
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1.8.4.

1.84. #EBLOIE () BLUZTORERMN

EELDIE (¥)

ERERHL

[(BEFELE] (PHEEBZRTHZLABEHTLEVE)

PHFEE DIRONWTNMNITEEY T 5 L38O b DT,

HREZT - TE R 6720,

VAL BER L TNDE

QEBERAMIEBIZN > TND Z ENHBLNRE

R)AAN DAL (AN SUIARFN DRI K » TlRBUE L 2 L
e NnbLHE

(4R FEFEIE DOFIE % 51 8 D AT REME D & 2 RIEHE O S RIETHIL
EREE (XA v r VRS 24155

GHEEOBTEDOH 54

(B)EIEB AT IEAR 4 (SCID) #HTH4H

(7) ERCICHST 2F DIEH, PRIEEFEZIT 5 2 & 5 4 7k
BlLhDHE

g - RICEET HEELOERE

(O)AFANT = 2 7 A )L A G1P[8]. G2P[4]. G3P[8]. G4P[8]. GIP[8]
X9 2 TR DR X T B,

@D AN AEKT DB EREZTT 52 LIETERYY,

ARFNOBEFE_EOEFEOREIC
7=~ TlL, CCSI (¥
AR . TP
ITHLRN, P RhHEfR IR Rl K
OVE H1 0D ¥~ 5452 el 5 Jte A
HBEITRE LT,

O~Q). (M
T Rh R TR AN S
DEHE LT,

(4)~(6)
55 EEABE D FEIE % 18 6D D
AREMER B D Z & I EE
R SCID & H T HFH~Dff
FABRBRR 2N &b,
CCSI OFt#ic S &R E
L7z,

(Q)AANOTRIEhFRIZ DN T,
[l PN A D Jifs R RRUBR S AT
FEOEERIE LT,

Qv & AN ALS DD T
A NWVAIL KD T 5
AKFN DT Bz RITHRE T
X7, FEERTHE L
77
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1.8.4.

BEELOIEE ()

RTEARHL

ik - AEICEET SEELDIE

(L) ARG - HEAE ]

% 6 D YIEEERE A BilAs L, D 7e< &b 4 AR ORIE
ZBWC2EHOEMEATET 75, B L bAEKR 24 HET
WA TS5 28, £, BREPERICEHNTHE
BRI T2 2 LR TX 5,

()RS 15

D)AANIRE AHAEZHITIR Y | #EHIES L TR 7220,
NEMEEZIZT 7 F U ORYEZEES M LIS EIX O TAR
Al 15mL # S5 2 LN TE S,

R T 7 F 85| & o 4EFE bR

BT F OB AT, @, 27T HEL R, F7-4th
DORIELT 7 F v OfE %% -1, @, 6 HLL LM
a2 BWCAR ZHEMET L 2L, 72720, ERMNSLEL R
DIGEITE, FRICERT 22 RN TE D (i, KA
BT 7 F o LIRELUTERL TR b))

(#EELDEE]

LEEEIES (BEOHHRZETIICKRL, IEZETLHHE)
BHEREE DIROWNTINITZYE T 5 LBO LN 5AE, i/
FERRE M OB 2 2 L | 22538 K OMEAR 1 15 Dfi] by - [H E (1
TV, TRIEERED LB BIBOS. AR DN T 7250
HEITV, FAEE2EFEICE-ZET, EELTHEETLIZ L,

(1)l A SR R TR AR, R R, MRE R, EERE
FEEOEMREBEHETLH

(2) TRAHAFE CHEFE 2 H UINIZREAD 2 b= K VR
HBEDOT VX —RRIERER LTI Db DHE

@uBEITT VA DR S 5

(M) FIEHERBICRE DN H DREBEAT HEROEDOBENN &
LF, BEMRE T TIREEZ T TV A E, IBE Ik
RYEGIERBIEDE DN NDFE [ TEEREARER] KO
TERIRAAR | DIES ]

