BEH@BH MR EmBE

EEm - EEESSEL X127 M) Y1 I IREMREE

VI F XD ARG ERFR Gy DEREMRICE TS
AR LS MERBROERFEFICEAT 5ME

-

FRIBERE MIEMERES

TEMEE
# E &

19 (2007) £3 R



i

BEEFBRENER IS EREEER

H /N

IR FEER S E

T 7 F RN BN E BRI Ry DIEIR I I8IT B IR SRR D
R R T A0 1
HE =

£t

1) VI FrOFEREEERBROERFIESEICHET 2K BERER

(& 1]
[&#2]
(&% 3]
[&rt4]
[&El5]
[&F6]

[&#7]

[&%l8]

[&£t9]

U7 F o DREREEERRICET oA P4 VF

Guideline on non-clinical safety studies for vaccines(Draft)
U 7T O EREEERBRICET DA R4V RICxT 5 QA
U 7T OFERFEICETO5WHONA KT A >

WHO guidelines on nonclinical evaluation of vaccines
EUEEMEZRSR U7 F v ORERRERL L OEERBRIZET o
FHTXT D ER

(CPMP) NOTE FOR GUIDANCE ON PRECLINICAL PHARMACOLOGICAL AND
TOXICOLOGICAL TESTING OF VACCINES

ER~OEE BIEOTHBIONNEERTY 7 F i 2R%4E
PEREBRIZE T D E

Guidance for Industry Considerations for Developmental toxicity
Studies for Preventive and Therapeutic Vaccines for Infectious

disease Indications

[&#t10] BEEH

2) IRARIOHBREEERBROERFESICET ML BRER

(&8l 11] MEEEEEOERICB T 2 RSMIMET AT RTA v

(&=#&)

[&#} 12] Guideline on the Non—Clinical Safety Evaluation of Anticancer

Drugs (Draft, 6 Edition)



R o &

\

\
&
S

I.



EREoN LR Pk
(ERL - BEFRERELX 27 M) =Y A = AREPTRERE)
IR R T =

T 7 F o RFIN AR e R DERERICIBIT S
R 2 el Br O EhE FIEZ I A

EEMRE HL E
S E I R A AT SRR - BREMEYRBRIIEE 4 — - v —F

[E]

=

U7 FRFBARNR E T TR D BRIy DEE ST, BEDOTA FF 4
VIZEDFHRAF—LIOE DT EOREREERIE L, FIFICHo TR
SR RIET AR RRERNFRPEELRN &, FBEICH-> T
R EDBREMD 2 THRVERSFETREMICHWOND Z R0 RN
L% ABELOFERELMEOBREOTFDOFREPRD LN TN D, £ TK
WFILT 7 F o LB AR DOREMFTM T AT JMIOWTENENG 22, E
HLFFMEOBMAFRICE DRI EITO & L biz, BRKICBITDHA FIA4 %25
LoD, AR TOEGEZSBEICBWEEEEETCEELLYI ETHHLDT
HbH, TR ISEEIIRBITBIZOEBRUTOERY THD,

1. DO9FUDEBRRTLMRROERFEZICET HIME EEHOKR
FEORO DI EEREZEMERBRIT. ICH T4 FIA TR LZRBINM TN T
WABD, UZFAZONTR, ToDHA R4 VICESSFEIZLY, +
SRR EMFHERE SN D LITEWVEE, -, U FIIEEARLANRE
XMELT DD, TOREMEFEICHMTOINERH DL b, +o73E
BARZEMOFMMBTEEL D TA FTAVREEND EZATHDIN, #Hoh
ECRYUETA FIA VPERENTHWEH0D, HBAETITHEIL SN TV
WORBEIRTH D, ZOX ) REFIRICESL, AHFFETIX, WHO, CPMP & T FDA
(CBER) IZBITHHA FIA BIZHETHEREZINE., L, T LICED
. BPECBT AL FIA MEROEDOEFREORELFELIZ, A%
ExboTEIFEELKRT L, MFHMEEZIZVKT Lz, BREZITHTHEORK
B LU THIESE DR, ML EEXEDERBEER L. I i BT 2 %R
HEZ T,

