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Background Linda ) MHLW ]%A

e After the discussion among EWG members,
it has been concluded that long—term rat

)
carcinogenicity study may be exempted )ClCH
from the ICH S1 B GUideline based On the INTERNATIONAL COUNCIL FOR HARMONISATION OF TECHNICAL
REQUIREMENTS FOR PHARMACEUTICALS FOR HUMAN USE
results of the WoE evaluation, and ICH
S1B(R1) guideline was published on the %\)9& ICHHARMONISED GUIDELINE
ICH official website on August 4, 2022, and ?‘: U
Step 4 was reached. TESTING FOR CARCINOGENICITY OF
S1B(R1)
o WoEFEHlICEDERHSYMAREREBRDERES Finl verson
RERAIRELGIBENHALEDEMRICEY. 2022488 i —
4E':ICH S1Bﬁ’fp§4>®*ﬁi§ (ICH SIB(R'l)ﬁ https://database.ich.org/sites/default/file
,rps,r?/) bﬁICH/AEtﬂ-\_-L\&_:)':/AEﬁé;h's s/S1B-R1_FinalGuideline_2022_0719.pdf

Step 4[ZEIZELT-,



)
Background finda OMHLW ;5.

e In Japan, " Guidelines for Carcinogenicity 4 @
Studies of Drugs” (PMSB/ELD SR 0310 % 1
Notification No.0310-1 dated March 10, rremear

2023), which includes revisions to the FEERRMEERS (R) & R

ICH S1B (R1) guideline, was issued on S ——
= ) RS )

March 10, 2023, and reached Step 5.

EIESLODALFHEREICET LA F74 OB EIZ2T

EELOBERTARBEHIZBE LB T 22805 b, BAEEERIZE

® éiﬂﬁs *;B—G:E)s ICH S1B (R1 )ﬁ{P%*{.‘/O)E&E THEEHIOWTIL, FRk 20 48 11 A 27 BERFEREF 1127001 SEAFWE

EEaLRFETHREEMIE HARERBRT A FT A2 (LIF TEFTA

Wgégtrgglﬁ@bghﬁﬂaﬁ':%j_éﬁ FIA2] E09,) CEVERYFE-TVDHLEIATHD,

S, ERESBRHMEESE CUFIICH L)) kBT 28BICESE,

ARFSAVDHEIZTDONTICEEEETFHRO03I10FET Fi-ic THATHRBT A KT 4] GUF THHA K541 Ena.) &Rk

DEBYVEDE LLOT, TRFEZETMO L, BE TEMREEIHT 5 EMm

> — —
=) H%2023FE3 108 ICH B SN Step 5ITEIEL FESH LSRN, A2, REMOBRICH, BHA KA L IRBELET 5,
AT LT, B 00 BRI 0D 5 O BT B A 3 B PE
Zo BERAMBREER CICRT 20T, 200l LR ET,

https://www.pmda.go.jp/files/000251332.pdf
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Previous frame
“Safety consultation
for drugs” ?

BFORE=MHMEE 2

New
consultation frame ?

FTLULMEE R

e In parallel with the work related to the
implementation of the ICH S1B(R1) guideline

in Japan, we repeatedly considered about

establishing consultations under the newly

framework to discuss the potential exemption

What steps should

be taken?
EDEIEFIEEHED A~

How long?
What documents?
What about expert

discussions?
HiEk? EHIE?
BEMREELEITH?

of carcinogenicity study based on the ICH
S1B(R1) guideline.

. #iEIX, KIPTOICH SIB(RHIRSAUDERE o
[ZRBEXLHUITLT.ICH SIB(R1)HAALRSAVIZ D
ESERARMBRORBROTELERT 510 S
DEHKBOPERICDOLTHEET, £
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e Finally revised procedures of consultation
on March 10, 2023, the same day as the

issuing of above guideline, and newly

L35 h—4/TVR - EEEE
REMRRES BERBENARE pepwmm. 0x®E5  (CH-IMDRFS)

1= :mx—ﬁ%&(bé_;\—y—ﬁltiﬂm?é B EXOHERTS

=ty > FEUEETS > IREER - MES - BHEACHEET A0 % » EEG BRI > maanm @ E R ICH STECRUTI 21 o thatB

established Safety consultation for drugs
(consultation regarding the ICH S1B(R1)
Guideline).

