¢ ICH a5 ICHEI LS

harmonisation for better health

ICH S1B (R1): EE R DA R EREBR DU TE

PMDA/MHLW

INITASEF(
P Fh4E (

EJ

E 7 EELBEmME

JEEGLBMELE

FAH 2 (PMDA)

JPMA

AH % (HTHEE)
I E@RER (FRATIAHE)

L

2022, July 7 webBf &
(FTRINATYYREE 2022, May. 22-25)

L

1



)' ICH ICH S1IZTRNAT)IRELE DS NE

harmonisation for better health

T person Web (*Core time 2hr/day

US FDA Timothy McGovern (Rapporteur)
Todd Bourcier
PhRMA Ron Steigerwalt Jose Lebron
EMA Jan Willem van der Laan (Regulatory chair)
Markku Pasanen
EFPIA John L Vahle Thomas Nolte
MHLW/PMDA Kumiko Ogawa Akiyoshi Nishikawa*
Jihei Nishimura
JPMA Shigeru Hisada Kenjiro Tsubota*
Health Canada Alisa Vespa Geoffrey Ebere*
Swissmedic Tania Cavaliero
Elisabeth Klenke
China Tao Sun*
Korea Jinhee Lee*

Total 10 9



 ICH
) harmonisation for better health
S1B(R1) Addendum
TESTING FOR CARCINOGENICITY OF

PHARMACEUTICALS

Report to the Assembly
Athens Meeting, 24 May 2022

Speaker/ Rapporteur
Timothy McGovern, FDA US

International Council for Harmonisation of Technical Requirements
for Pharmaceuticals for Human Use



, ( harmonisation for better health

Outline

° FEYIDEE
o REATDIRN

o XEBDAEH KN

S1B(R1): Testing for Carcinogenicity of Pharmaceuticals

Report to the Assembly

s TR THDIRN

o EEEHME: FELIAMNIAM 2 EES
o &
o Tyt IJANDELE

‘/1’E¥n+ﬁ0);

v

e NS0k

Ao

X ARICEDIVTHEBEZES

VIWGHDFERLICEET 2B E

RSV E

IR




S1B(R1): Testing for Carcinogenicity of Pharmaceuticals

) Igﬂat jon for better health Report to the Assembly

rEYIDBEE

o ZOMHEIL, SIBAFERASNTLIERDEZDHS, EXHRT 2D OMhD#E
ARIEHE., BEUZFDE ICHSIEWG AR L =BG mEREIZE>TERF T
bhTLVS

* SIBI[CXH I DINLDEEICEY, BESADKEMZRGTSILLE ERMDENE
BRAED)RYIZH LT B0 D, XY BB THEHLREEBLD EH (WoE) 7 70—
FHREASIhD

o BEOMMBEL, 7—RN\A5—ATFHESh . 2FFSVMNABRZRET H &<
ERAEFEZ Z T ANTERIEIHHIEEND

e BRNDEXEDMD2EMIYMARMEREBRDEREL., DRI INMEEZEZS
o hEMNFHETE-ODEEIZDOVVTHEILLLI-EDTHS

° rasH2-TgY¥ IV RETILEZRAL-REFTELERIZHHTL. 505D MITAUCIR SR L (B th
FH:ER) D, BRAMEMOBRAELL TEVILGEETHSICENRINT-



harmonisation for better health

Key Principles 6 F 14 A BRI IR

Sponsor Assesses Key Biologic, Pharmacologic, and Toxicologic
Information to Form a Carcinogenicity Assessment Strategy

o
) ICH S1B(R1): Testing for Carcinogenicity of Pharmaceuticals

Carcinogenic potential Carcinogenic potential Carcinogenic potential
in humans is likely in humans is unlikely in humans is uncertain
Addendum Section 2 Addendum Section 2 SIB 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 vivo carcinogenicity
and/or a mouse study** : s sk stud
2. Mouse carcinogenicity study Y