G)B GRS (FEEXITEMEOEEEE, BYJRE % b0
T E RS AT DRI T 2 ARK O HEL D
ZRMEIIHESL L TV WD T, TREEERE LA RMEDfERR
Mz bR &SN AGRICORERETHZ &,

(V)EREMROREERB LD
I RE R ORI OV T
AN S e S o)
T RhEk L7,

(2

1)HEFERR I DB AU DN T
FoEk L7,

QRFEMHEHLIEGAEOAR
FI OB NNHERRIC DU TRl
L7,

(3)7E ] o> T B4 I i BB
WD ERRIE LT,

PERLE S OV W A EHE 21T O
ZENEBETHDLIEIZOWT
ahdk L7,

H~@
FEH DY By 17 I Jit L5
(ZHDERRE LT,

G)EEEL AT L%
’G L LT B REABR 1T 5K
i L CWDRNT ENBERE
L7,
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1.8.4.

BEELOIEE ()

RTEARHL

LEELEXRMIE

OAANT, TrPRheEEmmEmnl) KO [E oFRhHmE I
B 2B LUCHERTZ &,

QQWHEFEF IZ DWW T, BEfERTICL TR, ik 0552

E25%) IS Lo CHRFRELZ D Z L,

)ttt K O ORFER 1T Y B s 722 i EB) [0k T
F oS OREEAICEE L, R0 ZE M, S HITmE,
T W ILASED B I ER & 2 L T2 S A I ESC T ERT O
PEEZIT LI OFHNTMOED Z L,

(AARFNOBFED B LA S5 A 6 TR R W TITRE R4
JEQOZWHINEETH Y . & MMaERET A LA (HIV) JK
YUIiE IS DG R 1Tk LT, ARFIOF hE K OV 4k
DERRT — 21372\, EERICRE NS SREBEZHT 5
FROEOBENRD L. RENH % & oI EREZT
TWDFE, B e RYERPE R RIEDF D3 D FITAA
T 2551, REARSIEZ DY DR oA I+
EE L, EEICEMATSIZE, [ [BEEEEEE] KO
TERIR AR | DIES ]

G)peEEEE ORER 1T, BEEL 2T MR 8. £
AoZpIEmM: AR, M, &Y 22 LA
ITHCDCIEMOBZEZZIT 5 L O FRCHbEDL Z &)
(AN ClE, 1Z & A & ORGEFFIER] 23 A O ) [al #f#E )~ &
7 BN ST 5 (T2 ofoEE | 0ES) | ]

(1

)
FEZN

1)~(2)
FRAEEFERT D —RAOTER
Z T PR I AL 3 X
OVE ) D 1 By e 92 it 22
FAICHEDERIE LT,

(3) TBAHEFERT D — IR
ke ey Ty NS PSR
OVE ] D - By ek 9 it 22
BEICEESERE L, &5
WG EREDOJERIZXTT 5
FELMNERZ DB
L7,

(8) eI AR AE D F2 W 1 X IR
ThY | RERBIEL D
B HIEROAMIZEE L
CARKIOBERERNME 2 T
EMMBRRE LT,

G)VBEMEZ R HIER %
PREZ N HHEONIHE B
DERIRE LT,
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1.8.4.

BEELOIEE ()

g{!ll

EARHL

3. BRIt

[E NG PRERBR 1T 35\ C . BERRSE (B 508 il 1, BEfET% 30 H fiiC

WG SN ERRIBOSIX, S 37 B (7.3%) . T 18

B (3.5%) . ZWK/ SR 17 B (3.3%) Tho7o (KBK) .
ZFDMDOEIRIE

5%kl E 0.1~5%3k & SEERETY
&5 Sy RIS | B
TIE’I* 1 2)
HIERR THIED . AACR | BBTY. EETY. e
T, UEA:, ME | BEUETY, EEES
e 605 R~ 4(SCID) %
BT 2EBFICBTY
T F DA AR
210 Biak
MR MZ WK/ B
R B R4

