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(44 ), IHTSDOIXSNOMED DB F&#ER 21T 5 Hlfk
C. GS1/XEAN International 7320054E|Z k% L= 4 D
ThHD, ISODRFE - BRESat A& EARE LILE
WG CTEHRETOREIZ S 0T B,

ICH SDO7 rt& 2 « /XA v FTIIICSR, IDMP
DUWFHL b Joint Initiatve DIEFEIEE & 72> T B,
7272 LICSR TIZIHTSDO & GS174%, IDMPTiXGS123
FHIIBML TR,

Joint Initiative Council (JIC)

2. BEFXEDOREILOEN
2.1 ESTRIEE

ICHTIIM2E KiFh 2 EMEEHE (EWG) NEZK
AnFHI 5 D F R 72 58 T-#2 Y (Electronic Standards
for the Transfer of Regulatory Information: ESTRI) % %))
HFELTWVD, R2ITNTEDEE T, WEREER, X
y hI—=7, ¥Xa2 T4, ERXREOHT Y H
bad, EHEMLBHEIFERICBEDLIHE L L TEER
BIRO—DIZXERH DN, ZITR7+—< b
DT ) OPTEFLEICEHDL L BESER SN,
L % Yi 729 — 15 & L TPDF (Portable Document
Format) 23&HIF 6N TW5, B [BEFXE] & [T
VEANIE] ITHEICKR L GRERSNABA R
20, UTFTIIRBETICEFXHF L RIAT S,

PR DEERIZHE S BATIELRS, B AR OHER:
ERIOER R EDG, MBS ILELER, 20104
FRTIRRIDI I ICBEHIN TS, 74 —~vy
FOHITIYDHET, BFXEL LTl &
ERE, Thziiled—fFlL LTPDFR ST b,
FlETRHBER L L TXML (eXtensible Markup
Language) N IF 5TV 5,

#& 2 ESTRI Recommendations (19974F)

Category | Recommendations i

General | General 1.1 M2 GEEZEBRIC
Procedure for Recommendation 1T 9
Recommendations Fhex
General 1.2 % #1245 |2 ESTRI
ESTRI Gateway Gateway & % [&
General 1.3 a7y LR HiEREE Y b
Core Standards Set

Physical | Physical Media 2.1
Floppy Disks
Physical Media 2.2
CD-ROM

Network | Network 3.1 Bfgxry hU—2 &L
Messaging Clnternet & X.400

Security | Security 4.1 A F—=Fy FETD
Secure EDI BERREDTZDDY
Transmission over the | & = U 7 1 #FEZE {4
Internet

Format Format 5.1 BFXENDENXLLT
Electronic Document | {ifj 72 ¢ R & Bk D F
Format Fo BFERHTZT 16

& L CPDF
Format 5.2 ICSR D & T A EF K
SGML DTD & LTOHSGML DTD
Electronic format for
ICSR
Format 5.3 ICSR D &+ &2 # £ 5K,
Header for ICSR D~y &
% 3 ESTRI Recommendations (20104)
Category | Recommendations =
General | Procedure for M2 6 EEHZEBRIC

Recommendations Recommendation % 1T 9

Fhex
% M #H % /([ ESTRI

ESTRI Gateway

Gateway % 3% &
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Format  |PDF BFXEOERLLT
Wl T _REEHFOE
#£, EfFEm-T 14
& L TPDF

XML BFR|ENLLT

XML

Electronic | EDIINT AS1 AvF—Fy MTED

Data T —H AR

exchange

2.2 PDFOEES K

# 4|25~ ¢ X 5 (CPDFIZIE B MBI OEE D4R
Ho ., ISORKEMNRHIEINTWNS, ZD 5 HPDF/A
BT XEORMRFROMERE LTRESND
DT D, PDFETEMNCEDORE - ZZHMH OfIAk
T, PDFHIXERZ T LR E LIZEETA FTH
%, —Hxo—HIIPDFLED#EIEIZ Acrobat & L iXiL
D Adobettd Y 7 by = TR EAWD Z E ALY,
— 2B T XEOMRTH Z2PDRIIRZ HA T
%%, 20084E(ZPDF1.778S0 32000 Partl & L CHillE
Entz, EHICEDOIERTH HISO 32000 Part27)s
20114 2 ABE, ISOTH#ET TH D,

