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RND Public comments (MHLW)

92 public comments from 18 stakeholders received at MHLW

Category Number of comments

A: no need to discuss 34

B: need to discuss probably at 9- 4 (Summarized)

EWG - 15 comments &

C: need to discuss at EWG 26>11 (Summarized) » Proposed outcome

D: need to discuss for QA in 23
JAPAN

Total 92
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ICH

harmonisation for better heaith

* DRA China

* DRA Korea

* DRA Singapore
* EFPIA:

e EFTA:
e EU:
* FDA:

e Health Canada
e JPMA:

° MHLW:

* PhRMA:

Participating June 2013
S1 EWG Membership

Yan Huo (Observor)

Jong Kwon Lee (Observor)

Toh Tiong (Observor)

Ulrich Deschl (Topic Leader)

lan Pyrah (Deputy Topic Leader)

Steven Spanhaak (Expert)

Tania Cecilia Cavaliero (Observor)

Jan Willem van der Laan (EWG Regulatory Chair, Topic Leader)
David Jacobson-Kram (Topic Leader)

Todd Bourcier (Deputy Topic Leader)

Celia Lourenco (Observor)

Shigeru Hisada (Topic Leader)

Toyohiko Aoki (Deputy Topic Leader)

Ryo Fukuda (Expert)

Akiyoshi Nishikawa (Topic Leader)

Kumiko Ogawa (Deputy Topic Leader)

Mizuho Nonaka (Expert)

Frank Sistare (EWG Rapporteur, Topic Leader)
Michael Graziano (Deputy Topic Leader)
Joseph DeGeorge (Safety Coordinator)



@)
J1)aw1t)LS1 EWGE i {4 FE Pva

 “Regulatory Notice for Public Input” Document

(RND)( Xt9 %/\T1) J7ZI)‘/H *ﬁé*ﬁt\%ﬁ
%L T, RNDZIEIE, RIRLITELVIZIZ R E

* RNDOREFBIER
- CAD, ASA R EER AR D 1R H ik L3R T & B & % 5T

—%E%U/Jé)%l Z&ABCADIZEHT AaAANDDEAD T —F
/\J

— Y OAMNARMEAEBEDLEEDHESE

— FE{lcADD HZFS0EZFDRBEDHEER

— CADYERK R AAEIZEDStep 4EFTDART D a1—)LD
REL




EWGE iR DB Jpia

e Dayl(6/4)
— Step4EXTDARYT Y a—)L
— RNDZEIZW T B/NT)yHaro DB E: FlZENG S
— RNDODIEIERET

e Day2(6/5)
— RNDODIEIERET
— RNDE([ZX T BH/N\TYy At DR Fis LDHa
— RNDIBIEEENXEWER

e Day3(6/6)
— SCTLEVHEDRASARERK. SCERE
— RND{EIE ZEline-by-line CHEER

— CADUMZHZ (RND Appendix 2) CADn:HﬂﬁG)?EI'lzZ CADIZEE9 45
BhSDT4—R /N2 DLV TETEE. RNDISIE



@)
RNDZEIZXF /Ty g A | pua

o NTYwHatr bk
- NARMFTEEDZERICET SR DIAA
[F7Eh-oT=
— XTJE:D(./I‘
* EMA : 6 RT—UHRILA—(SH) M5
e PMDA : 18 SHMS
e FDA : 10 SHMS

— OANDOE
o BEFROA N 12I1CHEE
e BIMZEEFEEM LDaA N 1212958



Q)
RERL: IO ANARESHER Pva

o YVAMNAIRTEAHERDELE T T
« SIBAARSAV DERMBEAITEZGL
- A73Y—1:EFTOHENAIVRIBHY
« Y XV ADHARMEHERIEITE
— BATSIAN AR SA VI TH AR ER N A S R BE
— HT73)—2 EFTOHENA) RN
¢ Y XD ADDAREHBRNDHE
- A73J—3:ELTOHENAIVRIEEL
« SYMAAREARIITE
« YVADNAREABRNLE
— TgY VAN ARMEHERNE A




@
ZEM2:CADBEH JPRA

o BiIMEFFHEICWNELRCADHE
- NARMERABRBENFON TEILSNTI=CADD BHiZ# %
50&9 %
« BEDT—EAR—ADBTICEDN=HARERMEIFHMmEL BRER
% . &blTprospectivelZFHE T S EM L+ R 7E/NT—H B S
— 40% L EDATT) —SILEMMNEENTVILELNHD
e 173 —3a.3bDFHEMNEE
o SFRICKBEETET —IN—XTIL. A73')—3b(true negative) M
It EMHAHIEL THIS%EHE



\ @
ZEHE3:CADDIREHET—F/7\y/7 Pua

« CADIRHDAAZ2Y
- EMEHHAROBRZBFEAT, MURMRABROKR 5EFIR18MNA
LIRIZIRHE
— DMARMREBRDESHAIBIELNATHLIENEFELLY
e CADDiEH
— ERIREABREIE D 1 R H B FHIZIRH
o« WN\—LA— (X4, EVRFILH)
« Appendix 2 templatex ST E L ILCAD (HEFFIHEZIRY . BFT—73)

— CADZZFELI-RFYBIE. ELILCADD A E M OIRF XY EIZE A
s EXENZME. ERILCADDAHEZIMBORADLE A —FEIZEH
e ERAILCADZYEBLE A —FZENELH
_ ARSI ST B\ T RE R

o CADIZX I ABHLBBDIAA D I4—RINYD

— TENFLEINIL., 3[FI L BIXCADIZH TS HhTT) —0£EIZxt
FTABAANEEONZ T4 —K/I\wDT B




Appendix 2: Template for Use in Submitting \Q)
Carcinogenicity Assessment Documents JPMA

Appendix- 2:-Template -for-Use in-Submitting - Carcinogenicity-
Assessment-Documents.