1) BHRERE XN OB TERD BTN D EIRSIZ OV T
BEEAREH & LT,

SRR SR T OBEE © 1~10% AT

A PRERER COBEE © 0.1~ 1%A 5

A% a TORBUE T RGP RZEMRED 7T — 2 T
X, AFIOYIEEREN S 31 B REIZIGEREO U 27 2380
T DHAREMEDNRIB SN, el 2 O RIAIEEE
BRIZBWTORRONTEY, 2FHEFEZICITAGNT
WV, T ARHI D N BERRAE O SIS EE Tk 2 BRI
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53511

Rota-056

A phase |11, double-blind, randomised, placebo-controlled, multicentre study in
Japan to assess the efficacy, safety, reactogenicity and immunogenicity of the
lyophilised formulation of GlaxoSmithKline (GSK) Biologicals' live attenuated
human rotavirus (HRV) vaccine, given as atwo-dose primary vaccination
course, in healthy infants previously uninfected with HRV
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Rota-056 Annex

Annex Clinical Study Report for Study 107625 (Rota-056): A phase 111, double-
blind, randomised, placebo-controlled, multicentre study in Japan to assess the
efficacy, safety, reactogenicity and immunogenicity of the lyophilised
formulation of GlaxoSmithKline (GSK) Biologicals live attenuated human
rotavirus (HRV) vaccine, given as a two-dose primary vaccination course, in
healthy infants previously uninfected with HRV
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Rota-004

Final Study Report for Clinical Trial 444563/004 (rota-004): A phase I1b,
double-blind, randomized, placebo-controlled study to assess the efficacy,
immunogenicity, reactogenicity and safety of two doses of GSK Biologicals
oral live attenuated human rotavirus (HRV) vaccine in healthy infants
approximately 2 months of age and previously uninfected with HRV.
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Rota-004 Annex

Annex Report for Clinical Trial 444563/004 (rota-004): A phase |1b, double-
blind, randomized, placebo-controlled study to assess the efficacy,
immunogenicity, reactogenicity and safety of two doses of GSK Biologicals
oral live attenuated human rotavirus (HRV) vaccine in healthy infants
approximately 2 months of age and previously uninfected with HRV.
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Rota-005

Final Study Report for Clinical Trial 444563/005 (rota-005): A phase I, double-
blind, randomized, placebo-controlled study of two doses of GlaxoSmithKline
Biologicals' live attenuated human rotavirus (HRV) vaccine at different virus
concentrations (10> and 10%“ ffu) in healthy infants (approximately 2 months
of age at first dose) following a0, 2 month schedule and previously uninfected
with human rotavirus
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Rota-006

Final Study Report for Clinical Trial 444563/006 (rota-006): A phase I1b,
double-blind, randomized, placebo-controlled study to assess the efficacy,
immunogenicity, reactogenicity and safety of two doses of GlaxoSmithKline
(GSK) Biologicals live attenuated human rotavirus (HRV) vaccine at different
virus concentrations (10*7, 10°2 and 10°® ffu) in healthy infants (approximately
2 months of age at first dose) following a0, 2 month schedule and previously
uninfected with HRV, when administered concurrently with DTPw-HBV and
Hib vaccines.
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Rota-006 Annex

Annex Report for Clinical Trial 444563/006 (rota-006): A phase |1b, double-
blind, randomized, placebo-controlled study to assess the efficacy,
immunogenicity, reactogenicity and safety of two doses of GlaxoSmithKline
(GSK) Biologicals' live attenuated human rotavirus (HRV) vaccine at different
virus concentrations (104.7, 105.2 and 105.8 ffu) in healthy infants
(approximately 2 months of age at first dose) following a0, 2 month schedule
and previously uninfected with HRV, when administered concurrently with
DTPw-HBV and Hib vaccines.
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Rota-048

