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B3 ETIZOBES I 16 M TIX PCVT PCVI3 DA S—R [T Z N 62%, 81%Td - 7273, 2011 FJE-2013
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R (ZNER S, 9, 10 JEGI/EE) OBITHRAEE POVT DA /S—3I% 626, 0%, 0%, PCVI3 DA —iL
12%, 22%, 33%& 2010 4R & b L TR 2 s L7,

(2) ik

NS TIIVRE BRI IR T & 0 R HE O EIIREETH 5, FiZIEFIC IO Tk X > T
RERBE D BE S NGB XEIME 2 £ 5 ik & L CREBERIYEDO LT I —ICAD, WIAEZ b7y
(B D WVITIMIRE A & FEfi L722\) 356, SIHTEIC PREE S 4L 2 IR EREE & Itk D JRIRE & LT O EkEE
T, BIREBROMEROLNGRRIT 5 Z T TR0,

1) /R flgE O Ml BREE O R B SR & i 15 AL AT

TFIHERZEOWIL T N —T 13N B MIRE 2S5 D VIR IR G R 4 Rt 92 2 & T, /NEdT A%k o
FIREZW 21T o728 LTV 2 POVT BNEAIN%O 2012 45 4 A5 2013 4F 3 H £ CO—FMIT,
5 AR S O 2 OFEEBRIT 14. 31/1, 000 AT, PCVT 2ME A SN DHRID 2008 45 4 H 75 2009 45 3 A
FCTORBR (17.65/1,000 N) (2, BONHRLNZ, fiFlikD > H, 2 >OHIR (2008/4-2009/3
& 2012/4-2013/3) 12V T, ZNEI 16, 1% & 9. A% IR RERBEEMI K CThH o7z, Fiz, 2012 4F 4 A D>
5 2013 4F 3 A £ COMMIC, JFINE & LTS Lo ifigkERE o PCV7, PCV10, PCVI3 O/ \—=IIZh
Zh 15.6% (5/32 f511), 15.6% (5/32 f5), 37.5% (12/32 i) T -7z, PCVIO ENIMIER 1, 5, 7F A
W BRI X 2 IigE BT A Bz oTz, 32 FI9, PCVI3 BANMIERL 3, 64, 19A TUAHAEREIC K 2 Wfigk
JEFNIZNZ1, 2, ABITHoT,
*  ARWFFTILBEEEIR D D B S MR ERE 2 JRIR B & LTI L T %,

2)  WHRIEBNC IV 214 SmlPE s & Syl & U7 I & BR B8 D i 3 T o3 A
HHB IR OB — iR 31T /N SAER] (118 51, 2008 4F 4-9 ) D% &R T 7 % W2 B3R A T,
63 BRD TR EKBERE D 3l S 4L ¥, 2 D 5 5 56 Bil I X MAE & £ 20 72 W Il 2 ABERE B T &> - 72, PCVT, PCV10,
PCV13 DA /N—FIFXZNZFH 67, 1%, 57.1%, 73. 0% Tod o7z, PCVI0EMMIER 1, 5, TF DiidERE D 47
IX7e o iz, PCVISIBANMIERL 3, 6A, 19A DMiREKEIXZNTI 0, 2, 8BS NT-,
% AWFFEIE PCVT B ARTOiZE K D B O SVEICIRE S AV g ERE O fiE R34 &2 r LTV D03, W
T LHERETH - mMEREIL 2,

(3) "HE%
FERAOZ IZEERHB TR Z 2YYE Th D, MiREREITRRE O 30-40% 1, A > 7 /L= FHE DS 30%
BETHILEINTNDS B,

D ERNIZET 2 et B iR Bk o MR o

EN Ok % 7ok, § 175 4 O/NREMEH BERBE NS PCVT AR TH 5 2006 4F 2 AH 5 2007 4F 6 H

WAyl S AT IR EREE D BT A3 A S S AU TU 5, PCVL0, PCVI3 DA —R T2 ZH 61. 7%, 82. 9%

Thol,

*  PCVI0O BE O POVIB IZHITER SN D MIER 5 1TRFFT SN T RNz, IN—RITZNZIRDIZ
RIS TND,
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2) FEEBIZBT AR HERO IR — M (Sado Otitis Media Study; SADOMS) ’

SADOMS tE A 1159 64000 ADVEIERBIZHIT 2 3T/l ak— MFEREREI LTS, 5 1H (PevT
BAHD) BIOE 28 (POVT EAZYH) 1221 2010 42 1 H235 2011 4F 12 H £CE 2012 4F 1 A
5 2013 4% 12 A £ TicATod, & 3 W (POVT BAZREH) 122014 1 A5 20164 12 AETOTET
Efi SN TW5D, FEESCHEAS - BMORERZRT T, BENTXTO/NERE (64). HEAMGRE

(34) MBIML, WS TEZZ Lo T RTO 0-18 OB RZZEORELITo 12, 1 WIOTER
RPELDONIHER, T L2 8,288 40BEDI L, AMEHERN 354 =Y — K (312 4) FEL
2o TDIHLO 1 EEORIERN b EL< . 0.54 B,/ N Thoiz, MOFERTIE 0 I, 2 i, 3
UL 4. BRI ENEN 0.22, 0.34, 0.21, 0.14, 0.09 %/ N 4ETH -1z,

354 B> 5B EIEGH K O B R 6 U U 72 BRI DUV CRIBET R A AY 310 #illcds ) CHEM S
Tz, 149 B (48.1%) DSHEREREGHEFTH Y . A 7 A P EBGHFIY 140 #1 (45.2%) Th-o
7o B STz 149 BRONHRERE D 5 B 121 BRO MIERIB 21T > 7255 8. PCV7, PCV10, PCV13 D H/X—
RIXZTNZH 38.0%. 38.0% 62.8% T -7z, PCVIO BIIMIE 1, 5. 7F MikER@EIc X A2A2MPHELD
FEGNIAFAE Lie o7z,

3) LT MEREZFN LM B R B OHEE L SRR R

AINZHBIT 2 2T HRBEROBETDRVDB, PRI L > TLe 7 MERAFIA L7z 2007-2013 4F
BT D/NRAP R EERE F 0 5 HEREI 2 Sz BE O FEREIT OV T ORI A #HE Sh
Too FIH LTRIGER T — % _X— 2 DOMAEIL 30 T~120 TOHETH 5, 15 mAimO/NE (85,710 ~
376, 301) &R L L, il B, ES, W NEOEF N e S, BEE, BHEUREZ S &0,
S IR B RN O &> THEE D 72 S iz,

HEERRBTRIL, 23R, 2-6 5%, 7T-14RICHBVT, TREN 12.5%, 19.8%FB LM 4. 5% & 7 o7z, /IR
VR ERHEEBEFUIENTLT0 5 A/ EFRE & S AR FUE 2 iR 23 20726 7 A\, 2-6 %43 85108
TN T-14 523 39747 TN EHEE Shviz, SEEIBASRIL 2 MR e b <. ZFOFEIT 19. 2% (2007 4F)
-11. 4% (2013 4F) Th o7z, 2010 42 FLIZ SR TAME M &2 7= Uz, Z O AT 2-6 mids LUV 7-14
FRERMTETHIRD O, THEN15.6% (2007) 775 6.5% (2013) ~, 9.4% (2007) 75 4.0% (2013)
WD L7z Z L3R &7z, 2010 4B LD IRERE oA v 7 b ISR D BAF R BUETE 2 D3
DEASINZZ &R0, ZIUTHWTEASI/NRIZHT 2 POVT DR TH D LHERI STV D23, B
IER U7 A BT 2 & SUIB SR ORI IR ORA N F L L T D ATREER RV & BE X
NTN5 GEFEIIEL L T,
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4 YRR 10 MR ERERE AR D 7 F v OBER L VLAt
(1) Sl
PCV10 1Z1% 10 FEEEO M IEDL O i f EREE ok 2 BRIy, 1, 4, 5, 6B, 7, 9V, 14, 18C, 19F, 23F
JHRERE RO SRR EEZNTND, T2 TRV ZFUHRICEBEICEES LTS B2 b5 MiEA
7V = iM% opsonization index (01) Z4EIZ & LC PCVI0 OFuEFIEICB§ 2 HEIC W TE LTz
(£ 41,
PCVIO IZE EM 5 10 FROMIERNIEI L Cid, PCVIO BEFRIZ L 0 +4372 01 3565 2 L EE DM TR
ERTNG 75,