EERERE

EERZLHEMREHAICHSIB(R)HAMFSAUIZFEDHEHK)

| 1. BEARKEESHBZOTEICONT

< BEEFAEEIHEEZMN0 AU EENS HERDAE~O BIZEEE >
o 2023F5H. 2024F 1A ICHIZREKBEETFEMAL. SENSAORFCHEMNEEE=RT 2155,
ERRsES BELYHEOIER~BAESREAREFERB A BE TO HENEEYET O T RO BET
@ FU(TFFRKED .
EEmIetHEs o RN SR AE O BISEEH, RCLVEBNAIEMBYETTOT, I THEIIEL,
(ICH $1B(R1D 1 o TEROFPEL HITENHILABUET, HEBEG B EBREFET 2RI, HPCT &0 P

. LROBESAENARES (RSO0 FRHE
IEJ u E 0)2023E3H 10 E ':s wﬁw]%im;ﬁé ,z E. T =T A BiZAEKEEFE EEDS MEPAS O B2
WEL. TEXRREMMMACH SIBROA/F

2023 3RS0 FE

T
_— g == =4 = BES T 5A9H (A % 58158 (8) %
7 -/'h LS A J o i ay Y

o I — 105 =5 6B 1A (F) 68781

(https://www.pmda.go jp/review—services/f2f-
pre/consultations/0117.html) 5
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Purpose and Today s contents finda ®MHLW ]%A

e Today, we will show an overview of the newly established “Safety consultation
for drugs (consultation regarding the ICH S1B(R1) Guideline)” and consideration

points when conducting it and applying for approval.

« KBIX, KBBIZTEVWTHRSN-EEKRTRE2MEHEZ (CH SIBRNAARSAUIZFZRSHEE) O
B UBERRUVAZRRBROBESELZRARLY,

” Safety consultation for drugs (consultation regarding the ICH S1B(R1) Guideline)”

v' Outline of S1B (R1) consultation (S1B(R1)FHER DB )
v’ Considerations of S1B (R1) consultation (S1B(RDfAKMD ZE=ZEIE)
v’ Take home messages (Take home messages)




" 5 )
Scope of STB(R1) consultation findaOMHLW 5

 This consultation applies to all pharmaceuticals that need carcinogenicity

testing as described in STA

e For biotechnology—derived pharmaceuticals, refer to S6(R1)

» ICH S1AICE DL BMARMRBREZEVELTITRTOERR -
CSIE 3

« BE. A TFH/05—ERAEZESOMNABESHEIZDLT S
[X.S6(RNZBHBOL. NARERBOERDEETLZREIL.
DHE(CIECTHBR O RAAEREL TSN,



Flow of SIB(R1) consultation finda OMHLW ]%)A

After submission, After receiving the ' .
I ’ 5 working days # notification, within 15 The expert discussion

working days required

" _ Transfer of
Submission Notification ranster O USer

of requests of

Transmission
of
consultation
recording

Pre—

fees Submission of Implementatio
consultation n of
Submission of documents Consultation
application form

consultatio

: for selection
n meeting

scheduling results

. 4 months before . .y
reqwred implementation — 13 weeks #lmplementatlon date* within about

month . . . — o in advance a month
2 During the trial period, if there are many applications,

selection will be carried out based on the score

KA ERZER
|—> 5875 AP 158075 LA B P A2

E2e]
1533 _ R
- EHDEH AELE O o

A ol (=%
2

N A = D . - == S .
M\}E fjﬁ;ﬁ;}ﬁﬁ — 135B RS A ﬁ EiH q}:,c‘:%ﬁjﬁ LA
XEITHR D, BAZHOGEE L
LRICKYEELTERR 8
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Flow of SIB(R1) consultation finda OMHLW ]%A