Clinical Study Report for Study 104480 (Rota-048): A phase 11, double-blind,
randomized, placebo controlled study to compare the immunogenicity,
reactogenicity and safety of two different formulations of GlaxoSmithKline
(GSK) Biologicals' live attenuated human rotavirus (HRV) vaccine given as a
two-dose primary vaccination in healthy infants previously uninfected with
HRV.
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Rota-048 Annex

Annex Report for Study 104480 (Rota-048): A phase 1, double-blind,
randomized, placebo controlled study to compare the immunogenicity,
reactogenicity and safety of two different formulations of GlaxoSmithKline
(GSK) Biologicals' live attenuated human rotavirus (HRV) vaccine given asa
two-dose primary vaccination in healthy infants previously uninfected with
HRV.
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Rota-061

Clinical Study Report for Study 107876 (Rota-061): A phase 11, randomised
study to evaluate the clinical consistency in terms of immunogenicity and
reactogenicity of three production lots of the liquid formulation of
GlaxoSmithKline (GSK) Biologicals' oral live attenuated human rotavirus
(HRV) vaccine and to evaluate the liquid formulation as compared to the
lyophilised formulation of the HRV vaccine in terms of immunogenicity,
reactogenicity and safety when administered as a two-dose primary vaccination
in healthy infants previously uninfected with human rotavirus.
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Rota-061 Annex

Annex Clinical Study Report for Study 107876 (Rota-061): A phasellll,
randomised study to evaluate the clinical consistency in terms of
immunogenicity and reactogenicity of three production lots of the liquid
formulation of GlaxoSmithKline (GSK) Biologicals' oral live attenuated human
rotavirus (HRV) vaccine and to evaluate the liquid formulation as compared to
the lyophilised formulation of the HRV vaccine in terms of immunogenicity,
reactogenicity and safety when administered as a two-dose primary vaccination
in healthy infants previoudly uninfected with HRV.
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Rota-051

Clinical Study Report for Study 105722 (Rota-051): A phase |1, randomised,
double-blind, placebo-controlled study to eval uate the immunogenicity,
reactogenicity and safety of two doses of GlaxoSmithKline (GSK) Biologicals
oral live attenuated human rotavirus (HRV) liquid vaccine, when given to
healthy infants, in Vietnam.

20064F-9H
~20074E3H

GlaxoSmithKline
Biologicals

st

B

5.3.5.1.12/ref

Rota-063

Clinical Study Report for Study 109216 (Rota-063): A phase |1, randomised,
double-blind, placebo-controlled study to eval uate the immunogenicity,
reactogenicity and safety of two doses of GlaxoSmithKline (GSK) Biologicals
oral live attenuated human rotavirus (HRV) liquid vaccine, when given to
healthy infants, in Philippines.
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Rota-023

Clinical Study Report on Final Safety Datafrom Dose 1 up to Visit 3 for Study
444563(rota)023: A phase |11, double-blind, randomized, placebo-controlled,
multi-country and multi-center study to assess the efficacy, safety and
immunogenicity of two doses of GSK Biologicals' oral live attenuated human
rotavirus (HRV) vaccine in healthy infants.
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Rota-023 Annex 1

Clinical Study Report on Final Efficacy Datafrom Visit 1 to Visit 4, Fina
Immunogenicity Data from Visit 1 to Visit 3 and Safety follow-up Data after
Visit 3up to Visit 4 in the Efficacy Subset for

Study 444563(rota)023: A phase l11, double-blind, randomized, placebo-
controlled, multi-country and multi-centre study to assess the efficacy, safety
and immunogenicity of two doses of GSK Biologicals oral live attenuated
human rotavirus (HRV) vaccine in healthy infants.
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Rota-023 Annex 2

Annex Clinical Study Report on Efficacy and follow-up Safety in the 2nd year
Efficacy Subset for Study 444563(rota)023: A phase |11, double-blind,
randomized, placebo-controlled, multi-country and multi-centre study to assess
the efficacy, safety and immunogenicity of two doses of GSK Biologicals' oral
live attenuated human rotavirus (HRV) vaccine in healthy infants.
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Rota-024