&4 PDFOGH BRIBI R & ISORTE

PDF e ISO
PDE/X BE ke O FRIGEIE/ 2 R T o4 | 1S0 15930
= (1999)
PDF/A BEFLEOT —HA 7, £#|1SO 19005
RAED T DHHE (2005)
PDF/E BfisrEO R, il 7 —# |1S0 24517
DA (2007)
PDF/H ERIE RO, ZHL, ek,
GH#EZRET DI DDEE
HA R
PDF 1.7 I1SO 32000
Partl (2008)
PDF 2.0 I1SO 32000
Part2 (BHZ )

2.3 ISO 32000-Partl (PDF1.7)

ICHTIZ. PDFO#& T 51S0 32000-1 (PDF1.7)
PEFLEOELL LTRET S Z L AM2 EWG L
NATIHEABICEL, ICHEEEZELSDOARERD
SPEL o TS, V7 b7 =7 B Acrobatd /N —

T EPDFD/A—Y 3 EE 5 O K 9 7e st GBItk
{23 5, ISO 32000-1/ZPDF1.7i\Z%th LTV 5 A3,
PDF 1.7 12 12 ISO 32000-1 iZ & % #u 72 W\ 3L 3R
(extension) NEFEN T 5, BIEISOTHZET D
ISO 32000-2/%, ISO 32000-1D 453K TPDF2.01Z %} i L
TW5D, JEaRIX, &FEA T ¢ 7, B, &, 3D, Flash,
CMSZE4 (BTE4AD—D)., BLHORMNY T—
vayv, oM, FEOREEART 5, EIHEMSH]
bR LBEDOEFXENDEML LT, YIETE
WHRENSBOBFHIERDZ L EINTWD,

%5 ®WEND/N\— 3 EPDF, ISOD*EE

I VS PDF ISO

Acrobat 4 PDF 1.3

Acrobat 5 PDF 1.4

Acrobat 6 PDF 1.5

Acrobat 7 PDF 1.6

Acrobat 8 PDF 1.7 ISO 32000-1

Adobe Extension PDF 1.7

Level 3/ Acrobat 9.0

Adobe Extension PDF 1.7 IS0 32000-2& L

Level 5/ Acrobat 9.1 Gl
PDF2.0

* Acrobatid Adobeft D X EFFGHE T 5

2.3 SUEE BRI

BEFLEORKE LT, XERKROHBEOMIC,
XEEHOBRBERD S, 728 TFHEH (Record
management) | & [SCEEH# (Document management) |
EWVIRBINH D, FLEREEIIFHROHER O
WCEIRBEN, XEAREZERT 25613 [30E
EFE) L XEhT0D (2L IR LML L
LR X ZETICEDIL TV DEE L H D).

FOEVEE OEBYEM & L TIISO 1548973, £7-3C
EEFOENHBR & LCIIS 26016, JIS Z601772 £'73
BHb, LAIT, ERBEIZOWTHEEIZR~D

(1) ISO 15489:2001 (JIS X09021-1)

[1SO 15489: 2001 Information and documentation -
Records management| [XFC&REEICETHHKTH
%, RBAETIE, REEERE LT EHBOERE F
YT v a BT HIREL, F JUMRHOITER L
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FOTav2%E&, REOIER. ZME. Mk, F
. BEOMRE TR > ToFH D= d D~
Ay MER] LERBLTNWD, BEOFA THA 2
AT DT ) BEEZA DM E - IXEADOREEHED
et R LTV 5, RFOREEREKICOVWTIZEE
M7 BEIXR, RET 7 A4 VORI HOWNT L5
EOREITRL . RIMREFEOSEOETHIZ2—V
DEEE INTVS,

(2) 1SO 23081: 2006

ISO 23081:2006 Information and documentation --
Records management processes -- Metadata for records -
Part 1: Principlesi®, I1SO 15489304 & BRD A # 57— &
(BT HFREIT, LOX I RAFZT—FEMERL,
ED RIS DT CTERT 2 NEED TV D,
ISO 23081 (Z 1% 2009 4 ¥ 4T D ISO 23081 Part 2:

Conceptual and implementation issues?3 & 5,

(3) JIS Z6016: 2003  (20084EI7E)