2. INAFIOERRREMRBOERRFEFICHTINE HBAAZLE
ETARBERTHD “BA” X, LIFLIEFOKRENEIENTHY, Fhb




TEDHIHTED Mk ED D, P 2B TEEBRFNAF ORFE IR
FIZEIE SN TW3, MIREEEOHBABITIEZ, VA FIA T L-3E
BRRBROERMALERIF A, BREOE OIMERHERVEESITEET 5,
FRARTUD THRBAARIZRET 2HE. & NI T AEEEIC OV THLE
BRIERRARRBRICET D0 A FT A IEREN TV AR, HREGICIEOHIAR
IENZRIT B TA R4 ATEE LRV, #5, KETIZA>T FDA IZFFE
L TV /2 DeGeorge BEFIRRICERE LIERmIXINSBICEINTRY, I—a v /8T
TR EERZESVBTA X AL LT 1998 EZRITLTWS, U5
B2 TELTHIDBARIOIEERRBA A F T A AERA~OEZIFFR, *
ZCAMSE CIIEREE R L OBRARTIB AR COBRABRLZINE LA R
TA MR EOEBEERE LTS, REEZ LS TEIEEEZKTOIXZ
VLRoTeDT, SLHIY ORFHEERREZE LD, UL ELLICEEL

T, HRT D EREERT

SrERRSEE (U 7 F URFSRED
THEBA ) EERGERESREHEE

|

EREE— () EELERESRRERE
FEEME

BEFEX (W) EELERESBORE
EEEME

T IE
ERE ==Y Ett BE
Wi T (LFERMIERIEFERT £

EWREE

L5 M REEL TERASE £
EWEE

EEmLR ERRMEMRKSH
=

miEMEE (BRI
I R REEEERZENEE ¥ —

BEHREE
EA O ERSEREBRAE
FEFE

MRS () EELERESEREH
#® EEEME

I RE

HE 1 Oh) BEELERESEREE
H EEE

ARz () EESEREIRREHE
B EEHEME

Ry ——F A %St HE

FEEfE— TUX ML v A v—XFk

XeHt =E

AA(EEGNEE Fr—

TR

[Epa >

A. BIRE®

WHFRILIL, [T 7 F o O EER 2 M

RER DO FEM FIELICET A3 & TH;
DS AR DIEERIR Z 2 EREE O Eig F1E
BT AW ST, FhE
NOMEHE &> THIgER ED -, TD
EROBMERZENEFNLTOLEREY T
D,

1. T F o OFBRRREMHERDEE
FEFICHT SHE



BOREICBITD U 7 F o OEREKRES
HEOFMMPIEOT A NI AV BHESLT D
e, FEAEOERINELITV, —FEE
ERLbNIHEEIZOE >3 Z0EF
FEERL. REEEELD D,

U7 FATERT R BRY & TRER
ERICREIh, e LTHAHS R 2 x5
LT DB ELHI/BREERTHY
TOREHITIEDEER LIV EE N
EBRHIFEIN TS, Ll BCkEI
L& 2554 E T, FERERABRICBW
TREEWZFTMT 2 HENHESL L, HA
RIAL U BIERENTHEHOD, bR
E T, JEERRBRICRIT 2 ReH0H
{5 5 DSBS TR S TUViR W,
9 LTBURICEES, ABFSEIL, DIE
TODU 7 F L DI BEBREZEERBEDOE
MO E BRI OV THERZINE
L., #SEE DB Z1T > TREREY A
NI A MNERRD =D DEBER & L,
ERIZELTEARU I F U 2HBT5
TODTHREREZERTHZEEZED
ELTW3,

2. IBAFIDEHRRRTEEHBRDOEE
FEFICHTIHE
BREICBIT 2N AR DI EREERE
EMDOFMFPEOTA RT 4 2 HES
T B, HBOAEOIEFRNEZITV, 4
FEEIIEEER LB TFEL R E
DTERESEDZEXEHE LT,
BIE, FEDORKABRERSCARHE
WCLERFEBRERIZOVNTIE, THR
REBRO 2D D IERERHER O E R I
DWTDHA RTA ) IZHENEREIN
TW5B, LHL2RG, FEEEEANIC

DWTHEL, BABRBEOEEEZEE L.
FEIRRBR O MR £ 72 i3 JE R A Bk
EEOLEHIZOWTEEDERES &
BRI IEBERRB Ny ¥ — U TiTh
NTWLOREFTHD, BifE, KL
RBRERERTA FTA 37, 5
RELTHERBREADBLESK S
FMOBIEER & 72> TN D, FLEME
FEG RN DV TR H A 722 JERE AR 3R
BRIEZIRE L., AARTNABI OB Y
REIEHEERERER 2 ERK S
LT k&L,