4 PCV10 #:ffi#% @ opsonization index 8 LL [ & 72 A #kERFE DEIE

LR Opsonization index 28 8 LA L& 2 5HIE (%)
Post—priming*! Post-booster*

1 43.1*-100 92.9-100

4 95.9-100 99. 3-100

5 88.2-100 97.3-100

6B 79.2-95.9 93.0-100

TF 97.9-100 100

9V 97.9-100 100

14 91. 7-100 98. 7-100

18C 89. 3-100 96. 2-100

19F 97. 0-100 97.4-100

23F 92. 3-100 97.5-100

*11 SCHR 1T D 9 S DOFRBREE DL R

20 3CiR B2 B D 8 D DFBRIEDRE R

*3: Post—priming O MIFER 1 1Z%95 0L 8 LA EL 725560 43.1 LIREL o @E "IZFR—F 0 F
ANERGE LT =2 ThH D MOME TMIIFR 1IIKT 201 8L L& RGN EHENEDOTE 75. 7%
DTHY ., o 6 SORERMETIL 82%LL E23 01 8 LA E&ER L7z,

PCV13 IBANMIERY 3, 6A, 19A IZBA7 2% PCVI0 DAZELUE T H 72 b S 4 D G T DUV TREM & fiat L
72o PCVIO IZEAH S5 6B, 19F FRERE R ROZHERIL, £ 2h 64, 194 LHELOMELZ O LR
MHENTWD (K1), F, POVIOIZHW LN TV D 6B, 19F ZFER-4 2 R A ERERELTHLND
PUkIZ, ENEN6A, 1A ICHBRERIEZTRT Z ERHE SN TS, B I ObREICE TS, PCVI0
WIESIE 1 A%, IBINSRERT, BN 1 r A% 0% MRS 5 01 OHEBBE» 5, IPD F
BT 2 8 L ED 01 2/ LI-HBRE OBIAEZ &b L, K 21TR Lz 7

MR 6A 12595 01 28 8 LA R A R 3 #BRE DFIGIL, YIRS T 25.8~87.8% (i : 74. 0%) .
IBINSAIERTT 30. 7~79. 1% (HIRfE : 58.6%) . BINGfET% T 58. 7~95. 6% (HULfE : 87.0%) %A L7-, M
TERL 6A LTS 2 011 POVIO T E £ 5 MIER 6B 1253 DHUADRZEICIC L D5 b D Th 5 LHEHI SN D,
BANGREH D 01 8 LLE & 72 A HBRE OBIEIX, 6A 1Tk LTI 58. 7~95. 5% (il : 87.0% TH Y. 6B
X9 5 b0 88.3~98.5% (HIAE : 94. 9%) L HHRL TIRfEL 2D, HEICR > TRELRERBED LN

13



D08, FOERIIH LN TRV, BMGEE%IZ 01 8 LLEARTEIGD 80%LL LA X D &3 D730 6
o 19202025080 By A T TONEIC & EFE D T B 43 AN 50%E & T B 1 MIFE LT %,
T FCEENDMIER 19F (2K 2 01 25 8 BL L2 /R #EE OFIA 1L, HIRIGER T 87. T~100%
(HrJefi 2 97, 1%) | IBINEREZ R T 34. 7~87. 3% (FPULfiE - 70. 4%) | 3B NS T 94. 9~100% (-4 : 98. 6%)
LY PRESERPHIFEE D (K2), —J5 T, MiEA 19 1k LCid, #llElfuf& b CHBRE o 6. 5~61. 5%
(FPgefiE: 25. 5%) 23 O 8 LA %R L iBANSasE aiids L ONBINGET% T2 4. 9~33. 8% (H Jufi : 14. 8%)
BLN 23.6~89.6% (FFHE : 66.8%) Th o7, BAHIEEITIL, 80% LU EOWERFE A 01 8 LLEZEZRL
T2 T DML DTN D L, THTIL60-TONEFEEICE EFE DT L Z/R L TU 820262831 - iz &
S TTIBMGER TN TS 01 8 PLEATRITHERE DEIGIL 20-50%ICT ERNETIHRELH D 7,

100 e
I i é e BAfE
I T 75%m

804 L ok
’-\ H
(00)] 25%
Nl 604 !
e 8@
X 40- 1

Q 1 7)) sng

204
0 T T T T T T T T T T T
6B 19F 6A 19A 6B 19F 6A 19A 6B 19F 6A 19A
Postpriming Prebooster Postbooster
n=190 n=50 n=170

2 PIESIER BN R, BN I8V T 6B, 19F (B) B X USRS N ]SS 64, 19A (R)
IZ%t9 % IPD TPiEETH 5 8 LLED 01 Zn g #BE OEIG AR Ui, SEEIESCHRR 7 2 b Lz,
(n: BB A L 7= TR %0

I BREE MIERY 6A 36 XV 19A %35 01 AP EEICRD b0 —2XENTORBRFERTH
55, ZORBRILT X bMeA—T T VRIS E LT, HARD 16 HsiZ 38T 2009 4 12 A 25 2011
11 A O I 417z, 360 4 OREFERFLIENEER L, 2:1 TV 231 72 POV10 (WiANIES) & DTPa
UrFr (BTE) ZHREULREEREEE (DTPa U2 F o ORH) L &IE L, PCVIO X3, 4, 5 » Al
PERE L. 17-19 7 BB 21T o 7, HIEISEH 0O POVI0 &8 O i & BRE Mg R k3% 01 23 8 LL 1
IR BERIT 95, %LU ETHh 72, E7-. BINGEHD 01 8 LLEDIZRTIEIX, 98. 1% Th -7, 6A 1Tt
LT hIBMSER 92. 9% (95%CI 88.6-96.0) TOI8 LA EZAR L, 19A12%F L T% 89.6% (95%CI 84. 7-93. 4)
EEETOI 8LLEER L,
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/NRIZIE T D POVI3 OFEIRMEICEI LT, 01 Z4BERIZFHE L 72fa Gl S I X R b T 5 2%, YIEHERE
%TH 80%LA EOEEREF L 13 O R TOMIEFRICKT LT 01 8 L EAR L, BMGREHZRIZITE TORME
FHNO0I8 UL &R LTz,

Single—arm, open-label BFZEIZF\VNT, [ENIZHIF 5 PCVI3 DR RAPURTEEARE (ELISAIZ L 5 16
FERIE) OFHME T, 97. 2%LL L (FIEISeER) F5 LT 98.9-100% GEIISaE) OBEMEIC 0.35 pg/ml
DL gAY TG SEA SN TN D Z EDUREN T, ZOFFFETIT 0T ORIE L2 SFL TV 2
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(2)  TFHIHEREORR
D 747 FTOZHERT ¥ MMEHERER (FinIP) *

74T KT, 2009/2-2010/10 O, 19 » ARG D/NE 47,336 A& xige L LT, PCV10 @ IPD IT
35 TRES R & RN 2 BRI AT i 7=, ik = & 12 POV10 BEftds L OSHRBE 2 30 L7z, 52 @
Hlklc T/ NEIZ 3+ HEFER 2 —) b (15,878 N) F/oid 2+l BEFER 7~ = —/ L (15,368 A) @ PCV10
DEERE S (PCVIO BERERE) . 26 OHUSIC(ETe/NE 16, 117 NZBEEE LT, A £ BRITR Y 7 F o
DR STz,

R L LTI

L. 1dose BNBAF Y a— V@0 I STz 30,527 A (K7 » H) (2, 136 @ PCVI0 IiEHIc
X% IPD RAH STz, D DB 1 H1F PCVI0 #FEEE (2+1 #8f8) | 12 Flldd I TH o7z, PCV10
BERERED 5 5 3+1 THEE SN b OOHIZIX POVI0 MIERNC L% IPD A& S -7-, PCVIO O
3+1 HEFEDANTRIT 100% T, 2+1 HEFEOZNRIT 92% & ST,

2. MEME RT Y a2 —/ZBMRZR < E & DTSR TIZ POVIO H2FEREIC 2 SEB], it FREELZ 14 JEFI D TPD
BHBI, VI FrDOTFHIRILB% Th T,

3. catch-up B (7-18 » A) I\ T, SFRREEIC 7HEH] IPD MNAHSN7-, FER O A i 2 #58 7-11
B A, 5B 12-18 % H Th o1z, HEEICIT IPD BA BN o T, U7 F o OFBEIEIT 100%
ThoTe,

4. PCVI3 iBANMiERL 3, 6A, 19A (PCVIO IZIX&E FALZ2VY) (K D IPDEFNZ 3 il (K ifiEhd 1 419°2)
AR L, MLiER 6A 36 KOV 19A 12 K 2 IPD I RRARIC A DAL, MiERL 3 12 K 2 AEHIIE PCV10 HEFEREIC
B BT,

F 7o, PCVI0 BEfERE &t A -V BRIRHIIC B o D IPD JER] (MAESEZMI R ER) 2o\ T, i
e dn Twad ®, POVIO AR S iz /MR 30,502 A2 8 1F 5 register-based
non-laboratory-confirmed invasive pneumococcal disease or unspecified sepsis |IZXf9 57U 7 F T
BAZh5R1E 50% (95% CI 32-63) 2oz, U7 FUHRIZL D, 10 T AYT2 0 OFAZRIT 207 FIHKT L7z,
F7-. patient—file verified non-laboratory—confirmed invasive pneumococcal disease |ZXf9 5V~
FrOTHEHRIT 1% ThoTe, V7 FUHRMIZLY, 10 HTAYTZ ORAERIT 142 KT Lz & fEHT
iz,