JIS 76016 XL ER N~ A 707 4 VLLEDE
FAb7 v ¥ X ] 1320034E2H)E S, 20084E12—H
SE ST, RBITEBRIER~ XY AL MpRIC X
DIERL STV D, BXEEL~A IR T4 VLADT
ATHA I NI DB, RE, IHH. FE,
MEER, X2 )T 5K LIZonTED T
D, 2008FEHET B XEERRER CEEF
NEDXE] OEAMBMINTWS, 774NV
A& L CI20084Eh CILTIFF, PDFREE LU & &
nTna,

(4) JIS Z6017 :2006

JIS Z 6017:2006 't XEORMRGTHIE 1%
MXEELEI~vA 787 4 VAXEEZETFLL, B
T EZRYGBET S O0OEBLE, 774V
. ek, BRI, BEBITOFIE, X
U7 4, BEREIZOVWTHELTWS, RE77
AN E UTIITIFFS LS IIPDF/AE LTV 5,

2.4 XMLJGF £ HL7 CDA
RSB TIL 388k (record) | & T3X

# (document) | ZXBIL TEMIND Z ENEW,

ERIEHIZELICRIT 2 XECHEDIBUEL LT

HL7 CDAR® % [ 7], CDAIX TEBHR3CHE ] Ok

& ERDOIEMAHHEAE T, TRRIRSLE ] & IXROFHK

2T DRIRRIBIE L 2RI BT 2Tk & %

IhTWa,

* Persistence : {5CITBUBAIE CTED bV B, &
Fahd

- Stewardship : IR OB Z([FFC I N 7= [EREEI A
EHT D

« Potential for authentication : JERIFERENAEE S5
THHRES

* Wholeness : JX#ER{K L UTRRIAEDOXI R L7225

* Human readability : A7SH CTATRileZ LN TE D
HL7 CDA[ZHL7 Version 3OEBET /L & Kidh

LIEMETNEEAEL LT, XEBOBEZED, R

v 77V —&HHT 5 LT, IEFEOERIFHRD

B ELERAMEZ B TRELO—RTHD (X

5), RIEAITIIXML TR EN D0, ZDOHITIX

SITATHEESNEDIAEN TV S, XMLITFEEH

WD—>LIRZHATED , FERMIZXMLIZR DS

FEREMABENIE, FRICRXD T E B AMREL AR

EINTND,

®5 BHOEEERNLEEETEEL

D. & %

SDO7'm & X TiX, FREEETHBSDO, EHEEH
RHIER K TH 5180, B L OEHFEZRETTHICHD
3ODTuk ANRFFIETTHZ LT b, A%
DEZED DL, FAFBEMARSDOTH D, BEHFIZHE D
Bitg 2 FRICBZ T 5121%, SDO& @ L 275
7T ANET 4 — RN 7 %1TH T ENREMICE
BiIpbtEZONS, SDOT T A ZHONTIE,
TuYxy METHROEHZFTMbLEL STV
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%, &BICISOBMEDHIE SN thiX, BUEUGETD
DERLTELTL 25, EVRRAEMIFICHL A
IR L TR LT, BHomWEBRBEOHER D701
IXICHD (&S % i U7z E 2 Filk - S5, & -
HeFF - TEH S DB ARETH D,

EIHMHAFIEROE FIEEL U CEHERBEBO—
DIBFXEND D, ICHCIET LEEXDE M
EEHEL, FO—fFlL LTPDFEHIF T, T
(=%t L20084F |2 PDF1.7 231S032000-1 & L THll&E &
N7 L &521F, 1S0 32000-1 2B ic i 5 2 &
M2 EWGL L TIFAE STV 5, 18032000-112
IXE R WEE (extension) 239 TIZELGAR Y 7
FY = TICEEAAERTEY, & HITHHICISO
T STV AISO 32000-2 TPDFL.7DYLIE MR
HENTWD, ISORKE LTEIE LGS, =
Ra—FIC e o TROLHEERDIZY 7 b U = 7 B
TH Y., ISOHKE L B E OBERZ I 54
ERH D,