After submission, After receiving the . .
ﬁ 5 working days # notification, within 15 The expert discussion

working days required

Transfer of user
fees Submission of Implementatio

Submission Notification
of requests of

Transmission
of
consultation
recording

Pre-
consultatio
n meeting

consultation n of
Submission of documents Consultation
application form

for selection
scheduling results

' 4 months before . -
reqwred implementation — 13 weeks *mmementatlon date* within about

month " . . — — in advance a month
3¢ During the trial period, if there are many applications,

selection will be carried out based on the score

EHIE
Pre—consultation
meetings
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S1B(R1) consultation: Pre—consultation meetings Fmda Y MHLW 9

Ministry of Health, Latour and Welfare of Japan JPMA
;
:

Pre—consultation meetings

At Pre—consultation meetings, we will discuss the applicability of SIB(R1) consultation, the
contents of the documents to be submitted, the validity of the consultation application, the

scheduled time of consultation, etc.

(SEHIEER)

EETER T, KHEZROZ S, REHEHORE., HEBEAADZ Y., HEEERT E R
FIZTOWT, fIb 80 BZEITLVET,

e Pre—consultation meeting is required if the applicant wishes to implement S1B(R1) consultation.

e Based on the documents submitted at Pre—consultation meeting and the issues summarized at
Pre—consultation meeting, we will guide the applicant to apply for S1B (R1) consultation if it is

determined that the applicant can apply for this consultation.

SIBRDMEKDEREZF LT HIHE(L. ERIERITIHETT,
BHER CIRHESN B A UVEIEETORAREAZREZ . ZEBOBLIAAD ATREL Y TS
n=EDIZOWLT, SIBRDEKDBHAHAEZEALET, 10




S1B(R1) consultation: Pre—consultation meetings Fmda Y MHLW @

s JPMA

N . A D HLAH D FTREL KT h
/ M\Eﬁﬁ#ﬁb\%éh -84 . SIB(R) KD BHAAEENRN
Required WoHh? If it is judged that it is possible to apply for

S1B(R1) consultation, we will guide applicant
to apply for the consultation.

Does an applicant have all the
necessary information?

R EREM?

Is the consultation category
appropriate?

A A T EE

Organize the issues

HERXR LR ELHBESNT-FEE.
thDHEHERX S TORLAAZIETR

If the consultation category is determined
to be inappropriate, we will instruct the
applicant to apply for another consultation
category.

THERRIE T A EELRMANRRET S HA L. Rl
epspraatiagy St S al s

= e

When should the consultation . .. .
If important results are missing, we will

be conducted? . . )
instruct applicant to apply again after
obtaining the results.

11

$ 3 #
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S1B(R1) consultation: Pre—consultation meetings Fmda Y MHLW 9

Ministry of Health, Latour and Welfare of Japan JPMA
;
:

Documents submitted at Pre—consultation meetings

e We recommend an applicant to submit the consultation documents (draft) shown in the
iImplementation guidelines.

e However, if it is difficult, a summary (including supplementary explanation of the summary) is
acceptable.

e Since it will be decided whether or not it is possible to discuss in S1B (R1) consultation,
please explain the outline of the WoE evaluation while supplementing it with the results and
evidences for each element of WoE.