*WoE=Weight of Evidence, **In some cases a mouse study may not be appropriate (see Section 2.3)
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2-year rat study and/or investigative approaches

more likely if

\

Poorly characterized biologic
pathways, unknown class effects

Low target selectivity,
off-target activity

Hyperplastic or other lesions
of concern

Endocrine/reproductive
organ perturbation

Positive genotoxicity data of
uncertain human relevance

Immune effects of uncertain
human relevance

Target Biology

Secondary
Pharmacology

Histopathology
Chronic Studies

Hormonal Effects

Genotoxicity

Immune Modulation

Well characterized biologic
pathways, known class effects

High target selectivity,
no off-target activity

No findings of concern or
human-irrelevant findings

No findings of concern or
human-irrelevant findings

No genotoxicity risk
or
Unequivocal genotoxicity (S1A)

No effect on immune cells/tissues
or
Broad immunosuppression in humans

Potential Investigative Approaches to Further Inform Concerns Identified by WoE (see Section 2.1)

6 14 E#IR

Jess likely if>

Nonclinical Approaches: Including but not limited to special histochemical stains, molecular biomarkers,
serum hormene levels, immune cell function, in vitro or in vivo test systems, data from emerging technologies.

Clinical Data Approaches: Generated to inform human mechanistic relevance at therapeutic doses and
exposures (e.g., urine drug concentrations and evidence of crystal formation; targeted measurements of clinical
plasma hormonal alterations; human imaging data).

When all WoE attributes align towards the right side of the figure, a
conclusion that a 2-year rat study would not add value is more likely.
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© FIE A D E:

To determine Whether the couclusmns from these retrospective analyses could be confirmed in

subsequeut international prospective study was conducted under ICH S1(R! )
Proposed Change to Rodent Carcinogenicity Testing of Pharmaceuticals — Regulatory Notice
Document. The process and several status updates reporting results are posted and available at
the ICH website (ref link). Carcinogenicity assessment documents (CADs) and associated data
from 2-vyear rat carcinogenicity studies for 45 compounds were received and evaluated by
regulatory members of the ICH EWG. The conclusion from this prospective evaluation
confirmed that an integrated WoE approach could be used to adequately assess thT human

B2 R E:

2 Methods and results of the ICH S1 prospective evaluation study will be summarized in a future
publication |
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Expected Completion

Deliverable
date

Jure 2022 B DB R T LIZEEINDRTYIAOEEL
TREILTE

July 2022 ICH WebY A FRDRL—=2F ASARETRESE S

1% Qur 2023 A= BT DR 2R D 51T

2" Qer 2023 B EHL . A= ERXES RT3




S1B(R1): Testing for Carcinogenicity of Pharmaceuticals

o
)C!CH for better health Report to the Assembly

FEDH

* S1B(R1) TlE. EERODERENA R VFEMIZHINT.,
BI2EMSYMNABRZERT 5K DOYIZ, T—R/\A4r
— A TSN SWoEEEZFERT 5., KYUE FRIBHL

[CEDW=-HEMWE77O0—F2EA
° rasH2-Tg¥ ) RZFALVERNAERER

h/TﬁO

Blj-éﬁJ

=gt

ROBEELL T, MBREEEAUCLEAS0ETHAZEN

BRSNS,



- S1B(R1): Testing for Carcinogenicity of Pharmaceuticals

’ Igoln_ls!tinnimbetterheaith ‘ Report to the Assembly

=D

2011 DEE Y7 (IWGH] [B] ¥ &) h S

e 11FMBIchHhT=5 R &K EBIZHLTICH
mLE;EK&U%A‘:@%j-éO

« FIRZEHEDEMIL., INELI=T—2IZ
EOREZEICL. B4D770—F%

RALT SRR I TORERZEIRLL .

The EWG is now ready for the beach
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International Council for Harmonisation of Technical Requirements
for Pharmaceuticals for Human Use
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