-, XEEFHRIZET 2B OBKIZ OV T
L7z, ICHTRERNRE LTWDHOIEFIEH
Ko7+ —~<y FORBETHY ., EREH, XEE
HiIXZhfhofiicEnonTtnd, Ll 1t
KRENTWELEDTATIA TN, AFT—4F
WD DEMmO - OIIIERHRE CEE I TY
LEtk, LER VAV NOMESEEE X TEFE
BETOIVNENDD B OND, FRICEBRKIC
B 5XMLUSHO—F %2R L7c A, EFEOIEHE(LIT
BB EERME L W OBER D BT Y SLH, XML
TEEHEHTE VI REH S TVD, XMLIZ X 5 XHE
FHEIZHE L T, BEFOBBE 2R MET L. XML
OALEST « HENZB®RT DLENRD D,

%l%

E. # #®

SDO7 vt AZBWCIREMEREZIT I HIE
(ICH) &. BAZ %5 HIE (SDO) ., EFEEAE % fil
ETHEE (ISO), 2o TE, v rudf

A REIEDD 2B HHED D &\ 5 IEFITEMER TN
Lo T\ B, ICHEMIZE H ISORMKL % R 5
121X, BREAETH HSDOL D, FFEZH-T
ANET 4= KRNy 7 BREMICERICRD LER
bND, FHAESIER OB DG ERREUE OHERF
DT HITIXICHOIES) %38 U7 mik - BB EHE S
NARERERZIE R SN AR BETH D,

EHLBGIEROBEFITEL L TEERFERO—
DILETFXER DD, ERRKEZETFIEOREL
LTHRATIHA, = Fa—Wict o THiLh Y
7 b= 7RG OBRERE L LT L b IS
LRWEDBETIVERDD, ERBETIXEDT
A 7P A 7 NERBFIIANDIZIE, REERE, 3G
EHOER TEBIN W DiEm, flEINTND
BRABEEZDVERD D, SHIT, XMLIZ XD
ERBUCHE LTI, BERAHAEERMEOREDTT
ARSI L, FEEFE L TOXMLOAMES
F - BEREB L ETEZDLERD D,

235 30K

1. BmE, MEERT, MERT. SRR, &
WE, PHEER: (REEERIEHROEREE L H
RO, EHFRIEH®ST 30(suppl), 70-71, 2010

2. ISO 32000-1:2008 Document management --
Portable document format -- Part 1: PDF 1.7

3. ISO 15489: 2001-Information and documentation -
Records management (JISX09021-1)

4. ISO 23081:2006 Information and documentation --
Records management processes -- Metadata for
records - Part 1: Principles

5. JISZ6016: 2003i 8 XL ER VU~ A 7 17 A VAL
EDOETH LT v A (20084F-HE)

6. JISZ6017:2006 EF{bXEDORMRAESTIE

7. 1SO/HL7 27932: 2009 Data Exchange Standards —

HL7 Clinical Document Architecture, Release 2
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SR GRS B EIIE (RS - BERBRSL ¥29 M-V 2/ ZREGESE)
SER225E BE S U FE i 1 3

—27F Y DIEERTA K1 2/ REiT AT -

e AR 1EE (EXRLERMSRAHE THEEME)

=T

V7 FrEiE, BEMIHTHEEANTORERIGEZBZ TERIETRE, fRLL
TEFMNAES L ITARMEOTURORE L EZ KD &0 ) ERLERICESNIZETH
D, BUE, V7 F L& 0WH LD EEBIIMD TLFHICE-> TS, LirLihbid
EYE TR Y 7 F 2 T VY A ~— RS T BB 7 F > (i) .
ROZEDHWHICEDAFEEL LTOY I FLT7Pany h (UF., 7Pa30F) OkX
CEDIEHETE S, BRTIIZINOWTIIZE L THIHBEERBRO T A KF A4 vizon
TOEBRRESITER I TR, b LIE—E@ER I TV & LT HEY R &
L2372 E TRV, BRI N —TITZ D X 5 RBURZMRRT 5 2 L 2 FBIEME LT
BiFcna,

T N—TREOARKDOZHEIL, 20094E10H DICHE o M A AEHITBWT, T2
FUHBEBRTA RTA o0 TOa v == &N Z LichoTz, Lk
LB, TORI I7F DI BRERYIETAY 7 F VR OT Va3 MO T,
WHONZ DIEERTA 5 A VREICHERET D EDESHTHI, 2> 2DICHH Z DREIC
o7z Z LIk Y| 20104E11 H DICHBRSFHICB W TYiE 2 7 h~— 3 — 13— B}
DT oz, UEOREEZZIT, MR/ —TL LTHEMAIKICH N y 7 2L L
TOBYWEIZET 5 RFE/ TN b, SH%OTEBNCE LS R A 2 5
WCE Tz, Flcaftlnr bid, VI F o0 bRICERMAY 7 F 2D TICH A K5
A VREEZRBFICANTIEHZTH> LV LD TH 5,