AR DI R -

- ENEMTE. EEEMICRIEBEN (E)ZRHTS  Later, [ will explain the items
CEEHERLET, that should be included ~ =~

o L. H#EISE IR (I DOM ERAZSL) TH in the contents at the time of £ : 3
BTY, the formal consultation.

o SIBRDMERRICBWTERAIENEIZHIMTSHLIC , . e fe
1518, WED & ERDRB CRMTHELAAS, 5 2L REOHBRICHH
AT H&3ITL T, HISABTRELLER=EHL

E3 8
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S1B(R1) consultation: Scheduling and notification of selection results fnda ¢) MHLW ]..%A

After receiving the
notification, within 15
working days

The expert discussion
required

After submission,
I ' 5 working days
Transfer of user

Submission Notification .. issi
Pre— fees Submission of Implementatio Transrr:clsswn
o

. of requests of :
consultatio . consultation n of .
for selection consultation

n meeting . Submission of documents Consultation .
scheduling results I SN recording

4 months before
implementation
month

13 weeks #lmplementation date* within about

in advance a month

required

3¢ During the trial period, if thelle are many applications,
selection will be carried ouflbased on the score

ARERREKEE ETHREDOEN
DIE Notification of

Submission of requests selection results
for scheduling 13
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S1B(R1) consultation: Scheduling and notification of selection results -H-nd. )MHLW \-g

Ministry of Health, Latour and Welfare of Japan J PMA
;
:

AR EEEDREH
Submission of requests
for scheduling

1) EEOHEYHE 2) BRICTS HEBNE

(Normal consultation) (Priority consultation)

ERNEmBEmBICEESNCEER*D 5 bX@E
BEDEENTREVWERFET 5mE

* RBUIBEEEEER. FORFRAERRICEESNERRLEVICKHERRE

gL o g EhmbhEmBLUNDmBE* ERIEESNEERRESD

Products other than priority Among products designated as priority
consultation products consultation advice products™, products for

which consultations are requested preferentially

. Including products designated as SAKIGAKE designation drugs, orphan
drug and specific use drugs

Applicable products

@HAH BHADIEE®DH CHIAHRT] B F B 3A A /]
Applications can be made on the
Application date specified date of each month Application possible at any time

*LREGFEOHRAHLORRISHICT ZRELNH ZIHFEE, WHEHEIE ZERFEYIZITI HEDLH S LEELFIER L IBEICE, <ETHERY i >
CIIRICHEBEDHRERAEZITOIEAHY XTI DT, HEICIOLUTEINERFICEIVERL TLEIWL,

If we determine that it is necessary to respond promptly from the perspective of health and hygiene, scheduling for SIB(R1) "
consultation may be adjusted separately from ‘trial efforts’.



S1B(R1) consultation: Scheduling and notification of selection results -ﬂ-ndq )MHLW J%A

< BEREKFEEZ(TERUEE > SHEKFAE~OBEERE >

202353 BSMFE

_ FREFAEEREEEMNE BENCEHARASA~AODEE
AEAERETER P BT 1085 ~ F 485 (BESF) E#EE

2023F8 R =ik 2023F4848 (k) 2023F4R108(A)
9F =5 598 (k) * 5B158(8) =
10E =4 6E18 (&) 6A7E (7
MR ERS 7R48 () 7TE10B(A)
12 EfE7 8A18 () 8A7TE(A)
20241 B =k 2023F9A15 (£) 2023F9HTH (K]
2R Eikm 10838 (k) 108108 (k)
3RERES 11A18 K] 11 HEB (7K)
4F £ 12ZA18 (%) 12HA7TB(XR)
5AERES 2024418108 (7K) * 2024%1 5168 (k) =

https://www.pmda.go.jp/review-services/f2f-pre/consultations/0117.html 15
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Ministry of Health, Latour and Welfare of Japan J PMA
;
:

1) BEDWMEEE 2) BERICIT O WEBS
(Normal consultation) (Priority consultation)
sLITRVER Y $H A LT, &R FOE )8
(@ Trial efforts See below Not applicable
SHEATRIEY#7> SIBRIMEMIE. SEOM. LT 0S4 EERTHICENRE

< Trial efforts regarding applications >

v BHEKEHEAICOT1HEYIBEET
Shemanion v RAIELT., &9 BIZHELTI Bd-YBEBH RS
_— v BT, BASHDBEFREKICKYRTE

For the time being, the following reception methods will be
MNATEE N ER G ERER RS

N implemented.