SN Z T, FinIP Tid, PCV10 E2HRER KOS IRBE O IR TR 1T 2 AR AR 5 82 2 £z
DB SN TNWD S, BEFTO/NRITHHT D HUEE OIS (BF 148, 536 ) 1 PCV10 HEFERE CIIxt R
BEE WL T 7% (95%CI 1-13) Al EpvRainic, FHRICKHTHEE 1 RICKOEAIZIRD & 8%
(95%CI 1-14) D iginote, PRGN ON D FEFEEAFLSITA R4 (62%, 77113 4F) Tholh, £0
2L 84U EHR T, 10%MU O IR ZHERYE TH o 72, ZOFERIT, 74 7 FIZBWT 2 BRI
O DHEIEMAD 1 Fd7- 0 12000 A T2 Z L 2R LTS (H4 60,000 id720),

2) TNAEBUFU, NP, anr ETICBWTERS NI KRB ZEER T & MukigiER  (COMPAS
R 7

KL _EE MR T & MR (COMPASEUER) (2 & > TPCVIODfifize, SMEhEH& (A0M) | REEME
Wi BRI YLAE (IPD) ZxEd 2 A4, RAeMEOFMN 2 sz, BT EROPFEEIL ST~ DA TITh
i,

COMPASERER 13200746 H 28 H ~20114E7 A 28 H DA SEhti S dufz, IPDIZ-DUNT23, 5974, AOMIZ DU T
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7, 2144 OFLYL % S GUTIRNT U7z, PCVEERRREIZPCVI042, 4, 6, 1820 A VLICHERE L, I REEIIBEUAT A U 7 F
> (HBV) ZWIEIEERE (2,4, 620A W) | AR D 7 F 2 (HAV) Z B8y (1870 A W) 1B LT,
FHEEMERT 2, IPD, RERPRAUICTZITHEE L= 2 B e (AOM) 6 X USRI HERE S 72 AOMD TBEIC I

FBPVI0OD T 7 F o %hF: (Vaccine efficacy) M L7z,

1. IPD: U2 F UhRIL, B Td o 72 IPDIEFI AR TIX65%  (95%CIL 11. 1-86. 2, PCV1OHEFERE6HI,
RBRELTH)) | U7 F oA MER TIE100%  (95%CT 74.3-100, PCVIOBEFEELOF], XfHRRE1I6HI) <
Holr, BEKEPIFFSNDMER (2 2 TiE6A, 9N, 19AL LT D) 12X 5 IPDIZPCVIOBIFERE2
B, BRI CTH DU 7 F o hR1%-98. 6 (95%CT —2089. 5 - 82) & 72~ 7=, PCVIOBFERE2(I1L M iE
HI6A, 19AIC X D& CTH o7z, (WI L bPer-Protocol Analysis®fi)

2. HAEEPERGZE (B-CAP, MOEBXHRAT A, CRPEEZ b L2 LT\ 5) : U 7 F 4 1318. 2% (95%CT 4. 1-30. 3)
ThoTo,

3. APEPEL (AN : KIS TE L2 AMERIZIIT HPCVIOD U 7 F % 5B0316. 1% (95%CL
-1.1-30.4) EHFHFMIITAEZEITRD LN o7, subgroupft Tid, MiAEKEMEAMTIXY 7
T 5556, 1% (95%CT 13. 4 -77.8) , U 7 F L&A MIEET I BR# MEAOMTIL67. 1% (95%CT 17. 0-86. 9) |
H. influenzae \Z X HAOMTIZ15.0% (95%CI -83.8-60.7) . Non-typable A influenzae |Z X %A0M
Ti15. 0% (95%CI —83.8-60.7) TH o7z,

3) T T YNTOMNIREAEGIR AT 8

Domingues &% 2010 4E 3 A-2012 4F 12 A ®HRAIZIBVT, 2010 4F 3 AICEA I PCVI0 DZNE
(effectiveness) ZIEMRIRATSE CHFT L7z, XRUT, SEF] 11K L THlRE BEME~ v F 7 S8k
KA FBRAT, IPDIEFNE 316 1 Th 0 it HRIZ 1219 BIARE Sz (OMREREICH T2 T 7 F 4%
HHEIZEENR TR, U7 FrmERICs LT 83.8% (95%CI 65.9-92.3), U7 F v BEIMmER <% L
T 77.9%(95%CT 41. 0-91. 7) DEIRN & o 7o, K MIERUT K 2 2L i iE R 14 A3 87. 7% (95%CT 60. 8-96. 1) |
6B A% 82. 8% (95%CI 23.8-96. 1), 23F 2% 57.8% (95%CI -336.7 - 95.9) & &7z, PCVI3BEHNMmiEE (PCV10
WIZE £ 3, 6A, 19ACEIL Cid, MmiERY 19A 12%f LCid 82. 2% (95%CT 10.2-96.4) DRIENHE
AUTZHS . MIERY 3 1% 7.8% (95%CI —271.9-77. 1), MLIEHY 6A 1% 14. 7% (95%C1 -311. 6-82. 3) & ZhARITBILE &
Niehotz, FHFEFWTh D adjusted effectiveness)

4) I FE Iy T O IR I B R T %

T B~y 7T 2005 4R 12 A 12 PCVT 23 A 4L, 2009 4F 6 F1Z PCVIO IZB) W Bz v, I B
2011 4 1 I PCVIB IZED W R X bz, ZOBIGETIL. 3 DD POV Z#EANEA L=<y 7 TO,
% PCV D% F: (effectiveness) (Z-DVNT 2005 4E) 5 2013 4E £ THOF —F ZIGICHEE L TV 5,

UIFUARTa—ME2+1T (2,4, 125 H), Fxv v F7y7LLTI223 7 HIZ2E, 2F 5
BAC—REHEEMT 2 A7V a— a2, ¥ vF 7 v 7L POTEADBIZOHITHON TV D,

2005 A5 2013 R NT, DR EUMRERE Y 7 F % 1 BHEERE L724:1% 2 05 59 » H o/
BWTHER S 4172 516 Bild> IPD SEH] & BERERBIMNAZRER D 2 S5 T o F MTBRATER IR E VW THEM
U7z, 814 10 B LARRICIEAE L7z TPD % breakthrough & L7z, #MFHUEIZESGE LB VAT 47 A
TV E AW,
<Fl >

516 @ IPD JEFI L 1767 D= ha—LZFAWTC, 7' LA 7 A)— L= BE$ % tic, PCVT, PCV10, PCV13
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ONEERF Uiz, 516 AOW, U7 F U 28R L TR > 72 ABUE 83 A, PCVT % BmBEAR L 72 ABuZ
305 A, PCV10 % HJMBERE U7z A0S 34 A, PCVI3 % BB U7c ABUE 44 N, BEORAI 2R LZ A
L 50 N7 o7z,

Uy F o & —RILL R COMRE

PCVT+6A DILIERIZ &2 IPD IZBJ L T PCVT #£FEZIE (vaccine effectiveness) 7% 90%. PCV10+6A 0
MEARNZ X% IPD 1Tk LT PCV10 #2FEZN D 97%, PCVI3 IZ& £ 2 My Aic X% IPD (2% LT PCV13
BRI RN 86% T o7, IMIET 19A (2 XD IPD (2% L CTiE, PCVT 2% 42%., PCV10 28 71%., PCVI3 28
T4% DY F %77 L, PCVIO O MiEA 19A 1Z2xH9° 5 cross protection OZhHEILE <, PCV10 & PCVI3 & T
19A IZXIT 2N RICHE B EIZ R 272,

7' I TOREG FRIFZEC BT HIMTER 194 (2 X 5 IPD IZ%hd 5 PCVI0 OZhHE 82% TH Y . &K
DT —4& LR CMEIA7E 572, POVISIZE £ D MIERIZ L5 IPD X3 5 PCVI3 OBIRIL, U =— X
TOMEEaR— MFETIL69% TH Y, SHEOFER LR CHEHmTH o7,

PCV10 F£ 7213 PCV13 % 2 [BI DL BB CORMGS :

POVI3 IZ& EN D MIERIT X % IPD IZ%f LT PCV10 A 85%., PCVI3 % 85% D&% % L7-, PCV10 D%
|2 PCV13 ZHff L 723581213, POVISICE £ 42 MIERIC K 2 IPD 1Tk 221X 89% Th -7z,
MER 19A (2 X D IPD (2R3 D2 FIEL, PCVIO @ 2 [MIEEFEAS 71%, PCVI3 @ 2 [BEHEAY 68%., PCV10 Dk
2 PCVL3 A BEFE L 723551213 T8% & AR ZEIT R o7,