ARDOIEB B A 1B R T 5@RICBV T, bBAEDOEMEHEICEDS U 7 F o ORE):
Bz, $72bb, DREOEABRFNZB W TIIRET 7 F o7 Va3 MEE O
BT BHELL TV RWE WS ETH 2, BURTIE, BARERFIZBWTY 7 F Al
. BIRGTUSNIITRM E L TIRbID E WO IRIRB R ENTEY, o7 Va0 b
(T ENBMTIIAZIRD L 13H 22 LEENZ Enh . ZhdkERE LTHRM & LT
ZXITTWD, LLRBL, bBREOY 7 F U FEIZB W CHIBEIC TSN O #iks & G
DT Vany bBRHBEL22H Y, BIZZ o THEX DFBEABNELS>oH 5, BF
FIZN—TTIE, ZOMBEZEEY TP, AEEICRBWT ToAEOENSFICKT 5
TVanNy POMBRHFIZONWTOEBEE] LLTELEDBIIELT,

F—U—F:U7F BREEFHRV I F o WWERAY 7 7 (REIREAR), 7V 2
¥ b EERNEEL. B
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WA 45 (EEMEFRESRE
MR HE :

HA —% (EIEMEFESRR G

IME B— (V90 «ZAIR7T42 (BR)
TARFEDH (/74 - TRUT 42 (KR)
B T (bFRAIERIERTERT)
NP (EIRMERERRR ST

HmA M (EELEREES® SR
FED 2T (EESEREIR ST

i EEFMR)

A. BIREM

BE, U7 F 2 L0 ) A0 SNz EREM O
BEO X225, HEIN—TTIEINLD I H
7 L b =MD DIERRBDOTA KT A
oW CEHEMESEER D <L, ZORENE
fTHZ L &EEBRM L LTV D,

RRYSETIRD 7 F
T anN b

B T9FUO&HER (£ A-2)

BIRRAY 7 F

B. BARAE
1. ICHE#HIIBT DU 7 F U HBRTA RFA
D Ny 7 b AREIC AN T AT EEE)
W57 N — TR EDOAROEEIT, 200945107 D
ICHE > bV A A&iksafetyfifiD 7 L— « X h—
IV Ty variRBWC, VI FUHBIRTA R
TAVD My 2MEDEm SN2 &ilh 0T,
EBEZ ORFIC IR LTH
AR OVCEUOHB Y FHOERICE D a7 hR—
N— (BHA) pMREHSNh. ZOfRR, V7 TF U3k
BRI XK E LA DICHE RIS 1T D M E » 7 A A
D—o¢ LTHRAMENDIIE ST, ok, KEDOH
FYREAGICE L, BERBOEEEZRHALTY
77 (BBIB), HUiZa &7 b= =BV TIZ
JRICH Y v 7 AMEENBZRET I F DN T
OB S TV eI RERKR SN T
Wie, BFEZ N—7 TR ORMEZEEH L, FE
DT V—r A =3I Ty a iz d~<,

. SC (steering committee)

E1EPLEICBWTICHN Y vy 7 2{LIZET 5 &
E2 o507 FromBAMELO T OEm 1T

27,

2. ToOMEOEWHEIC BT 2T V2 FOME
FHIZONWTOEE) CEFER
WEIRIZ OV T, EITE 2 MIEERHE Tolam L 72,
3. TOMOBEES (2010627 H190, /vt n
FIUTOXIZ 31T B FRK)

‘Regulatory toxicology and risk assessment processes
for preventative and therapeutic vaccine development’ &
MLty varofT, BXEUDKKIHERHEDT
WHOD U 7 F VIR E Y B ERIFRZITV, I
BYSETBR T 7 F v ROT ¥ 230 b OIERIRER
BRI B9 % A O BRI FAF 12 oWV Thlgam L 72,