LAy v" Up to 1 consultation per 1 company in a month

v’ In principle, one consultation is handled per month in each field

EEH%E MR (CHSIBRUA A K54 L Icf5188) ORITIZRS . .
HEBERBEOZMNFESIC 1T of review office.

v" During the trial period, if there are many applications, selection
will be based on provided points

https://www.pmda.go jp/files/000251252 pdf 16

FERICoWT, BliRo L0 BRAFICEMLE L/IZOT, smbHLET,
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S1B(R1) consultation: Scheduling and notification of selection results fnda ¢) MHLW T%A

EE:’E%@;W FHEHRAHA - AZIRE (Transfer of HXEEDIRH

%ﬁﬁ& user fees + Submission of application form) (Submission of consultation documents)
s u
After receiving the R i Yo FEL L TN
notification & PR %
V » .
Aft hving th =
Aft bimizsi , B2 feCeENMINZ THE . .
5 working tays notification, within1 5 \ 4 The expert discussion
wiorking davs g=to N ired

: Transmission
Implementatio

1 of

\ Consultation
scheduling -onsultation

4 months before

r’equir‘ed imple me ntation 13 weeaks *Implementation date* within about
o nth f— %Fﬁ%é in advance a month
seleinn will be carried out bese %ﬂﬁ%%ﬁ%
u FE N * Appointment procedures for /\/
u n expert committee members <EfREREROETIEEIE >
[ | \aa == 7 AT/
. EERRENZELRL,
* m RPMMICIRE L Tz 0
= o Al .. . : Please submit the documents as
EREAER DIEE (Submission of documents for the expert discussions) e el
) — ¢ S s . == | SOO.I’].aS .pOSSI e arter relcelvmg e
MXRERMERBESEZE Y X b notification of the selection
- BRETEmEOHARB Y X P RUOZDEEEEEY X b results !

/\/



)
S1B(R1) consultation: Scheduling and notification of selection results {Bnda ¢) MHLW ]_%A

<BEM@B&HmI<OLT>

v SIBRNMEKTIIEMBEBEERT 5-0. EMRBREHOREABEIZEYET,

V RRIREZEVLHENLGIMEETH, RELEVLWEZRLEEMEZRBELTESL,

v BMBERENISREWVETGMES. EMEEANDEKEBEFHRELTOICENTEY . SIB(R)IE
DA LR 12— )VICHBEEZHLITHA=. RERKEDEANZHEIC, MONIRHT
BEIIZLTLEESLY,

{Regarding the Expert Discussion>
v" For S1B(R1) consultations, Expert Discussion will be held, so it is necessary to submit documents for it.

v' Even if there is no person or item to be presented, please submit a document stating that it is not applicable.
v' If the applicant does not submit the documents for the Expert Discussion, we will not be able to make requests
to the expert advisors, which will have an impact on the time schedule for SIB(R1) consultations. So, please

submit the documents as soon as possible after receiving the notification of the selection results.
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" JPMA

<HHBEHDE (H) >

{Composition of consultation documents (example)>

BEREREVER Background information and history
JEBS R AR i = Summary of non—clinical results
j:j{ Fiéa R R A4k Summary of clinical results
Text WoEZ 7A—FNEH Summary of WoE approach
WoEZ7 JO—F (R R T AREZDMIERUE | The results of each element related to the WoE
DRI VICER approach, their interpretation and considerations
] Conclusion
%ﬁﬁ&*ﬂ' Attachments
&R References
ABREMES Investigator Brochure