5) 7T UNMCEIT D PCVIO0 A O/NRIRABEBNC KT 2 T 7 F R OBG

2010 £ 3 ANS 9 AT T, 77 VNE+ET 24 » ARMO/NEZx5 E LT, the Brazilian
childhood National Immunization Program (NIP) (ZX:-3\T. PCVI0 OGN {Thii-, A XY o
—id 2, 4 6 HimIRRC 3 IR L, 12-16 A#OMICENMERZ L, 7-11 Al EL TW2EE, 2 F
Pefll U, 12-15 AW RICBINEERE, F72 1 bl b 2 Rl 1| BHEEEOR 7V a — ARl bivliz, %
NURNZ NEA~ORERE T 7 F 2 O/ THOR TR 59, POVI BREMIRBSEOH 5B Hz/MNE
IR LTRSS LT,

<JikE>

DATASUS (7 Z VNWEFET —F RX—A =TT I7ER) ZHNTL ha AT T ¢ TIZABtE O
%38, International Classification of Diseases (ICD) DAFAICHE- T, Mikiz L A AFEE I % HhH
Uiz 1AM E -4 IS THFT LTz, /NE 10 ATV DAL, HDWIIET L OFGREEY
R,

<fER>

2002 405 2012 £RITH T T, 16, 147, 966 B D 4 mATG D/NROABER & VD iR L D DI 23.20%
(3,514, 750) 7= o7, 2002 FE05 2009 FEE TE 2011 £ 5 2012 EE TO 2 >OMMICKIT 5, 4 m%Ld
TO/RRIZONT, fifige L, MEREREBLUSNORBTOARERER T2 (2010 FEHBATH & LCTHMTIZL
TWD), 2 >OHOHET/AE 10 T AH T2 D ORI & 2 ABEEIT 2800. 87 775 2446.52 &, 12.65%
B Uiz (p < 0.001), PEREREBUSANOEBTOABRIIARRE(N ool (10 HAHTZ0 | 7041. 13
235 7066. 01 5 p = 0.39),

6) T4 T RITRIT DR AT S BRI R YYE O B
T ATy RIZBWTIE, PCVI0 DMREEMERERERYYE (IPD) FPHIO=OICERE Y 7 F o7 a s F A
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WCHARAENTZ (201049 A, 3, 4,

12 7 A VR~OFFE), £ 95%D G a8 PCVI0 28 L T\ 5,

PCV10 A%, IPDITAEEICHA LTz, 2014 EFE TIZ, -1 RO U 7 F UG EN S MIERIZ L 5 IPD
SEFNE T 1 7 F AR E B LT 81% DD L 7> Tuv5 (X 3, National Infectious Disease Register,

National Institute for Health and Welfare,

THL. Appendix Table 1.

Number of cases of invasive

pneumococcal disease and person—years in age group 0-1 years in 2004-2014. 2> H1ERK),

Age group 0—1 years
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3 T4 rTr RITBITD 2 AN O IPD ERIE OHER

2IXMNS A RO T —T0D 2009 4E & 2014 4ED IPD JEGIE A el 5 & PCVI0O TEE N 2 MiER o 1PD
SEBNE 26 B35 3 fFil~, T _T? IPD ¥ 2009 4E1T1E 30 Bl dH - 7= & DAY 2014 AT 14 BN LT,
412 PCVI3 i BANMIERY 3, 64, 19A (PCVIO IZIX&E EAL72\) @ IPD JEFIE OHER %7~ L7 (National

Infectious Disease Register, National Institute for Health and Welfare,

THL. Appendix Table 1.

Number of cases of invasive pneumococcal disease and person—years in age group 0—1 years in 2004-2014.
DHAERR) ., B 0-1 m%IE, AR 2-4 R OFKMmiER D IPD JERIERZ R LT\ 5, 6A @ IPD JEFIE L
R HILAH D, 19A 122V TIE 2-4 RIS T DIEFI OB IFBE S 2 o7, MiEH 3 OREH)

B EIMEm 2 BLEE S iz,

IPD_3 IPD_6A
20 20
15 15
10 10
5 5 I
, = N l..IIII Ollll I »..
%Q&‘%QS’D 5190‘0096\ %@% %QQQ’%@Q @x\%@“* %qu’ %Qx“‘ %QQ“‘ 09&’%@% %06\ NS %@Q’ %Q@%QO c&x"’%@‘b %Qx“‘
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IPD_19A
20

15

10

0
o

» 0 L O Q '\ q) D M
Q" Y O Q N\ RN '\/ Y
NS ENE NN
K4 74r7y RiZBIT5 PCVISBANMER 3, 64, 19A (PCV10 IZIXE Eh/avy) @ IPD JEFIELDOHER
FILO0-1aRIE, JRI 2-4 I O& Mg Rl o> TPD JEfIEk, Edhi e B4k
(https://www. thl. fi/en/web/thlfi—-en/topics/information—packages/incidence—of—invasive—pneumoc

occal-disease—in—finland#Figures)

7 T4 TYRICBITARE 2 L— 3 U= AR5 LT O/ 012 BV it 4 BRI e

74T RTIZPCVIO 28 2010 4E 9 AIZ 2+1 A7 Ya—v (3, 5, 12 # 1) ZRAWTEHRE I 7 F 7
777 MIMAAEI, FE 2 Lb—ra o _—AORRBBIEEIF 7N FE M S 7, 2010456 A 1 HLAEOH
HRROD 7 F R 2013 R F TR LT, MR 25T 572012, POVI0 ZHEfE L TU 720 2-5
MR A 2011 2°5 2013 ARIT/NT THIZ L, 20 2 SO ak— ME., Zifik L OER 2 & D 7= xR

(PCV10 2 AT ALUFIO Y 7 F U IERfEI) LIl L7z, U7 5 HEREREC IPD fRARSRIT 80%/ L7,
U7 F o MERIC X 2D IPD FRASRIT 92%id L, iR 64, 19A 2 &3 D 7 F L BIEIMET o IPD FEH] b
68%I L7-, MiER 6A, 19A 12L& 5 IPD BEEIZNE, 2 aKR— KT 2.2/100000 A - £EBELW
5.5/100000 A * £ TH o728, VI FUBERBHIBOTC ORI 2. 1 ITE Lie, U7 F U 3EHfD 2-5
kD IPD JER & 48%IA MEILE S L, HEZNRPEAET D AR R ST,

8) =a—Y—F 2 NIZKIT D PCVI0 B A & AR BRI NG I BRI I YE O HER 42
Za—U—J U PIZBWTIE 2008 42 6 A L0 7T MiFEETMREKE D 2 F o (POVT) SEHERL S 4L,
200841 A 1 HUBEOHARICHWLIZ, Z 0% 2011 457 A LD PCVIO IZHERE D 7 F U INETE & iz,
XHIT, 201447 A XY PCVIO 225 PCVIS ~MEH T2 T 7 F o ~EH L7z,
Z 2 ClX PCV10 AR O IPD JERIER D2, 8 L ORIK & 72 o 72 il R BRI O i iE Rz W CTAB S h
TWDIERE FE LD, IPD A TIL, 2010 4F (PCVI0 HARG) & ZNLURITIBW T, 2 Bk IRICIBW T
—PEDHINE A ST BZIFERUT N TH D Z LB BIE S (2010-2013 OEWAEEL: 36-28-40-23), 2
~4 352 (2010-2013 DEFER: 63-45-52-37) (2R W TITET ORI H - 7=, 65 mLl L (2010-2013
OMEEL: 217-228-203-179) TiF 2013 4R IZITJHA LT 223, 5-64 i DAFIREEIZ I WO TIE R E 228 b2
EH LN T (2010-2013 DG 234-251-204-238) , HAEBUILITHK 2 0> Table 23-26 2> L
7o 2 %A V0> IPD R ERIT PCVT 3 ARTO 2006 4£0> 104. 8/100000 A5, 2013 4EIZ1Z 20. 0/100000 £ T
Wb Uiz, 2-4 IR ORMAERIT 18.3 (2006) 7235, 8.5 (2013) 12D L=, 5mbl EOFERKSIZRH T
13 2006 4F & D LI CIRAMEIANEEERD Sl uy,
PCV7 725 PCV10 ~DZEFIZ LV | 5 Al PCVT MIETL D IPD 1% 2010 4E0> 34 A6, 2011-2013 4E
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OWIM 1361, 6 B, 2 Fl&ED Liz, FERIC PCVIO CEMEN=MmiER (1, 5, TF) @ 5 Ao 1PD
I 2010 4ED 15 A 5 2011-2013 4EDOWIM 11 1, 8 B, 4 Bl &b L7z, —J5. PCVI3 JBINMIER (3, 64,
19A) 12X B 5 A o IPD SEFIERIE 2010 4512 27 B CH o 72 b D3, 2011-2013 FEDHAM 23 1, 43 Hi,
27 B & B B DRI BER S vie o 7z,

Fb5 —a—T—F5 L FOERKEE. MRKE MBS Z & o IPD SEFDOERNER Tk 20 Table 23-26 %
FEVZAERR)