PMDAXEIFIMAD TRYHETEFY 7 F v DI
KRBT A R T4 1 (BELR L) ONEZBEE X,
FIRYHETEIA U 7 F v DIERRIC BT 5 HF
iz oW T Lz, FDAIRWHO?> & |3 Marion
Gruberfi =73, EMAM S liYuansheng Sunf#i+ (AR
—Nx—Y v e MR 2 I ZENENDOMBIZI
Hé%Lﬁ4F74/(£%iﬁ2‘3\4)®W
REEIIRREIToI,

C-D. HMABRRUERE

1. ICHE# BBV 7 F U EBRTA KT 4~
D~y 7 2R REHC AN IR

F9°, 201045 6 AICBAfE SN 7ICHZ U =il
BWCU 7 FUHERERD My 7 23R ST
ZHIIRITFEOFDADE WM 2 BE L7 THREEED
FEOMNERoTe, D%, F1IEIBESHRE B
L7z, immOfER, MROPICHIE Yy 7 2 & LTl
UL DFERBFONT-DIXT 7 F 2D 5 BLRITIRH
AU s FrThole (B 1RMSHFEFRSR),
& 2 AH2010411 A (ZBRfE & 72 ICHE M 25
BWTIE, 77 FUERBRIZONWTOT L—r - X
h—3v7yya ryOBRITRTONT. & HITHT
FEIRHENTWET 7 FUERBRD a7 R
—R—ISCHEBITBVTERY FiIF b, BEAiX
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BKFEOFIC, [V 7 F 2 OFEHERTMET S
WHON A R A ) (BEXKZ) DOWETA20114F
VIRIZATON D LWV S IRENRWHOIZEB W TR S,
23D Z AU EVICHIZ B W TIURYE TR D 7 F
YROT Va2 bERYFEDRNE DRENR E
Nl ilhsd, —5, ThERRTERY 7 F
FEERRIZOWT D a7 h_— =i S hh
X, HEICH b E Yy 7 Z{LDRTREHEIZ DV TR D
AEICREDZ EIIENTRVEDORMMNSCL Y
KHINTZ, ZZTERLTWAH =27 b

N=NN—DT 7 F OIS T L AL TR,

LN LWHON A KA DWET & O MEE T, BRYiE
FHRY 7 F o ROT P28 MIOWTIIICHD
HYEES E DEEN - BRI N E, BEIC
XINGLSOT 7 F o OfffE, T7obbELLT
WBRATV 7 F Lo 2BERTD2HLOEMRENDG, 52
BIPESRICINT, BESFE COREEZ T 5%
DIEBNEDOFMMENRE Labhiz, ZORE, 15
WHD 2 F L DICHH A R A VIREEZRFIZANL
TCAEVRIEBI 21T 9 FMCERE L (F 2@
e RS