B. A *%

1. D0 F U DEBRREEHABRDER
FEFICHTLIHE

IEEE R b ONCREEEREE IS
Tk o RBEAEOTA R4 21N
£, FIERE, HERZERL., TbIC
EDOEXFFROERET T, EDRE
E B LT,

FRIZBRK 2060 & T 235 EICRIT 5
FERR R REBR LM HF O RITIZHONWT
i, DEOSEFERNEL-,

FEINLDr—RZRBIT A ERNS
DEETREEFIHOWVWT, ZHRRE
DERINE D= D5 EPFFE OISR
BIZL2BERINEZED D7 EFHRR
Iz 07,

2. IPARIDOIFBEREZEERBORE
R EHEICETIHE

1 FEEERIRR LT KE O EER o tast
& ZHU TV D DeGeorge MR & EMEA D
HA B RAeBBIZ LT, AFEOESE
ERRIZABD Z L & L, ZHICETE LT,



EN TORARIIN AAI BRI HEE
U SN - FEBRRRBRE O X O O& K&
FURESZME T L L,

PR R ABRE MR, BUEEREE, &
FIFZENLOE BREZNEL, R
WA EOBIRIC DWW TIERZ INE LR
AR O E -7,

C. & B

EIEERREEIIHTZ- T, VIFV
DIEBREZEMEDOERFIE L | FLosAH
DIEFERE MR O EMFIE LT
FCL T OERREEOERICZE
DT T,

1. 70 F o DOEBERREMHABDOER
FEEZEICEHT LIMERE
WBEREEIZDIZY, V7T DI
REEMIZBE ¢ AWHOT A KT 4, U Y
F U ORERERL L OB%RBRICE
T HIEEHI T BERT A R T 1 | 7
PEBEEDO T L ORERY 75
IHRTT A EAENERICE T 2 HE
HAEOTA RTA4 K, VI TF
DEBERABRICETL2TA R4 F
FRREEBBEBLIZOTEREEIIZD
b ODOREICT T TARN R %
TR, (BRBBEOEZFEREDER
WOWTRHENEFNDODEEREELZS
oz &)

2. MAARIDERRRR2ERBRDER
FEFZFICETHMR

MEEEE TIORELEERZ L &ITH
A RIA 2 DERIZ OV TR ZITWE
NHELELHA RITA VEFORREE
BEERUREE LTER L, § 24

HWEEORRICHIMNTT D

D. & =

1. D0 F U OEBRE2MUEHRBRORR
FEFICHTOIHR

SEISER SRR, BEFEDICHY
ARTA L0 S BIZEMRBEED
REINTRY, SBRESHDLIEPEIC
BIFAHA RIA 0% > T, EAK
WWRITERASNDZERBbDLEE
oy (W

2. A ABIDERRT LU RERDER
FHEFICEATHIHR

T AFNTENE MR L OB MR
KDL TND, Lo, ZOLEMEDE
FORICEREMDHR LRI DEEE
MZEET 5 Z &3R5 mERICETR
LA AR AFNZB VT HEE OER
gl A BT A R - T FERRIRERBR 21T
WEEMAERT D ERMETHD, =
5 LIEEZFICR-> T ZVE CTOMZEN
EfEINTE T, Ll MlasEtts Ik
B LT AP ARIRCTUEE R EIL & E
BEIZDMNCH LT D ENREY T
BIRTHZLIZE->THA D UTERER
Bohd, E0GELIERERTE LN
TeRERMB e N SMEHRARTIVUTE AT
BELRVY

SRRLAEDOEBIES THERRBO
BT ERE LI AR OIERRTER T A
RIAVROFRKREEREL LT, 5%
T & R L BATENCRI A LT <
FCROIORDIEBIIEAL TP
EDBMETH D,