2006/2007 2008 2009 2010 2011 2012 2013
ALL
< 2 years 1175 78 55 36 28 40 23
2-4 years 153 112 93 63 45 52 37
5-64 years 207.5 291 342 234 251 204 238
=65 years 177.5 226 230 217 228 203 179
PCVT
< 2 years 985 65 23 10 3 2 1
2-4 years 125 89 50 24 10 ) 1
5-64 years 121 128 130 83 91 68 57
=65 years 115 143 146 101 78 58 34
PCV10 *1
< 2 years 2.5 1 13 ) ) 3 1
2-4 years 3 5 16 11 7 7] 3
5-64 years 25 513 137 62 41 25 49
=65 years 7 10 18 14 3 15 20
PCV13 *2
< 2 years 10 5 13 11 9 19 11
2-4 years 16 ] 18 16 14 24 16
5-64 years 235 43 33 38 48 45 56
= 65 years 23 27 25 43 54 58 51
MNon-PCV
< 2 years 6.5 7 5 11 12 16 10
2-4 years ] ] ] 12 14 19 17
5-64 years 38 52 a2 il 71 66 76
=65 years 325 a6 41 59 93 72 74

%10 PCVIO ICEENTWARNPCVT IZEEN2 W ER (1, 5, 7F)
%20 POVISIZE ENTWAN PCVIO IZE FNWVMmiER (3, 6A, 19A)

PCV10 VA S LD ERT T 5 2010 40D 5 AT O Mg 312 L% IPDJERFIL 6 B Td > 72 A3 PCV10
DEAFZGTHIM (2011-2013 4F) IV TIE, 2 61, 3 4, 3 6l & BN b igino 7z (K 6), 6A/6C
WBLTIE 461 (2010 4F) 225, 2 6, 8 fil, 2 & 2012 AFITHEM L 7= S —@IEDBMTH H LB 2 b
77o 19AWCBILCIE, 1761 (2010 4F) 705, 21 f, 314, 19 Bl & B S 037l b NBlE ST o Tz,
19A 12595 PCV1I0 D FRIZNRITRER T 72 < & S B ZRIEFIE DT D728 > THRNZ LR
iz,

£6 =a2—I—F RO 2BARBIR. 2-4 L0 PCVI3 128 F 45 728 PCVI0 ITIEE F W IS BRI )%
'3, 6A/6C, 19A @ IPDSEBIOFRHER (SUHR D Table 23-24 % FLIZ/ERK)

2006,/2007 2008 2009 2010 2011 2012 2013
MmEE3
< 2 years 2 1 12 2 2 1 0
2-4 years 0 3 4 0 2 3
MHEEAGC
< 2 years 3 0 2 2 1 ) 1
2-4 years 4.5 2 3 2 1 ) 1
IHE19A
< 2 years B 5] 8 T 8 13 T
2-4 years 10.5 7 12 10 13 18 12

9) PCVISTHHIRIZE DR E 2 L—3 3 o _R—ZADH—~_A T 2|2 L 5 IPD IZxtT D20 »
KETIE 2010 4RI F N E THEA STV PCVT 256 POVIS ICAEF &7, KETIIRE 2L — 3
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NR—=ZADT 7T 4 THP—~_A T X (Active Bacterial Core Surveillance, ABC Surveillance) (2 X
ST IPD JEFIDT=Z =272 &N TW5, 2004 4 7 H-2013 4E 6 H OFERAWE S (10 Mo ABC
Surveillance ¥ k. AHHKI 3000 FADOT —Z MM &hi=),

PCV13 ARG IPD FEAEBA A HEA LARWEE O IPD SEFRAHEE LIZE T L 2R L, MABDE
B> IPD JEBIEL & DN DT 7 F U REHERIL TV 5, 5 BRI OESToOmBER O IPD JEfIX
2012-2013 12BN T 64%4 L, PCVT IZE £V POVIS ICE £ D MmiER (1, 5, 7F, 3, 64, 19A)
@ IPD JERIL 93%HA Lz & 4L, IPD SEBIDWA 1T 5 b L OB FIMBEIC ISV THBlIE ST,

MiEH 1, 5, 6AIZBIL TiZ POVI3 SEARTDREGIER A D72 < (FhEh 294, 33, 365 #il, BAEMHEE) T8
DEAEIRZ D Z LN TE b7,

MiEH 3 (PCVI3 IZE £ 5 MIERE) (2K 5 IPD SEFIHEUTBMEM 358 6 & AL/ iERE & X R 28 Mm%
IR L7z, PCVI3 EARTOHIMICISWCILER 3 o> TPD FEFNIT/NE T 133 61 (3024 i, 4%) . AT 1552
Bl (17844 B, 9%) THo7=72%, AT PCVI3 ZE A LR I2BEOHEE T T /LB HEE [ RETZ N,
INRTIIHEGETE 2o 7o UNRE O IPD SEGIEOBMITHIR) . LA LR S, BT ORAMER Z 8E L
T, MOMBERITBNTERO Hiviz L 9 722 IPD IEFE ORAE, MiEE 3 TIERRO bhienoTiz,

5 AT D IPD JEFI D fid BREE O MER OHERE % [X] 5 18 LTz, miEH 312k % IPD JEFIE 2009-10
— XU FE T 14-19 i THER L TUV=28 2010-11 o — XU LIRE® 10-12 BIfE(E L, g 7F (2009-10 < —
XD 8T FHrh 2012-13 > — A ® 3 ) CifiER 194 (2009-10 ¥ — R D 205 A5 2012-13 ¥ — X
YD 134 DK S 7 IPDIEFIE DB ITFED b o7z,

IPD < 5 years (1, 5, 7F, 3, 6A, 19A)
250

200
150
100

50

2004~05 2005~06 2006~07 2007~08 2008~09 2009~10 2010~11 2011~12 2012113
m3 15 17 19 15 14 19 12 11 10
HGA 3 3 4 1 0 1 0 0 0
19A 129 160 172 172 152 205 78 25 13
ul 5 7 6 8 2 5 0 0 1
m5 1 0 0 2 2 0 0 0 0
7 23 27 51 48 64 87 20 6 3

X5 SKENCHITD PCVI3 EA (2010) Fifg o PCVI3 EinifmyEA (1, 5, 7F, 3, 6A, 13A) o IPD JEGIEK
DOHR
SCHR . Supplementary webappendix @ Table 75 #fe U CHERK, et i3iE FlEk
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(3) &atk
1) HATO PCVI0 DERKFBRIC K 522 MEaFh =

PCV10 & DTPa D [FIFFEEFERE (n=231) & DTPa O HUMBIMERE (n=122) TR L7Z#HFETIE, ZL—FK 3
DIEFHBALIZERE D3 F (B 62 C 0-0. A%IFRD Hiv, BIMGIERIC 5. 3%IZ58H Bz, 30mm L E DAL
FEARDY 3.8-8.1% (MImEISesE) . 22.8% CGEANGEIEE) . 30 mm LA EOEHFRALIERS 5. 5-10. 3%  (FIEI504) |
18.0% (GBINSIE) TRHOH LI, 7 L— F 3 OMHHIRIREED 0-1. 3% (FIEI5e) | 1. 3% GEINGE) . > 39.5C
DFEED 0-0. 9%  (FIEISHEE) . 2.6% GEIGRE), 7 L— K 3 ORI 1.3-2.5%  (WIEISE) . 3.5%
CBIN%E) . 7 L— R 3 ORMAIRA 0% (FIE5eEE) . 1.8% GBI ISl Lz, EERAERS
1% PCV10+DTPa #2f#E (n=231) T 28 fi], DTPa BUMHEMERE (n=122) TIiX 19 HITREH HNTZDB, WTh
LU IFULIFEE LWL D LB X DL,

2)  WESLTOD PCV10 D224 MEEEAT

PCV10 OVESTHEIALGIE PCVT & el (PCV10 & 5\ ME PCVT & DTPa~TPV-Hib O FIFFEERED 2 SORE) L
TRFTRIGBIRNZ EDRIB I TNDN Y, RERFEEHEGIIRD b/ #5686 - PITRIZ 2 50
AL DN Z ISR D,

AXVIATORAET 4 #HTEHPCVIO L 6 RAV I/ T BLORZ YA NLRT 7 F o (RO) OEFEIC
LDBRIRIS, AEFERPRF SN, RbED o RFTRNTER (65.9%) T. 7 L— K 3 0K 15%
7Eote, FARIL 21.8%72 o723, 30 mm BA EOFERNT Ao 7, JEIRIT 44. T%CR 541, 30 mm LA E O JEIR
% L5%7E o, RIS TR Z o TOEGREE (59.3%) Kok, 2HKETI L—FK 3 0fF%F
FHIL 0.0-3. 5% L (KD o 7o, HEREFFZL 15 o7, WThb U T Lot idients
R BT, HEREEEPEZ THOAEEELO LFITRD o Tz,