2. ThREOEMBEHENCE T AT oy FofiE
fHFIZ DT OELE ] TEER

SERR234E 2 28 F GO A IR LT (BB C),

B, ALETREELURE., MO BEROIFRRIC
OWTHleiEmr ERG, REEEETIZ (b
DBEOENHFNCBT DT P20 O ESITIC

DNWTORE ] ELTELEDETETHS,

3. ZOMOMFEEE) (20104£7 AI19H, Lt R
FIUTOXIZ BT B F )
BERANE (BEFH D)

Pharmacological and Toxicological Methods#5\Z

FETHD (G. PFEREEL) & LTER).
RYSETR T 7 F 2 OIEBIRATA R4 2o

W, Rk, ERRMEBEES A RIND DI, F

fﬁa%m%h%h_kﬁéﬁﬁuowrw%z

HFOWMEEZARET 2 B0 EE D, ZBTH

ZNORERTBEVO#FHOBRIZIHV TR

1X The Journal of
1B

NI FER, WONTREROEE R DO
ERFUTO®EY THD,
1) A KA VBB ETDHU 7 F L BAIOEN
AAR, EURUWHODH A KT A4 Tld, Whwp
DM - VANART I F U RSB 2 EAEY
Frad R LTWADIZR L, KETITME - v
ANAT I F U RUODNAY 7 F o kst e LT
DEWVWIENEHD,
2) HEYBMRERIRIC SOV T OEEDEN
AAKROWHOD A RZ A4 Tk, V7 F iz
fLTAR L b REREL RTERE, BEL L
TIENIMZAERM 2R T8 S RESNT
WDHDIZxRE L, KEDZ I TIEeEEM: O & %23k
LTWe, B2, BEUDHA R4 U Tllido& Y
& LIEHERFERE T, MERREITY ) L OARE
WINTW, L2L72RA S, Gruber K Sunfkd
ALV ERICITKERVEUIZE N TH, BAR
U'WHO & [RIFRIZ THRZRMEIC 2, BRABRDIC 12
PE) OEMEZTR L COBEENHHA L,
3) REHEGHERRICK T 5% 508K
AARDTA RZ A Tix TFRAIE L CHRKE SR
BEBzo&50% (Wbwd IN+ 1L—1])]
EHELTWD, ZHUZx LEUTIE TR CHE%
HECORERGEERRDBLELRBENRDH D) L L
TRORRERRBR A L Y| £7-WHOTIX NKFKEE
EEEL EOER & LTEbIEMISNEREL 2
S>TW5S, TRbbilfE, KERGEERBRICRT
DHREEBOELET, HA, EU, WHODJE Tk L
WHDZRODTND LW RN H D, —F, kEH
DHAA RZA A3Tesk, AR AEFERBRICFHE &
NEbOTHLeD, RERGHEERBROR 5B
WCOWTOREIIFELRZWLO L Bbhiz, L
L2235, Gruber KORERIZLY | ERICITKET
H AARRKRIC TN+ 14— ] OBk LWL H
LTCWHZ ERHA LT,
4) EMBEBERRETOYAI VT
A, EURUOWHOD HA KT A Ty
HENRZR, —F, FDAOTA KT A4 DIRIZIW
T, TRRRERER I 35\ W Tl gl 2ot A3 /e S i 4
TEFE A R AR IR KGR R A TRV B
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BRI TS, ERE LT, BARUTEUIZRWN
Tix. BRYWETFRA Y 7 F o DA A RERRE
TOEA I LTI O—fx O EZKG R, ICH-M3

(R2) HARTAVITREINEHDLHWESND,
+hbb, BARAKRUEUTIE 72 & 2 BRRRABRICB
CHEYISEENR RSN TV E LT, KEREGERE
AB GEE. BEEMERBR) BiAE CloiTEmRELER
MRBRAGE AR T A Z L3N] LT, XVIE
BREEZRDTVDELEWVIEVRD D,

HR T, BRUSETHA Y 7 5 OIEERRAERIC
SVTORFRIUZSONT, Eo 1), 3) KU4)
LISMZ, BKEUR TORE RAEITR S 5720,
P> TR, BYETBER Y 7 F o OIFERIRIC

SV T OEEHES HRRIZ L2581, 1),

3) BO4) ZHLICEREZED TWITIEZRWH O
LHWrE N, B, T Y2 FEMIZOWTO
FEBGIR A ¥ T4 > & LTIIME—  EUDT A FZA
v (BEXWS) BFET Do

E. #& #
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ICH

INTERNATIONAL CONFERENCE ON HARMONISATION OF
TECHNICAL REQUIREMENTS FOR REGISTRATION OF
PHARMACEUTICALS FOR HUMAN USE

Draft Concept Paper
S12: Guideline on Non-Clinical Vaccine Testing

6 November 2009
Type of Harmonisation Action Proposed

A harmonised Guideline on Nonclinical Vaccine Testing is to be published through
the ICH process.

Statement of the Perceived Problem

Nonclinical testing of vaccines is only sparsely regulated by guidance papers. In the EU a
Guideline exists dated from 1997, and later on the WHO-Quality and Biological
Standardization, issued a general guideline in 2003. WHO Guidelines for specific vaccines
exist being, however, very general in nature. The FDA has written a guideline on
Developmental and Reproductive Toxicity testing of vaccines, which was finalized in 2005 (?).
In the meantime the knowledge of the immune system has increased and a number of vaccines
has been developed leading to the insight that calls for an update of these guidelines, e.g. with
respect to the need for single dose toxicity studies, the use of the human dose and the
combination with adjuvants.

Adjuvants are regulated in detail only in the EU in a Guideline issued in 2004, at a time that
the discovery of the Toll-like Receptors mediating the action of several adjuvants was only a
few years old. Also the occurrence of the HIN1 pandemic lead to the marketing of several oil-
in-water emulsions (in EU and Canada, but not in US and Japan) adding to the regulatory
experience.