By R S BEEEN

Materials related to foreign regulatory authorities 19




S1B(R1) consultation: Consultation documents nda ¢) MHLW 9

" JPMA

BREBRRUVER

Background information and history

(BIAIL==)

v FHRGRDIEFERLIEFEE

v HEEBOBE., BRRRE . ERLOVES, BRKRAOGED---
v FRAREOER

(for example-)

v Name and structure of the product under development
v" Overview of target diseases, treatment options, medical necessity, clinical positioning...
v" History of development

HEERIC OV TBEDHEKRERICTEEHEINATWAZ DL, ICHSIBRD)AA FFM4 VICRBPARTDALD
REHELTVWEWT—XPH B, EMHEFICBEDERERERMATELVLOT, fIRLL S BEREHRZ
MESERPICEEH L TLES WL,

Since the background information is described in the past consultation documents, there are cases where
only the contents related to ICH S1B(R1) guideline are presented. Since past consultation documents
cannot be attached at the time of the Expert Discussion, please include the example during the
consultation as a background information. 20
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JPMA

WoEFZ 7O—F DELY

Summary of WoE approach

WoEZ7 7O0—FICBERT AR EFOREMERUVTOERERLE-EHR

Documents outlining the results of each element related to the WoE approach and their interpretation

LEEHREMDOBHNLGTLEH (RRBREE . AR -7, AROEARFZRTS
EEMRFONAREEBREOTRICEITIME. TOMERAICEITFIEHNSF)

Documents that serve as the basis for the above consultation documents (final reports, published literature/information,

findings regarding the presence or absence of carcinogenicity test results for drugs with similar mechanisms of action,
and other documents that contribute to explanations, etc.)

SIBRDE#IZHT=Y. REBESHHERIL. HIZSVYMHARBROBFERENEETHI O UEBRENED
n=D6(Z, SIBRDEREBLIAL KSITLTLIEELY,

v'For S1B(R1) consultation, since the histopathological results of the 6—month study in rats are particularly
important for repeated dose toxicity studies, please apply for SIB(R1) consultation after obtaining those results.

21
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" JPMA

AIRZFHE CEHRBEAD AR RN E U TOFEBEIZOVWTIERHFICEEL TS,
In particular, please pay attention to the matters below that were often lacking in explanation in the CAD
study.

DN N NN <

AN

EBZPHTERN, /ER. £VPRFIECEE T HERA

BIRMFEEIERICEEI 555
BRICEMISADMDIEEMIZDONTOHEREA
BEchoREBEHEFEMNATRICSOVLTOEE
(FolBERFEDRRBFEIFT HIRMN

RET—IV
KR&EYIZBET SEREA

DN NI NN

< S

description of pharmacological target, action and biological
properties

description of secondary pharmacological effects
description of other compounds in the same drug class

discussion of Concerning Histopathological Findings
evidence supporting a rodent—specific mechanism of
expression

exposure margin

description of metabolites

22
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AN

AN

FPELTWSERRAE-REICETHAMRTDEHREE (Cmax, AUC F) EXELFERABRICEHT
HAEREE(RBSEERUVRERAEZET)REFOEHREEE (Cmax, AUC F)ZzHEBLI-—ER.

KEVICBEZLHLIONERL. BELNHLIESICEK. KEYOEHBRBEEZLEL-—ER,
MO BBRENES

BNRHEHYBICEFS ICH SIB(RDICE ISV AR ERER D RERICET 2 ER R UHIBDOIR
PLii--IRHEH (BRYTHEEICRES.)

Table comparing systemic exposure (Cmax, AUC, etc.) of the active ingredient at the planned approved
dosage and administration and at each dose (including no adverse effect level and the highest dose) in
major toxicity studies.

Tables whether there is a concern for the metabolite and, if there is a concern, comparing the systemic
exposure of the metabolite.
atest Investigator Brochure

Judgment results of foreign regulatory authorities regarding exclusion of rat carcinogenicity study based

on ICH S1B(R1) and submitted documents on which the judgment was based (only if applicable) -,




S1B(R1) consultation:
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Consultation documents nda € MHLW 9

JPMA

<SEMEIE>

v ERESICH, BARERDICEYA
ATIELLVRHBRZREEHLTNVSDT,
SEZIZLTLESLY,

<{The implementation guideline >

v" The implementation guideline also
describes the content that should be
included in the consultation
materials, so please refer to it.