COMPAS BERIZEBWT "B AIUFR D 7 F 2 - ABIFR Y 7 T 8RR L ORI _HERARIC L A FESE
RO Sz,

PCV10%2, 4, 6, 187> A WEIZHEFE L 7= 8E (PCVIORE, n=11,798) & fF& U 7 F o H2fEME (RHFREE, n=11, 799)
LB U7 Tk, PCVIORED21. 5%  (95%CI 20. 7-22. 2%) | *THREE0>22.6% (95%CI 21.9-23.4%) T
HERAEEGDMESINTLD, AEETRO N oT-, Fio, BERICHEREEIT RN -T,
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5 EIERRHE ARG

(1) PCV10 & PCV13 DEINIZISIT 2 F AT 1

“NaT7ETNERANT, BAROFAR am— b (104.2 5 N) ZxBIZ, PCVIO & PCVI3IZ2W T, [E
BB XL OHESRRA S B REZHEZ LTV D, SR 5 F£& L, 1 » A cRENZT
LZELTRITLCWD, HEDTODHLLDET NIRRT A =X T, ARDT =X RXR—AL IV, WHE
DT HIGEH D DRI RE ATV D, SREIEIIEFEETHE (quality-adjusted life year: QALY)
Z RV, WO E AR (incremental cost—effectiveness ratio: ICER) (2 X » CTRIFDIEZ M L
72

MU IF oAV a—VEEM L, U7 F %M EAUE LTz SE . PCV10 #27#(3 PCV13 #2ff & Fhic L
T, BB L OHEmIcEn2 19 EM, 39 EH OB MEifNE 7253, POVI0 2859 % L 433 QALY
2 HIFTE D LR ST (PCVIS 1 4, 828, 742 QALY (ZxF L "C, PCV10 1% 4,829, 175 QALY), X BIT,
R TITRLERTETHNONTWD T 7 F U2 RER 228 8) STt L7RER. PCVI0 @ PCV13 (2%f
T AL, PCVIO ASIMIER 6A BL N 19AIC L 5 IPD IR R ERERNE LEBAETHHHFFS T
BV, PCVI0 BNIHRREL A o 7 v P EPER HRITKT L TR < EMR WA PCVIO 0 PCVI3 1254
HEMMENERT D L arEnTn5,
R CHEDIEL 25T —F 2K TITR LT

% 7 Shiragami H1Z K% PCV10 & AR ESHT OO DO EMET —% (TR Y D Table 1 #JEIC/ER LT2)

ERBE 0 1 2 3 4 BFGE
ABEHUE £ 4 D REEIC £ B
HIEH - 105 2.1 1.3 0.3 0.3 0.1 48, 49
H&E 2.1%
i EEERINIELSG, BEREEII% 49, 50
AlAUBE £ G DEAREEIC L S ENTE
FIEH - 105 9.1 29.2 8.2 3.8 2.7 48,49
H&E 0.4%
ARDBEELDLFER (2TOEE)
FIEH - 105 1748.3 51
H&E 0.09% 52
ARMEEEASTLEE (ETOREA)
FIEH - 105 8450.1 51,53
FE#
FIEH - 105 22,000 54,000 34000 21,000 14,000 7
BB, BEF -7 6.6%
i
IPDEERIC &7 5 B e 3 el o e A
PCVIO&HIFHE 30.3% 48
i3 2.2%
A 6A 2.2%
miFE19A 24.7%
£ ot 40.4%
BMEPEEICEA2FESE & FIHR
31.8% PCVI0EHMER 38.0%
miHE3 9.1%
Fse R I EIGA 8.3% 7
Mi%E 194 7.4%
F Dt 37.2%
SRR T AT T 29.4%
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WO AHE, Resource use, QOL

AT 4 HN s T—4 « BV 3 VRS (MDV-EBM) : J@PeT — #1253\ 72 500 A (ABE - 4hske, A
B DWW TR T — 4 V) OREDOT —Z B L OMKESHEBARERT — 4 % — (JMDC-CDB) (fg
R G OT — X C 75 RO AARAND %% H/N—F25) D2 20T —H_X—Xnb, FHREADE
. AR, ASREBERAHEE L Gk Y, Table 2). BUNHEFO G ARG, 78 H7
END, 1849 O FEHAFE % 333 17 415. 73 & L, 1 HORAZHEE, FEBICBTLTELDOABEA
¥, Zlldk GZRiRERIcHE) 205 CCEk Y, Table 2 TEICRTH) . AEMOEELEZEEL TN 5,

T FUE, N—F HH

T FrOMEIEELL L 7,76 e L, BERICRIEMIT 4,212 & L,

U7 F U RITEERE RS UC, 50, 90, 90, 100% & 72 5 & AIE L7z, A O MIERIRID PCV10, PCV13
DENEND T 7 F LN RATHEI O SCRICFE SV THE LT D (3K 7, Table 4 ), PCV10 & PCVI3 &
UIFUBEOEE, £8 CURR Y, Table 4 ZFIC U CIER) IR Lz, BAIELLTO 4 88725,

1 H@ICEEND PCVIO THAN— S 4D MAFTH R B EYE  (IPD 6 X OBRIEBIRY - SR = —7
AN LOFRER) 232027 F o RITR—& LTW5D,

2 IM{ER 312K 5 IPD 8 X OENEGIBE - WIEHR T = — 7 AT 72 Lo BERIZIX, PCVI0 38 X OVPCVL3
ELLBHMRRLLELTND

3 6A, 19A @ IPD 3 X OVBEIRUIRE « SRR T = — 7 AMT 2 Lo B loxh LTk, PCVI0 (X PCV13 X
DEDLDDREEIE DV I T UHERHHL LD ELTND

4 G A T T U EIZ L AT ERICR LTI POVIO TOHRT 7 F RN HH E LT 5D,

5 BEIRUIBH, #R T o — TR AL A S B AEB DA IZIZ PCVI3 L 0 % PCV10 DR R &
LTWb,

25



# 8 Shiragami 518 A HAZHESHTICHV S PCVI0 35 L NPCVI3 DU 7 F L %ha

7 & F 303 (95C% Cl)
PCV10 PCV13
BB B S R AR AE
1078 o> HH M R 94.7% (87-100) 94.7% (87-100) 54
miEE3 0.0% (0-0) 0.0% (0-89) Moore et at. *, Expert opinion
M EEA 76.0% (39-90) 94.7% (B7-100) 54
MR 194 82.2% (11-96) 94.7% (87-100) 38, 54
AR 23.4% (9-36) 23.4% (9-36) 37
Fha T3% (2-12)  7.3% (2-12) 37

MR ES (GUEDE - BERET 2 — FEARLL)

108 > HF i R 69.9% (30-87) 69.9% (30-87) 37

miEE3 0.0% (0-0) 0.0% (0-0) Expert opinion
MmHREA 63.7% (-14-88) 69.9% (30-87) 37+, 55*
IHE19A 60.7% (B-71) 69.9% (30-87) 57, Expert opinion
Dt 0.0% (-33-15)  0.0% (-33-1) 37, 55", 56* Expert opinion

EHWAA 7 ILT wFHE 21.5% (0-35) 0.0% (-11-8) 37, 55%, 56* Expert opinion

SMERES (EEYHE - BERET 2 FEAHSY)

BERLIR - mEEBETF -7

A 40.4% (-9-75) 27.0%(-14-50) 57, 58*

HMEMITRIT PCVIO & PCVISICERNH HHA E2R LTV D,

*KENR DV SCEROEFLIIL T O L 380,

Moore et al. L THIA SN TS DL 2014 3 HICBIME S5 9 BIRIRERE & 2 ORYEICRET 5 [H
BRSO VAR T LADRAZ =R ThHDH, D%, LK TARINTNWD, TORARIT4L (2) 9) 21-22 3
— TR LT,

37; COMPASFER (4 (2) 2) 16-17%—)

55; PCV10 @—ARRETD PCVIL OFIREZRFEL 7= —EER T > ¥ MR BROT — & Th b, PCVIL X
PCVIO ERERICA IV FET BT A D Xy VT X7 L LCHWEZRBITHY, A 71T
CYHICHT BAMETER TR INRENTZ, ZD7H, PCVI0 IZBWThHA 7Lz o PFHEHICEBA
PR HERO TR N S D EHEH SN TV D,

565 PCVT DR ERICKT 2R EMAE L fim &, 7o ¥ ML EHEKR, 24— MAER (1995 4F 12
HA-1999 45 3 H), PCVT BEFERE (786 44) . *IHREE (HBV U 27 F 88, 794 4) 2RV CTHRERIIR Hic 2596
AR ERTE Y — RRBIE SNz, POVTIZE N2 MIEAIRERE I L 2 2R ERICH T2V 7 F
ZHEIL 57%  (95% CT 44-67, Tt Y — REIE PCVT BEFERE 107, *IMREET 250) LR Ehi-, A v 7T
CHHEIC L AAMEM B vy — RERIZ POVT BERERE 315, WHREET 287 L7 0 U 7 F BT -11%  (95%
CI -34 -8) LHEHMINPOVT DA 7N PEPERICKHT 2RITABD RN ERRENT, T
D EMBHERBAITH D POVIS IZBWTH, POVI3 &4 MERM&RERE OSMEP B Cx L CREDOR
RETHDZENHHIESND,

57; POVT O HRIZHHT 28R 2 BGE L7 ZEER 7 > & ARG (1995 451999 B2 % & Te) .
37868 43BN, RCOFEEDOPHERIZ L 2ZZBA L (7.8%, 95%CI 5.4-10.2), HETF = —7HA
WENMIETd - TIEFIDS 24%  (95% CT 12-35%) D L7=Z L REhz,
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58; BIHTF = — THEATZFIEIZ L2 POVT DU 7 F U R ARG L2 HME TH D, 44%  (95% CI 19-62%)
BT ENT,

27



SRSk

10

11

12

13

14

15

16

Wood, W. B., Jr. & Smith, M. R. The inhibition of surface phagocytosis by the capsular slime layer
of pneumococcus type III. J Exp Med 90, 85-96 (1949).