E. & W

1. D9 F U DOFBRERREMERERDEE
FEFEICHETOIHE

U7 F L OIEERE2EREROE
FHESICEA L, B3 EMICINE LZEF
CESOTEHEA A FTA U BEE LT
DRERRFER ST T,

2. A ARIDIERR T2 MHHBRDER
FERFICHT IR

IEE L7 Comh ARIFEEHZ B4
LIRS, AF T ORI A CEM
SNT-HEBEERET SR U ARRERE
BEZRMRVIED Z L OHEAH A KT A
REDBEFEER Lz, REEEIIHT
0 RER % SER S AROT- D OHARIZ D
WTHEFERT LT,

F. BEERER

1. D9 F UDEBRREERBORE
FEZICHAT IUE
2y L2

2. FAAFIDIEBER S ERBROENE
FHREICHET HHE
7 L7z

G. IREEX

1. D9 FUoDEBRRRLEHBOER
FEFICHTIHME

1. FCHEKR  EHET

2. FRER  HEF

2. PARIDERKRREMREBRDER
FEFICHTOIHR

1. WmXER  EET

2. FRER  BHET

H. MMM ERAEORFKER

1. D9 FUDFEBRRLERBORE
R EFICHT MR
1. ¥ErEUE L
2. ERAFERE ZYULAn
3. FoM (F—FN—R%)
YL

2. MIAAKIDERKEEMHBOE
EFEFICHTIWE
1. FEFrEE L
2. EFFERE  HEHEL2V
3. 2o (F—F—2E)
LW



T 7 F TN AR BRI DERRIZBIT A
FEME R Z 2R ER O i FIES I T AR5

MR HE = EZE LB SE AT ST
SETFEE =R BF AL E RS SR
" HE BE n
n g E— N
W hE M SR =P BERAS
n mHF T b R M A 5T AT
" s Het  RHEELTESESH
FT7P—— R Rk ERREEASH

WREES  ERLOABRRFE OO OHEREZEMRBRIT. ICHYA KT A IR L 723K
BRABTONTOWER, VIFUIONTE, IRHDOHA FIA UCESSFECLIY, +54
REESHTHEABEOND LIIEVE, 72, VI FUIEREAPLNRERNB L7520,
FOREME ST OMLERH D b, T EBREEMEDOFER L 255
ARFAVBEENDEZATHLIB FENAETIIYEEZTA NTA VIMERINTNDEH DD,
BORETIIRLINTWRVORERTH D, 20 L) RBRICES, KRR TIE. WHO.
CPMPK UFDA (CBER) IZBITAZHA N4 VBT 2EREINE, KL, Thbick
DE, BBEICRBITANTA FIA VEEERTDHZEE LT,

A. BIFEEER BEMREBRICET 2RI T 2RI A KT

BOEICBT 27 7 F o OEBRLEED
FMFEDOTA RTA VR T D20, 5
HNEDOFRINEEZIT, FNHICESETA
RI A VREERT 5,

B. HEFE

BfRT AR —LN—VEERKETIH L
K0 EANEDOHA RT A 2 IUE FIRR%.
FNOIZEDSENA RTA VEEERT S,

C. BrousEiR

U7 F o OEBRARICETEHA KT 4
YR (BE1) RUOZEOER (BR2) vs
F o OFERERFMICETA2WHON A I A1
v (B¥H4) | VI FUORBREEREB LY

A2 (BF6) . BYMED TR X OVR#EAH
T 7 F IR B REABERBRICET SR

(BEF8) . &R (B¥5, 7, 9) &
HMoz kb,
D. %

SENELEY 7 F BT LENEOY
A4 N4 %I, BBFEOICHTA K94 &
Db s FAKHE LT X B ICEEM AR A
BRENTEY, BBEIZBTATA KT4
KEEICHHERTH T,

E. ¥R
T 7 F 1 OIEEEREE SRR O Kl F1E%
WEL., BRICHA RIA U BRELTCWDEE



AEDOHIZZEIZ L, BAICRIT D HET 1
RIAVEPEETE I,

F. (EEEEMRER
YL

G. HrEeRE
1. FRSCRRHR
ALY
2. FEEFEK
% 33 BIEA b on P—2a
oy

H. ZE9BAEERED HIFE - BERIRI
1. 4FEFEE
EERL
2. FERFERE
P/
3. Foih
YL



1) T FDEBRBRETEMHBRD
RiEFEFICHAYT 2MREREN

2) MAAFIDIEREKRET 2 EHEBED
REFEFICET SR ERER



1) V7 F  DHBRELHERBROEMFILSICET A8 BEEER

(B8 1] U7 F U OEBRELMERBRICET IV FI4 U F

[&# 2] Guideline on non—clinical safety studies for
vaccines (Draft)