(Bl —2)

HEMED L, EELLZEMEMER (ICHSIBR)TA F7 A4 AR 5HHR)
(2 BT % FEh A

9. fHREBHIEVATHNE

EEHIEEVIATLHNEIL, UTOFERESH TIIEE N,

» ICH SIBR)A A FT A NRB RO EMEIZE - 72 B E R U R IHFRIE NS Weight of
Evidence 770 —F|CEFET AR EROMRBERERPZFOEREZT LG (HxX: T
Do 7E, AXOEEHIMZ, EXOEEARHFTRETH 2551213, EICEE LT
HI L)

* PELTWHAERHE - ARICBI2FVRTOLFEEER (Cmax, AUC%E) L EER
BHERABRICBT25REE (EFHERUERAELZED) REFOEHEHEE (Cmax,
AUC %) #i#Li-—EHR, BICEERLL25E8101%, Yo 2ERE &4 Lk
Lic—ER (FREHMEEFICHLY T2 -BER/THSINATHWIESIE. TUEZAL Z
LRTED,)

- EREFERRE R ORI & 2 S EE (RAARES . AR - FH, FROERAEFZET5
EELFONPARERBEEOFTEICET 2HRE, ZOMBRIZET HERE)

- T O IR EE

- MEAMREI Y B2 D ICH SIBRDIZE-SL T v MBS AFIERER OGERIZE T 2 HIlrkE
FEROHET ORI L 2 > RHEE ST H5H5ICR5.)

https://www.pmda.go.jp/files/000251251.pdf 24
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HHKERDPTOERIZEWT, [AIZE SOOIV THEWNMEERHSD T, SBAXDHTL
R PRBRBEELZSIALI-LT, HBATAHEIICLTESLY,
BESNAMENREETHIGEICIE., FHICEHEMICERAL TESLY,

In some cases, it is not clear what the consideration in the consultation documents is based on, so please
cite published papers and final reports in the explanation and please describe them. If there are any findings
of concern, please describe them in particular detail.

Svbeh AREHREEERARBRICOVTER. RREOREEOMIZ, ICH M3(R2) HAFZSA I
E I EEHAENRTERLHRALTLEEL (X502, MTD 2 . MFD ? . BEDfafihiE_5H
=EF ),

Regarding the 6—month repeated dose toxicity study in rats, please explain the rationale for setting the
highest dose based on the ICH M3 (R2) guideline in addition to the safety margin for each dose.

25



S1B(R1) consultation: Time Schedule Finda OMHLW - J% A

After submission, After receiving the
I ' 5 working days # notification, within 15

working days

The expert discussion
required

Transfer of user

fees Submission of Implementatio Transmission

consultation n of oli i
Submission of documents Consultation COnSH a. o
.. recording
application form

Submission Notification
of requests of

Pre-

consultatio
n meeting

for selection
scheduling results

4 months before

l’eCIUWed implementation — I

13 weeks # Implementation date

within about
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Consideration points when conducting STB(R1) consultation ~ Pnda ¢) MHLW T%A

e SIB(R1)IEHKZERL—XIZHEDHBET.
VBIEAFETHARHEZEZERLT. RMEZEH>TEIEMR(WA)ZHLATKIICLTLIESLY,

VEREBOWE) TR BEEOEVWEHEZREWLV-FTh(X., BEOHRANHELOTLGSEH.
SIBRNHKDEBAAEZRL—XIZERNTEIEEZTT,

e Please keep in mind the following points to facilitate the S1B(R1) consultation.

v Apply for pre—consultation meeting (required) well in advance, taking into consideration when an
applicant wishes to have an advice.

v'In pre—consultation meeting (required), please submit highly accurate documents, because it would
allow regulators to extract issues and points of discussion and smoothly guide applicant to apply for
S1B (R1) consultation.