Clinical Study Report for Study 444563/024 (rota-024): A phase |11, double-
blind, randomised, placebo-controlled, multi-country and multi-center study to
assess the efficacy, immunogenicity and safety of two doses of GSK
Biologicals' ord live attenuated human rotavirus (HRV) vaccine given
concomitantly with routine expanded program on immunisation (EPI)
vaccinations including oral poliovirus vaccine (OPV) in healthy infants.
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Rota-028/029/030

Clinical Study Report for Study 444563/028/029/030 (Rota- 028/029/030): A
phase |11, double-blind, randomised, placebo-controlled, multi-country and
multi-center study to assess the efficacy and safety of two doses of GSK
Biologicals ord live attenuated human rotavirus (HRV) vaccine in healthy
infants.
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Rota-028/029/030
Annex

Annex 1: 107070/107072/107076 (Rota-028/029/030 EXT Y 3) to Clinical
Study Report 444563 (Rota) 028; 029; 030: A phase |11, double-blind,
randomised, placebo-controlled, multi-country and multicentre

study to assess the efficacy and safety of two doses of GlaxoSmithKline
Biologicaldl oral live attenuated human rotavirus (HRV) vaccinein healthy
infants.
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Rota-036

Final Clinical Study Report for Study 102247 (rota-036): A phase I11b, double-
blind, randomized, placebo-controlled, multi-country and multi-center study to
assess the efficacy, safety and immunogenicity of two doses of
GlaxoSmithKline (GSK) Biologicals' oral live attenuated human rotavirus
(HRV) vaccine in healthy infants in co-administration with specific childhood
vaccinations.
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Rota-036 Annex

Annex Clinical Study Report for Study 102247 (Rota-036): A phaselllb,
double-blind, randomized, placebo-controlled, multi-country and multicenter
study to assess the efficacy, safety and immunogenicity of two doses of
GlaxoSmithKline (GSK) Biologicals oral live attenuated human rotavirus
(HRV) vaccine in healthy infants in co-administration with specific childhood
vaccinations.
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Rota-052

Clinical Study Report for Study 106260 (Rota-052): A phase I11b, randomized,
double-blind, placebo-controlled study to explore the existence of horizontal
transmission of the RIX4414 vaccine strain between twins within afamily.
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Rota-054

Clinical Study Report for Study 106481 (Rota-054): A phase I11b, double blind,
randomised, placebo-controlled, multi-country, multicentre study to assess the
safety, reactogenicity and immunogenicity of two doses of GlaxoSmithKline
(GSK) Biologicals' ord live attenuated Human Rotavirus (HRV) Vaccinein
preterm infants.
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Rota-057

Clinical Study Report for Study 107077 (Rota-057): A phase |11, open,
randomised study to assess the immunogenicity, reactogenicity and safety of
two different formulations of GlaxoSmithKline (GSK) Biologicals' live
attenuated human rotavirus (HRV) vaccine, given as a two-dose primary
vaccination, in healthy infants previously uninfected with HRV.
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Clinical Study Report for Study 107531 (Rota-060): A phase I11 randomized
multi-center study to assess the immunogenicity of three doses of Pediarix®,
5352 2ref Rota-060 Prevnar® and ActHI B_® given to healthy infantsat 2, 4 and 6 months of age 20l GlaxoSmithKline wish | e | sz
when administered with GlaxoSmithKline (GSK) Biologicals two-dose oral livg ~ ~20llFI Biologicals
attenuated human rotavirus (HRV) vaccine given during the same vaccination
visit (at 2 and 4 months of age) or given separately (at 3 and 5 months of age).
Annex Clinical Study Report for Study 107531 (Rota-060): A phase 11
randomized multi-center study to assess the immunogenicity of three doses of
Pediarix®, Prevnar® and ActHIB® given to healthy infants at 2, 4 and 6 months o
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vaccination visit (at 2 and 4 months of age) or given separately (at 3and 5
months of age).
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