(BB 31D 7 F U DI BRESMERBIZETEHA RIA4 VRICHT
B QLA |

[(Bkt4] U277 OIFBRFECET 2WHON A KT A v

[&#} 5] WHO guidelines on nonclinical evaluation of vaccines

[E%6] EU EEREZES VI T U ORIBREERR L UOEERERIC
B9 o a3 2 1ER

[&#} 7] (CPMP) NOTE FOR GUIDANCE ON PRECLINICAL PHARMACOLOGICAL
AND TOXICOLOGICAL TESTING OF VACCINES

(BR8] ¥ER~DIEE BPEOTFHBIONEEAY 7 F ks
D FAFMRBRICE T ket

[&#F9] Guidance for Industry Considerations for Developmental
toxicity Studies for Preventive and Therapeutic Vaccines
for Infectious disease Indications

[&k 10] BEmEr
1) ¥ 1EHEE
2) F2EBEE



U7 F v DHBRESHRBRICETDIHA FTA R

ER/N
B ettt et ettt ettt ettt eae et aeaens 2
Lo L B B ettt ettt ettt e ettt st e et n et et st neaeaee 2
SO = - (3 TSSOSO OO T OO RO SO 2
18 B B oottt ettt ettt e re et e e aeearenn 2
R R R BB oottt ettt et reae et aeanans 3
2 L BB TR Z T ettt ettt 3
2 L L BB T A o ettt eaean 3
2.1.2 EMBTE/ T T IVDIEIR (oot 3
20108 HEBRIIE oottt ettt et et ne 4
0oL BRI ettt ettt anasans 4
2.2  EABYIERERZ SR  ERIBEETIR e 4
2.2.1 BAIFEETENER B oottt ettt ane 4
2.2.2  FRIEIEEEEMERRER oottt et 4
2.2.3  AEFEIEAETEMERRBR oottt et ns 4
2.2.4  BEEEMERRBE oottt s et tens 5
2. 2.5 DSASEMEBRER oottt ettt ettt et aeee 5
2.2.6  JEETHIBEMEBEER oottt ettt aens 5
2.2.7  ZZAEMEEEIBINER oottt ettt anans 5
2. 2.8 NI T IR T £ 2R et et e e et e tr e e e taeeanns 5
2.3 HEBUZREEEEBETE oottt ettt ettt an st et et e e et eanarennanas 5
2.3.1 T L 2N L N e e e e e ere——————————————ototonona————_———————————aisrerereieieisisinnnes 5
2.3.2 EINE (TP 2/80 FEBRLC) ettt 5



Tl

1. %
|

.1 &R

NAZFT 7 ) aV— b GREEOERICLY  FRY 7 F o ORFENIEEHEICITOND &
EHIBEAR Y 7 F UK T ARER BRI INTNWD, LELBRL, VI/FiiEzns
BEROEEREDO D, BREIHT 5 —EOFMEERTFET 20T TERWY, 2D
7, FRU T UOEMERAERONITAOIIE, BRERTHARREREEOR S
WCESE | FHRKTMORBEENEERET DLERD D,

1.2 B

T 7 F o OIEBRREBRIZIT., BSO in vitro KON in vivo \ZBIT AR, EZhOER &
WEEMHFEMEEATREY, BRYDOU 7 F U BIEERNSBERA~BITT A OIIHNAT
bBHe BKAARTA L, U7 F o DIEBREENMERBRDOERITIT DFBELEDTZDH D
— BB REIEZRE L, FORANIIES ZEICLD, VI F U OBRBICKLELRIERRES
HREREDER OEEHEDOM EEFREZ L 2BHETLOTHS,

FEER R 2 MEFEMm O 72 B #91E,
D b MNIBEAIShBREEDREMEZTMT S &
2) BHOEMERIENODABEEHBETDIZ L
3) HEALIBENFHNRLOTHLINERTTTHI &
4) BRTOE=4V 72 E T HEOREMOFMEE ZRHT I &
Th b,
Eo, B COI BEBREZEMHRICLVERFTOU I F OB T 5B ENEREE R
ETAHILE, 0RO NTOBEKREBO T2 Na/vBRFHZCEHATH D,