« SIBRDMERICHT=Y ., RELGHAR. 7. SHASNTERTHANZOVT, HITBEL TS,

v"When applying for S1B (R1) consultation, please keep in mind whether the required results, information
and explanations are sufficient.
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o« FYMNABRMERERIC DT, %A%, EEREE. SIBRNEBEBOWThERIRTEIMDE

BRERFIFEEBICKBEEZAFT,

ERICEMNFELTIE, HIBTEFRAIC
FTADMERET HERIITL TS,

* Regarding rat carcinogenicity study, we think it is very important for applicants to decide which of the standard
strategy or S1B(R1) strategy will be chosen. Applicants should carefully consider the results and findings that exist
at the time of judgment and decide which strategy to choose.

FHETHIEEZT2ITRELELET, WTFhOEREZRR

Sponsor Assesses Key Biologic, Pharmacologic, and Toxicologic

Information to Form a Carcinogenicity Assessment Strategy

Carcinogenic potential in Carcinogenic potential in Carcinogenic potential in
humans is likely humans is unlikely humans is uncertain
Addendum Section 2 Addendum Section 2 S|B Section 4

Document WoE assessment and |. Document WoE assessment and I. Long-term (2-year)
seek regulatory consultation on seek regulatory consultation on carcinogenicity study
not conducting a 2-year rat study not conducting a 2-year rat study 2. Additional in
and/or a mouse study™* 2. Mouse carcinogenicity study™* study

*#ln some cases a mouse study may not be appropriate (see Section 2.3)

vivo carcinogenicity

*WoE=¥¥eight of Evidence,

| S1B(R1) schedule _

) RatlM ) Rat3M ) Rat6M

\ SlB Rl)

,’ s
(DRA reglons)

Iy

2Y-Rat carcinogenicity studies

) 6M-rasH2 mice or 2Y-mice carcinogenicity study |

I Standard schedule

>
;//

Clinical PIIl study |

) RatlM ) Rat3M ) Rat6M

>
,//

Clinical PIIl study | ‘

NDA

/ I
\
\)GM—rasHZ mice or 2Y-mice/rat carcinogenicity studies | |_
1
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Consideration points when applying for approval £inda ) MHLW @

JPMA
ICH S1B (R1)
<:E%ﬂivbﬂﬁ
FeBRATHE BWoESHiI = £S5y M A B EREBO & &
+ BRI RMARERBELZEHDONS SRS T ITYIRETIL

REBRD E A fF 1T (WoE) FikI“KD
Sy DA REEEM (THFERAR—X) D 2fED - FEZX AL AR ER
(SyR2EB+~<oR18HALLL)

‘ ED - 3EE

24ER5 v R ANAAR IR @ 1B D (> M % L= hS AR SRER (1=
SRR IER Svk2EE)

+ $EEAE -1 HA in vivo 1T o EEEER

o WoEFHMICE ISV ARMEREBRD R IRICFESEHIE. Module 4.2.3.4, Rodent Carcinogenicity |IZ
A

* CTD2.6.6|=WoEEF{ii DAL . CTD2.6.7["WoEFFfi [CEIES YN ARIERERZE RERTRELHIBTL. 5
FOYARIERER XL TLERWLIEZREH . TOMIC, BEITEC TR ELGIEZ B V)G & AT (<o S
e Documents related to exemption from rat carcinogenicity studies based on WoE evaluation are placed in “Module 4.2.3.4, Rodent Carcinogenicity”

* Please describe the outline of the WoE evaluation in CTD2.6.6, and described in CTD 2.6.7 that the rat carcinogenicity test was waived based on the
WoE evaluation, and the rat carcinogenicity test was not conducted. Besides, please describe the required results in appropriate places as needed.
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Thank you for your attention !
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