Sorensen, U. B., Henrichsen, J., Chen, H. C. & Szu, S. C. Covalent linkage between the capsular
polysaccharide and the cell wall peptidoglycan of Streptococcus pneumoniae revealed by immunochemical
methods. Microb Pathog 8, 325-334 (1990).

Byrne, J. P., Morona, J. K., Paton, J. C. & Morona, R. Identification of Streptococcus pneumoniae Cps2C
residues that affect capsular polysaccharide polymerization, cell wall ligation, and Cps2D
phosphorylation. J Bacteriol 193, 2341-2346, doi:10.1128/]JB.00074-11 (2011).

Bentley, S. D. et al. Genetic analysis of the capsular biosynthetic locus from all 90 pneumococcal
serotypes. PLoS Genet 2, e31, doi:10.1371/journal. pgen. 0020031 (2006).

Forsgren, A., Riesbeck, K. & Janson, H. Protein D of Haemophilus influenzae: a protective nontypeable
H influenzae antigen and a carrier for pneumococcal conjugate vaccines. Clin Infect Dis 46, 726-731,
doi:10. 1086/527396 (2008).

WIIBE, PN, fSHE EREA T R (NTHD) O, ERIE 7 #MEeE 85, 227-237 (2011).

Otsuka, T. et al. Incidence survey of acute otitis media in children in Sado Island, Japan——Sado Otitis
Media Study (SADOMS). PLoS One 8, e68711, doi:10.1371/journal. pone. 0068711 (2013).

Sugita, G. et al. Genetic characteristics of Haemophilus influenzae and Streptococcus pneumoniae
isolated from children with conjunctivitis—otitis media syndrome. J Infect Chemother 20, 493-497,
doi:10. 1016/]. jiac.2014. 04.015 (2014).

Suga, S. et al. Nationwide population-based surveillance of invasive pneumococcal disease in Japanese
children: Effects of the seven—valent pneumococcal conjugate vaccine. Vaccine 33, 6054-6060,
doi:10.1016/j. vaccine. 2015. 07. 069 (2015).

JEIFENE. Hib, WiRERE, HPV R OB X A NAT I F o DET 7 F o O, BT icEoBs s
TRICBET 2 HLmE - BRIRAODFSE 2014 4R WFEWEE. EAETBE TR T — % X—A  #201420046A.
http://mhlw—grants. niph. go. jp.

FHR. et al. /NARFIZET D MRERE KA U 7 F 238 A% OBV 2 B R YWIE O m iR o #s.
N RE 2T, 9-15 (2015).

Naito, S. et al. The impact of heptavalent pneumococcal conjugate vaccine on the incidence of childhood
community-acquired pneumonia and bacteriologically confirmed pneumococcal pneumonia in Japan.
Epidemiol Infect, 1-13, doi:10.1017/50950268815001272 (2015).

Oishi, T., Wada, A., Chang, B., Toyabe, S. & Uchiyama, M. Serotyping and multilocus sequence typing
of Streptococcus pneumoniae isolates from the blood and posterior nares of Japanese children prior

to the introduction of 7-valent pneumococcal conjugate vaccine. Jpn J Infect Dis 64, 341-344 (2011).

WP BREREE D 7 T LB SR NE R E P BRI ED L D B A 5 2 T D0y, HEWNEEHE
108, 177-186 (2015).

Suzuki, K. et al. Nationwide surveillance of 6 otorhinolaryngological infectious diseases and
antimicrobial susceptibility pattern in the isolated pathogens in Japan. [ Infect Chemother 21, 483-491,
doi:10.1016/j. jiac. 2015. 03. 005 (2015).

Hotomi, M. et al. Serotype distribution and penicillin resistance of Streptococcus pneumoniae isolates
from middle ear fluids of pediatric patients with acute otitis media in Japan. J Clin Microbiol 46,
3808-3810, doi:10.1128/JCM. 01782-08 (2008).

28


http://mhlw-grants.niph.go.jp/

17

18

19

20

21

22

23

24

25

26

27

28

29

30

Bermal, N. et al/. The 10-valent pneumococcal non—typeable Haemophilus influenzae protein D conjugate
vaccine (PHiD-CV) coadministered with DTPw-HBV/Hib and poliovirus vaccines: assessment of
immunogenicity. Pediatr Infect Dis J 28, S89-96, doi:10.1097/INF.0b013e318199f901 (2009).

Bermal, N. et al. Safety and immunogenicity of a booster dose of the 10-valent pneumococcal nontypeable
Haemophilus influenzae protein D conjugate vaccine coadministered with DTPw-HBV/Hib and poliovirus
vaccines. Pediatr Infect Dis J 30, 69-72, doi:10.1097/INF.0b013e3181f2da06 (2011).

Kim, C. H. et al. Response to primary and booster vaccination with 10-valent pneumococcal nontypeable
Haemophilus influenzae protein D conjugate vaccine in Korean infants. Pediatr Infect Dis J30, e235-243,
doi:10. 1097/INF. 0b013e31822a8541 (2011).

Lagos, R. E. et al. Safety and immunogenicity of the 10-valent pneumococcal nontypeable Haemophilus
influenzae protein D conjugate vaccine (PHiD-CV) in Chilean children. Hum Vaccin 7, 511-522 (2011).

Lalwani, S. et al. Randomized, open—label study of the impact of age on booster responses to the
10-valent pneumococcal nontypeable Haemophilus influenzae protein D conjugate vaccine in children in
India. Clin Vaccine Immunol 21, 1292-1300, doi:10.1128/CVI.00068-14 (2014).

Lalwani, S. et a/. Immunogenicity, safety, and reactogenicity of the 10-valent pneumococcal
non—typeable Hemophilus influenzae protein D conjugate vaccine (PHiD-CV) when co—administered with
the DTPw-HBV/Hib vaccine in Indian infants: a single-blind, randomized, controlled study. Hum Vaccin
Immunother 8, 612-622, doi:10.4161/hv. 19287 (2012).

Lim, F. S. et al. A randomised trial to evaluate the immunogenicity, reactogenicity, and safety of
the 10-valent pneumococcal non—typeable Haemophilus influenzae protein D conjugate vaccine (PHiD-CV)
co—administered with routine childhood vaccines in Singapore and Malaysia. BMC Infect Dis 14, 530,
doi:10.1186/1471-2334-14-530 (2014).

Ruiz-Palacios, G. M. et al. Immunogenicity, reactogenicity and safety of the 10-valent pneumococcal
nontypeable Haemophilus influenzae protein D conjugate vaccine (PHiD-CV) inMexican infants. Hum Vaccin
7, 1137-1145, doi:10.4161/hv.7.11.17984 (2011).

Ruiz-Palacios, G. M. et al. ITmmunogenicity and safety of a booster dose of the 10-valent pneumococcal
Haemophilus influenzae protein D conjugate vaccine coadministered with the tetravalent meningococcal
serogroups A, C, W-135 and Y tetanus toxoid conjugate vaccine in toddlers: a randomized trial. Pediatr
Infect Dis J 32, 62-71, doi:10.1097/INF. 0b013e3182784143 (2013).

Dicko, A. et al. Safety, reactogenicity and immunogenicity of a booster dose of the 10-valent
pneumococcal non—typeable Haemophilus influenzae protein D conjugate vaccine (PHiD-CV) in Malian
children. Hum Vaccin Immunother 9, 382-388 (2013).

Iwata, S. et al. Immunogenicity and safety of the 10-valent pneumococcal nontypeable Haemophilus
influenzae protein D conjugate vaccine (PHiD-CV) co-administered with DTPa vaccine in Japanese
children: A randomized, controlled study. Hum Vaccin Immunother 11, 826-837,
doi:10.1080/21645515. 2015. 1012019 (2015).