1.3 A%

T F N, BEME S IIERDDWVIEFNOIC LV ERINTFURICH L, 8RR
THRINRAELFECZILINEMELZEE T OEELTH D, FNOITIE, (LFEMH D
VIITMERFRIC K O NE(L ST, BURGEREEERE L-MAEY. REREEZREL
TEFEEELOLVIIHB(LSNTEREY, FHRE>OHE/SWENEHE, 50
ITAEHE X DNA HIC KRV EA SNT-HENE IS, £, TOUOHEIL, TOREEME
R 570, BEl, EAL, ERIEHEEALESITI LN D, ThbHIFEA
EDU T F T BT R OB RIE T O-DICERE SN TWAR, BEIC L > T,
RRIYETRE (FIZIZHIV, HPV 72 &) X2V 7 F U ICHAIND Z EBH D,

AKHTA RTA U, FRBEW., FELADVIEZ LSO ERICBWTRAZOEHRY

7F v BEFTRICE2FHBE YV 7 F 0, FIRBERRIZLZ VI FUVRUEFRT Va
R NG IF L ACO>NTHAEND,

AL

—F. ERPEROWBET 7 F2 . ICHSE (A4 3F 7 ) uo—SAERLOIEEEZ



SMERI ] OFFICEOD I ERTEITAT 4 A XA THES D WVTEBEZDNA U 7 F
VB EFIREDT-ODT 7 F o HANIRT Z—T 7 F A2 Tk, FIRER#H
TEIA NSA L ERHEERTXAN, EREIOBBRMEIZ LV LELRRBEEETALEND
5o

2. FEBKREZEMERR
2.1  —REREZH

U7 FCEET AEENREE FOMELE LT, — B2 E N, IREBORIE,
BRI BIIKGOFHER, BCRBEEEIRER EORERAERIE. KUBEIZE > T
1B/ EREBEENREEIND, T2, TUH U F U EREEAEOEBENZBEICMNZ.
Tl L BADE DBEER BB FIZFEET RS OMEERIC L 22 EORENE
FND, FDTO, BT 7 F AT o0 T, ERERE2ERRIIEICERTETH B,
o, FET Va2 NRUHHRIFEAE END2BEITIE. Th b ORIMME DFHEIC
DNTHEBRTRETHD, LLAERG, BFEFRICLBPFHREEV 7 F D56, b
BT, BERANCIEK ERENTWA T 7 F 0 R R OS2I FS 7 EORZIZ
EEREERDDHEEIE, FHY 7 F U LR CHEBRBREEERBREIL T LLSES L
VY,

2.1.1 RETYA v

U TR, EOSEMEROERRIEGXIC, & P TOREE PRIATEREN2ET Y
PEICFATED LIFRL2, Z0), FIAFRELRBFORILCESE, JEREZE
HRBROLENE, RBEOTER, BMEORIR, BT VA V2 EICEXLLLERD D,

L ANRB L BT 5B (BEERORSERBROEMICET2E%E (LT,
GLP) | ICE& L TEMSID 2 ERRDBND, LHL, TLICIE CLP HA TERTE
RVRRBBESND, ZOL)RBEE, CLP IGHEA L TWRVWESEERIC L, £2
‘[‘%%1{7%({:%#5?3%@&:01’ \"C%‘qzﬁﬁ Lfcﬁ H_?}/Léifdt g fcil/ Y

B E VTR EENRRE T VA VT ABRICE R T DX EIH L, B e E
/R, BER D a—VRUOEEFE, NI FRA - FOFHE (B 20X, BFk
F. R E) OXAI T ThD, BIREREFEEZEEL T, REARE, REEE, &
EHiE, REBREROBELSMEZRET DLEND D,

2.1.2 BB/ eT7NVDOER

U F v OIBERESMERBRICBW T, BUREMETARLT LLFATFREL IR
RN, UIF T ECEMREORIREIT O RNETH D,

BT, RERED T EIERCEZEOH2BMEEERTRETHIMB, Di
b, VI FroEMENERICERZEND 28WE, Flx X7 7 FraRicxt LTHR
BRIGEECPEMEL AV TEEEET a7 4 — L ERET 5,



—RRENIC, BERRBREBRAT 2-0icid. BRI 1 BEOZELEPE TER S L
BN, B NUSOBREIC L OEBIILT L LELIIR DR, BhidE & R 4 23
Aunbind, —FEERTLIHEITT, ZORIEBEERERTERLR0,