1
[ Checkone:~1)  SponsorDOES wishto receive' DRA feedback. ]
-+ = =2y  SponsorDOESNOT wish toreceive ' DRA feedback. |~
=

Directions-to-Sponsor:-Complete-the-left-side- column for-prediction-afrat-tumor- o

outcome, value-to-overall-carcinogenicity- assessment- and human risk- implications, -and-

categorical-assignment/waiver- support. Thereviewing  DRA-will-complete-the- DRA-

Concurrence’'-cell-after-review-of the- CAD, and will-complete-the right-side-column-

after-review-of the 2yr-rat-carcinogenicity- study-report.o

Tumor-OQutcome-from 2yrRat-Carcinogenicity -Study-

Prediction by Sponsor+ Actual-Outcome-According to-Sponsor- |-
(positive/negative; and target organs)- (positive/negative; and target organs)-
(consider “unknown prediction” only for-

Category 2)~ Actual'Outcome According to DRA~ "

(positive/negative; and target organs)-

Value-to-carcinogenicity-assessment-and -human risk-implications-
Projected: Value~ ActualValue- o

Categorical Assignment-and ‘Waiver Request-

Predicted’ Category+ DRA Concurrence:(Y/N)~ | Actual Category + o
- Predicted- Category~ e

a

Waiver requested (Y/IN)- Waiver supported (Y/N)e Waiver supported (Y/N)-

o
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° Prospective Evaluation Period Project Plan
) ICH (assuming 25 rat carco studies submitted/yr)

harmonisation for better health

| 2013 | 2014 | 2015 I 2016 I 2017 I
Path to Step2 & Publish Finalized /I\ /]\
Step 4 RND & Launch PEP* o oy
(Aug) 50 Completed CADs

Prospective Data
Collection and Evaluation

Prospective Evaluation Period

Submit CAD Submit Final e PEP will end after ~ 50 studies
To DRAs (Oct 2013) results to DRAs (Apr 2015) e PEP will need >> 50 CADs

Carco Administration (2-yr =

X Carco Study C

discontinue study

X Carco Study D
A ¢ 67% mark expected
Carco Study 33 Administration (2-yr Aug 2016 to
- i \  support Step 2
Initiate Dosing Sulsrit g Publication
(Aug 2013) To DRAs (Aug 2016)
Carco Study 50 Administration (2-yr 1
A A
Initiate Dosing Submit Final Results
(May 2014) To DRAs (May 2017)

e 100% complete by
*PEP: Prospective Evaluation Period June 2017 ICH Mtg



harmonisation for better health

). ICH Results of Industry Surveys

To meet Nov 2017 Goal for Step 4, need at least 30 Rat Carco
Studies Underway ((@<18 months) and need to accrue at least 20
more starts over the following 9 months to reach submission of
50 CADs w Completed Studies

Industry Survey Studies Underway Estimated Per Year
Additional Rollout Rate

JPMA Survey 15 7

EFPIA Survey need to add need to add

US/ IQ-PSLG Survey 8 17

Caveats:

1) Anonymous surveys so uncertain of company overlap across
organizations

2) Not all carcinogenicity study starts will reach completion
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P June 2013 Revised Timelines for St
) st | EVMG Pathway to Step 4

Draft

Public Comments
Regulatory Notice

RND published regionally Incorporated Into
Document (RND) fOr by 3 Health Authorities for 60 - 90 days a ReViSGd RND
Public In p ut Public Input; also posted to ICH Website

Seeks input on proposal, criteria and (Begin revisions @ June 2013 Mtg)

(Final @ Nov 2012 Mtg) on prospective data collection period

Step 4 Guideline

(??>Nov 2018?7?)

. Dat t
Finalized Regulatory prospective Steg;gggszem
Notice Document: _ w/ revision
A) Proposes modification to S1 Data C0”e_Ct|0n Step Z_Document
Guidance w specific criteria for & Preparation of PUb“Shed for
justifying a carco study waiver —b Draft Step 2 Public Input
B) Explains the design and Publish

- 2?Nov 201727
launches the prospective non- V& ICH 2014 — 2016/17: (el )

L . . . P '
binding trial evaluation period AJSCZeOSfS 2 possible outcomes
(RND Finalized July 2013)

Data refute

Proposal to
(Publish Peer-Reviewed

Modify S1
Scientific Manuscript Abandon Effort
In 2017)
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