Odusanya, 0. 0. et al. Safety and immunogenicity of 10-valent pneumococcal nontypeable Haemophilus
influenzae protein D conjugate vaccine (PHiD-CV) in Nigerian children: Booster dose and 2-dose catch-up

regimens in the second year of life. Hum Vaccin Immunother 10, 757-766 (2014).

van den Bergh, M. R. et a/. Immunogenicity, safety, and reactogenicity of the 10-valent pneumococcal
nontypeable Haemophilus influenzae protein D conjugate vaccine and DTPa—IPV-Hib when coadministered
as a 3—dose primary vaccination schedule in The Netherlands: a randomized controlled trial. Pediatr
Infect Dis J 30, e170-178, doi:10.1097/INF. 0b013e31821a0614 (2011).

Vesikari, T. et al. Immunogenicity of the 10-valent pneumococcal non—typeable Haemophilus influenzae

protein D conjugate vaccine (PHiD-CV) compared to the licensed 7vCRM vaccine. Pediatr Infect Dis J

29



31

32

33

34

35

36

37

38

39

40

41

42

43

44

45

28, S66-76, doi:10.1097/INF.0b013e318199f8ef (2009).

Wysocki, J. et al. Immunogenicity of the 10-valent pneumococcal non—typeable Haemophilus influenzae
protein D conjugate vaccine (PHiD-CV) when coadministered with different neisseria meningitidis
serogroup C conjugate vaccines. Pediatr Infect Dis J 28, S77-88, doi:10.1097/INF. 0b013e318199£609
(2009).

Truck, J. et al. Pneumococcal serotype—specific antibodies persist through early childhood after infant
immunization:  follow—up from a randomized controlled trial. PLoS  One 9, 91413,
doi:10. 1371/ journal. pone. 0091413 (2014).

Kim, D.S., et al. Immunogenicity and safety of 13-valent pneumococcal conjugate vaccine given to Korean

children receiving routine pediatric vaccines. Pediatr Infect Dis J 32, 266-273, (2013).

Togashi, T. et al. Immunogenicity and safety of a 13-valent pneumococcal conjugate vaccine in healthy
infants in Japan. Pediatr Infect Dis J 32, 984-989, doi:10.1097/INF. 0b013e318293007¢ (2013).

Palmu, A. A. et al. Effectiveness of the ten—valent pneumococcal Haemophilus influenzae protein D
conjugate vaccine (PHiD-CV10) against invasive pneumococcal disease: a cluster randomised trial.
Lancet 381, 214-222, doi:10.1016/S0140-6736(12)61854-6 (2013).

Palmu, A. A. et al. Vaccine effectiveness of the pneumococcal Haemophilus influenzae proteinD conjugate
vaccine (PHiD-CV10) against clinically suspected invasive pneumococcal disease: a cluster—randomised
trial. 7he Lancet. Respiratory medicine 2, T17-727, doi:10.1016/S2213-2600(14)70139-0 (2014).

Tregnaghi, M. W. et al. Efficacy of pneumococcal nontypable Haemophilus influenzae protein D conjugate
vaccine (PHiD-CV) in young Latin American children: A double-blind randomized controlled trial. PLoS
Med 11, e1001657, doi:10.1371/journal. pmed. 1001657 (2014).

Domingues, C. M. et al. Effectiveness of ten—valent pneumococcal conjugate vaccine against invasive
pneumococcal disease in Brazil: a matched case—control study. The Lancet. Respiratory medicine 2,
464-471, doi:10.1016/S2213-2600(14)70060-8 (2014).

Deceuninck, G., De Serres, G., Boulianne, N., Lefebvre, B. & De Wals, P. Effectiveness of three
pneumococcal conjugate vaccines to prevent invasive pneumococcal disease in Quebec, Canada. Vaccine
33, 2684-2689, doi:10.1016/]j.vaccine. 2015.04. 005 (2015).

Scotta, M. C. et al. Impact of 10-valent pneumococcal non-typeable Haemophilus influenzae protein D
conjugate vaccine (PHiD-CV) on childhood pneumonia hospitalizations in Brazil two years after
introduction. Vaccine 32, 4495-4499, doi:10.1016/j. vaccine. 2014. 06. 042 (2014).

Jokinen, J. et al. Impact of ten—valent pneumococcal conjugate vaccination on invasive pneumococcal
disease in Finnish children—a population—based study. PLoS  One 10, 0120290,
doi:10. 1371/ journal. pone. 0120290 (2015).

Invasive pneumococcal disease in New Zealand, 2013., ( Institute of Environmental Science and Research

Ltd (ESL). 2014).

Moore, M. R. et al. Effect of use of 13-valent pneumococcal conjugate vaccine in children on invasive
pneumococcal disease in children and adults in the USA: analysis of multisite, population—based
surveillance. Lancet Infect Dis 15, 301-309, doi:10.1016/S1473-3099(14)71081-3 (2015).

Odusanya, 0. 0. et al. Immunogenicity, safety and reactogenicity of the 10-valent pneumococcal
non-typeable Haemophilus influenzae protein D conjugate vaccine (PHiD-CV) in Nigerian Infants: a
randomised trial. 7he Nigerian postgraduate medical journal 20, 272-281 (2013).

Omenaca, F. et a/. Immunization of preterm infants with 10-valent pneumococcal conjugate vaccine.
Pediatrics 128, e290-298, doi:10.1542/peds. 2010-1184 (2011).

30



46

47

48

49

50

51

52

53

54

55

56

57

58

Silfverdal, S. A. et al. Anamnestic immune response in 3— to 4-year—old children previously immunized
with 10-valent pneumococcal nontypeable Haemophilus influenzae protein D conjugate vaccine as 2—-dose
or 3—-dose priming and a booster dose in the first year of life. Pediatr Infect Dis J 30, el55-163,
doi:10. 1097/INF. 0b013e31821feeb7 (2011).

Shiragami, M. et al. Cost-Effectiveness Evaluation of the 10-Valent Pneumococcal Non—typeable
Haemophilus influenzae Protein D Conjugate Vaccine and 13-Valent Pneumococcal Vaccine in Japanese
Children. Infect Dis Ther, doi:10.1007/s40121-014-0053-7 (2014).

FEIRERE 7 L < BEFE &7z Hib, BRERE., v X ANV A HPV DK T 7 F L OFME, el e %
OFe G HIECBIT 2 AR - BRRABIIE 2012 AR REEREE. BEETBHERTERET —F X—2
#200940023B. http://mhlw-grants. niph. go. jp.

PRTE. T F L OFRMAR LEOEDO T EF A K OGTEICET AT 2000 F£E REWmEE JEAEY
BB IFIER T — Z ~— & #200940023B. http://mhlw—grants. niph. go. jp.

Iwata, S.et al. Burden of illness of bacterial meningitis and bacteremia caused by Streptococcus
pneumoniae in children. Jpn J Pediatr 61, 2206-2220 (2008).

Tanaka, J. et al. Incidence of childhood pneumonia and serotype and sequence—type distribution in
Streptococcus pneumoniae isolates in Japan. Epidemiol Infect 140, 1111-1121,
doi:10.1017/50950268811001592 (2012).

Vital statistics 2012: Official Statistics of Japan (e-Stat) . Vital statistics. 2012. (BURF#EE
A OEhREREEL) .

Patient Survey 2012: Official Statistics of Japan (e-Stat) . Patient Survey. 2012. (Bff#est &
FHiRA) .

Whitney, C. G. et al. Effectiveness of seven—valent pneumococcal conjugate vaccine against invasive
pneumococcal disease: a matched case—control study. Lancet 368, 1495-1502,
doi:10.1016/S0140-6736(06) 696372 (2006).

Prymula, R. et al. Pneumococcal capsular polysaccharides conjugated to protein D for prevention of
acute otitis media caused by both Streptococcus pneumoniae and non—typable Haemophilus influenzae:
a randomised double-blind efficacy study. Lancet 367, 740-748, doi:10.1016/S0140-6736(06)68304-9
(2006) .

Eskola, J. et al. Efficacy of a pneumococcal conjugate vaccine against acute otitis media. N Engl J
Med 344, 403-409, doi:10.1056/NEJM200102083440602 (2001).

Fireman, B. et al. Impact of the pneumococcal conjugate vaccine on otitis media. Pediatr Infect Dis
J 22, 10-16, doi:10.1097/01. inf. 0000045221. 96634. 7c (2003).

Palmu, A. A., Verho, J., Jokinen, J., Karma, P. & Kilpi, T. M. The seven—valent pneumococcal conjugate

vaccine reduces tympanostomy tube placement in children. Pediatr Infect Dis J 23, 732-738 (2004).

31


http://mhlw-grants.niph.go.jp/
http://mhlw-grants.niph.go.jp/

Ty h—MER V=% T N—T

[

| SLRRGUAERTZERT - A 5 0
WO

30 2%

AT -

/INIGE K

PN

i

]

ENLEYSERTIERT Y v & —
AR

B A

ZRET

RATFITE

)

TR 0
EFREREALR SRR
iz Hmgt

32