2.1.3 #BwHE
T 7 F o OIERER M RER TR WA W E L. B R O AR B AR R ER A O 8K & [F%
DHLOERWS,

2.1.4 ®E5RK

B ERBIIERAR CEATAIRBIC—KEE2, EENLREBEEND, BRARREF—
BRETOBRENTERVWEEIE, JORERBLERINDIGENH LD, FOREME
TTUENRD D,

2.2  EARZRIERRZEVERME - EHEEFE

2.2.1 HE&GEERR
b FOBERAREICK L CENAREEAEZE L1 HET, BF 1 Eo#mE AV TE
T2, B, KERSEERBOVERSZOFMTAEREE D H D,

2.2.2 EHREEERR
WE1IEOTMEHAVCERT S, REHBEOESEEEIIEROESFEEEE LT
MERE L L, oIS FEINIRERGEBE L, BROBREEHL Lo
BERITH5, BEOREIT. £ FOEKRTO 1 ERESEELFRUHAE (/body) xBE LT
LN, ERTAIEMEICL TR, BEAREFHEERETHAILELRDH D, T20L, o
EHEIZBWC, B hERIUAE (/body) OFRENHEICHERGZEIL, FEHREIZEL
% mg/kg (F721F mL/kg) ZEMEIZLT, £ NOBEXB2AREAELBIRT A LN
FRETH D, F7-. FEToHWEIZBWT, b FOBETO 1 ERESEELFEUHE (/body)
TIRE R ZEEBHERTERNEEZONDIHEAIL, & NOBERTO 1 BHRSEOHKE
OREREZBIRTHZEVARETH D, EiL-AETEMFTANRD bW ZHEEIL.
BERECORTNEEET D, —BRREEECHESBFORERVCEHRSISZEICHLEE
T 5, FERE CIILEIIS L TRERECRESHMAED ) VA Hi~OEEBIZTHLEET
B, Flr, BHERREO LNEHEIZIE, TOREEEZBREFT D, B, BREORIE
ANBEIN25E810F, HEIG UCGEMELRIT 5,

2.2.3 AEFERAEBERR

ZREBER OER E COPHMBAEIZET ML, RERSEHERRICBIT 2 REER
FRE CEERE ~DEENBREINIGEIILETH D, It - RIEREICET 5FM
W IR D D VIR A RE R ISR A NA U 7 F Lo, BEEEFHEET IO
OB FRNZZ L T RIR 72 NVBEIIHLETH S, HAERKROHERZORELT NCRHEOH
BEICEET 2RI, AL LS IIBLR~OBEEZBERLZTU 7 F U720 T, E2ets
HETEZOORZFHICRLERIBURRVERIILETHD, BF 1 B0 E AV TR
BarEi L., RERBEROREEEIIEKROBRSHELEERE L TRET 5,



2.2.4 EEFEERR
BET 7 FAONWTTEREERBRESLE L L,

2.2.5  DBAFEMRER
BEUIFUTCRBEESEENRBEINTWATDONAREERBR L LE L LV,

2.2.6  JRPTHRIEMERER
AREBRIIEMORBREE LT, HDWVITEE/ REESEERBEO—EE L TERET 5,

2.2.7 EEHEERR

U0 FUNGERUSOEBRRRE (TR, FREBR, LOER) ICERZEERIT
THREEMDS R SN D EEITITERT 5,

2.2.8 FE¥EVAFRT AT A
BE., 2F2EE0FMITSLER N,
2.3 Rl B EE

2.3.1 F7¥anvh

BT Va2 MZoWTE, ENEBROBEEESLETH D, B, REREIZE
A BTG BB EICBE T3, ¥ T Va Ny M EHREOEAEDEICL D E
MR RICELR A CBEEENDH D, 20D, FROFREOCHEEIZFROL T, FHRT Y
2V N EREORFE2EATREEITCOBMIMbLETH D, £, BBFEOT Vany
NEBETFEOREEMAEDLED I LI AFTIRBEENBEINIHEIT Y. BETRIG
EOBMFHEBSLETH B,
2.3.2 TMHl (7Vanr bEERL)

HFRENMFNZDOWTIE, ZNEEOBEEFMEALETH D, FRENAZ S ORAZ A
VN BRSBTSV T RIS I S,



Guideline on non-clinical safety studies for vaccines (Draft)
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1. Introduction

1.1 Background

With advances in biotechnology and immunology, novel vaccines have been developed
extensively while improvements of approved vaccines have also been studied. However,
there are no certain standards for safety evaluation of vaccines due to their diversity and
species specificity. Therefore, in order to determine the toxic effects of novel vaccines, it is
necessary to choose the type and content of non-clinical evaluation based on the best
science currently available.