Based on the increasing knowledge of the role of the immune system in keeping cancer
processes under control so-called therapeutic vaccines (in EU called immunotherapeutics) are
being developed using different strategies including adjuvants. There is a lot of uncertainty
about the regulatory acceptability of these strategies.

New insights arose with respect to vaccination during pregnancy, i.e. the known partial
immunosuppression during pregnancy, and the restricted placental transport of antibodies,
especially in the first half of pregnancy.

Issues to be Resolved

The need for single dose and repeated dose toxicity studies has to be described. Furthermore
the frequency of administration and the rationale for the maximum dose should be defined.
Reproduction toxicity study designs have to be revised with respect to its strategy (focus on
antibody exposure in the second half of pregnancy, or more on integral immune response
during the whole pregnancy), and the effects of adjuvants in pregnancy, e.g. changes in
cytokine-excretion balance (Th1/Th2), around implantation and later during pregnancy.
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Safety aspects of therapeutic vaccines (in EU called immunotherapeutics) have to be defined
and strategies to assess this to be discussed. The use and feasibility of animal disease models
should be further discussed.

The general strategy how to evaluate the proof-of-concept and safety of adjuvants should be
defined. The rationale for testing adjuvants alone should be defined, as the specific study
designs when administering adjuvants in combination with intended antigens. It might be of
value to discuss the supportive value of studies in combination with other antigens.

Clinical evaluation of vaccines and immunotherapeutics will out of the scope of this ICH
process. Also DNA vaccines are outside the scope.

Background to the Proposal

1. Van der Laan JW, Forster R, Ledwith B, Gruber M, Gould S, Segal L, Penninks AH.
Nonclinical testing of Vaccines: Report from a Workshop. Drug Information J. 2009; 43:
97-107

2. Verdier F, Barrow PC, Burge J. Reproductive toxicity testing of vaccines. Toxicology
2003; 185:213-219.

Type of Expert Working Group

The S12 EWG will be comprised of two members (toxicologist, preferably with experience in
vaccine toxicology) nominated by the six sponsors of the ICH and one member nominated by
WSMI, BIO (EVM?).

Timetable
The EWG should recommended to start after the finalization of the writing of the
Addendum to ICH S6 (which is expected not later than the fall of 2010, may be
earlier)
In the first meeting the EWG has to draw up a step 1 document. Existing EMEA ,
WHO and FDA Guidances should be consulted as an initial framework..
Subsequently, the EWG is to be asked to release a step-2 document by November
2011 and a step-4 document by November 2012.
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FDA-CBER position on the Concept-Paper on Nonclinical Vaccine Testing.

11 february 2010 received by e-mail from Joan Blair (CBER)

FDA has concluded its consideration of the concept paper for a Guideline on
Non-clinical Vaccine Testing. As a general point regarding the inclusion of a
vaccine topic within ICH, FDA recognizes that certain past ICH topics have
extended their considerations to include vaccines, however FDA has not
considered vaccines to be traditionally within the product scope of ICH.
Nevertheless, FDA is open to a case-by-case evaluation of potential topics that
takes into consideration the perspective of WHO. With respect to the current
vaccine proposal, FDA feels the concept paper needs additional modification, both
in clarity and in scope. FDA believes the current scope of the topic is too broad to
assure a successful harmonization undertaking. Moreover, it includes elements
around which certain fundamental scientific questions are yet to be resolved.
Indeed, an international scientific workshop is being convened by the International
Association for Biologicals (IABS) on 29-30 April 2010 to address one such area:
"Mode of Action of Adjuvants: Implications for Vaccine Safety." FDA has further
learned that WHO is planning an expert consultation on a related issue concerning
vaccine adjuvant safety testing in the early fall of 2010. In light of these factors,
FDA would like to propose a step-wise approach to the further consideration of
the proposed topic. First, we recommend that we await the outcomes of both the
IABS and the WHO consultation for their potential impact on what should be
considered a viable scope for the ICH topic. Second, we recommend that ICH then
convene a specific brainstorming session of vaccine safety experts to reconsider
the scope of a potential ICH topic, taking into account the state of the relevant
science, in order to redraft a concept paper that would have a greater chance of
successful harmonization. FDA will not be able to support moving forward at this

time on the basis of the proposal in its current form.
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