1.2 Objectives

Non-clinical studies for vaccines include in vifro and in vivo product characterization,
proof of concept studies, and safety assessment, which are prerequisite for vaccines to
move from non-clinical to clinical development. This guideline provides the general
principles for designing non-clinical safety studies for vaccines and adherence to the
principles is intended to improve the quality and consistency of the non-clinical safety data
supporting the development of vaccines.

The primary goals of non-clinical safety evaluation are as follows:
1) To assess the safety of doses in humans;

2) To identify potential target organs for toxicity;

3) To study whether such toxicity is reversible; and

4) To identify safety parameters for clinical monitoring.

In addition, identifying potential risks associated with vaccines under development in
non-clinical safety studies using animals is useful for considering the protocols of
subsequent human clinical studies.

1.3 Scope

Vaccines are medicinal products containing antigenic substances capable of inducing
specific and active immunity against an infectious pathogen or its toxin or an antigen
produced from an infectious pathogen or its toxin. Vaccines include chemically or
physically inactivated microorganisms that retain adequate immunogenicity, living
avirulent or attenuated microorganisms that retain immunogenicity, antigens
extracted/secreted from the organisms, and antigens produced by recombinant DNA
technology. In addition, such antigens may be aggregated, polymerized or coupled to
carriers in order to enhance their immunogenicity. Although most of these vaccines are
developed for pre- and post-exposure prophylaxis of diseases, the guideline may also be
applicable to some therapeutic vaccines against infectious diseases (e.g. HIV, HPV).

This guideline applies to novel vaccines unapproved in Japan that contain a novel
2



microorganism, antigen, or toxin, novel combined vaccines containing existing antigens,
vaccines with a new route of administration, and vaccines containing novel adjuvants.

On the other hand, for therapeutic vaccines for non-infections, vaccines that may be
covered by ICH S6 “Preclinical Safety Evaluation of Biotechnology-Derived
Pharmaceuticals,” including anti-idiotype antibodies or recombinant DNA vaccines, and
vaccines or vector vaccines for gene therapy, although this guideline may be applied to the
extent possible, it is necessary to consider studies required based on the peculiarity of each
vaccine formulation.

2. Non-clinical safety studies

2.1 General idea

Potential safety concerns associated with vaccines include general systemic toxicity, the
onset of the intended disease, the induction of excessive local reactions, adverse immune
responses such as autoimmunity or sensitization and in some cases, teratogenicity/
reproductive toxicity. In addition to those potential toxic effects inherent to vaccine
products, safety concerns arise from the toxic effects of impurities or contaminants and
interactions of components of the vaccine formulation. Therefore, novel vaccines must
always undergo non-clinical safety studies. If vaccines contain a novel adjuvant or a novel
excipient, the toxic effects of such additive should also be considered. However, in the
case of novel combined vaccines containing existing antigens or if scientifically justified,
e.g. vaccines are compositionally and pharmacologically comparable to a product for
which there is wide experience in clinical practice, the non-clinical safety studies as
required for a novel vaccine are not always needed.

2.1.1 Study design

Relevant models predictive of response in humans are not always available for vaccines
due to their diversity and species specificity. Therefore, based on available scientific
evidence, the need for non-clinical safety studies, types of studies, selection of the relevant
animal species, and study design need to be considered on a case-by-case basis.

Non-clinical safety studies are expected to be performed in compliance with “Good
Laboratory Practice (hereinafter referred to as GLP).” However, some studies may not be
able to comply fully with GLP depending on the situation. In such case, areas of
non-compliance should be identified and their significance should be evaluated relative to
the overall safety assessment.

Considerations of designing non-clinical safety studies using animals are the relevant
animal species/strains, the administration schedule and method, and the timing of
endpoints (e.g. clinical chemistry, autopsy). It is necessary to choose dosage levels, the
frequency of administration, the duration of administration, the route of administration,
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