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1. INHAND Project
(2008~2015)

International Harmonization of Nomenclature
and Diagnostic Criteria for
Lesions in Rats/Mice and Non-rodent Species



INHAND Historical Background
Literature

1983-1991 Monographs on Pathology in Labor

Animals, ILSI -

« 1990 Pathology of Tumours in Laboratory A
Volume 1 — Tumours of the Rat, |ARGC

« 1994 Pathology of Tumours in Laboratory At
Volume 2 — Tumours of the Mouse, |ARC

« 1996 Pathology of Tumours in Laboratory Ani

Volume 3 — Tumours of the Hamster, |14

 1996-2001 Monographs on Pathology in Laboratqg
Animals (2" Edition), ILSI

*« 1990 Pathology of the Fischer Rat, NTP,
Boorman et al.

+ 1990-2003 SSNDC Guides, STP/ARP/AFIP (31 Volumes)

IARC = International Agency for Research on Cancer



INHAND Historical Background

Revision of Nomenclature
(HEE-ZMEEODRE-H—1E~DENZE)

=2001 RITA started with revision of rat manuscripts
under consideration of harmonized rat nomenclature

=2005 STP discussed revision and extension of
SSNDC guides primarily for non-proliferative lesions

22005 INHAND proposal brought forward by ESTP
and RITA for STP consideration

22006, the BSTP and the JSTP joined the initiative, so
that the project was truly global

(JSTPIE/ A2 H—/\—DSTPEMESENSSIN)




America Asia

INHAND organization

International harmonization of nomenclature and
diagnostic criteria: INHAND

Global Editorial + Steering Committee
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INHAND Project:
Rodent: Organ System Working Groups ( 2008~2014)
Non-rodent: Species Working Groups (2013~2015)

Organ System Working Groups

GESC « Chairs appointed by GESC

,L « Members from each of the

/ N osTS at
participating societies

@G‘Chalr « Members nominated by

Individual society

and approved by GESC
Members I PRIQUES DY
\ 4 » The chair may include
additional members

* Primary task —
non-proliferative lesions

Proliferative lesions —

Registry of Industrial

rawongy mumsieata — (rafts by RITA are used




INHAND Manuscripts — use of JORENI to review

When a Working Group has completed a draft of its
nomenclature, the draft (with illustrations) is submitted to the
GESC for initial approval and then posted on goRENI

'oml

Reglstry Nomene!
Infarmatisn

global open RENI

The standard reference for nomenclature and diagnostic criteria in toxicologic pathology.

Login || Home || Background | Sponsors | Links + Infos | Contact us | Help |

N Please visit our Sponsors
Site Navigation Welcome!

* Login
* Home

* Background . . . L . ) . H
* Sponsors goRENI is the standard reference for nomenclature and diagnostic criteria in toxicologic pathology and at the same time the Internet 3
o [T £ TS discussion platform for the global initiative "INHAND" - the International Harmonization of Nomenclature and Diagnostic criteria.

\ . [

seciety gp
You have reached the homepage of goRENI. AR

* Contact us
* Help e If you are interested to learn more about goRENI and INHAND, see the documents in the "Background” area. \\

e If you are a goRENI member, go to the Login page first and identify yourself before you proceed.
e If you would like to become a member of goRENI, see this page for more details.

* Please do not forget to visit the home pages of our Sponsors: without their generous financial support, goRENI would not exists.
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INHAND Manuscripts — use of goRENI to review

global open RENI

The standard reference for nomenclature and diagnostic criteria in toxicologic pathology.

Logout | Home | Background | Sponsors | Links + Infos | Contact us | Help |

01-Mar-2011
Diagnostic criteria | Calls for Comment on Manuscripts

select manuscripts
* via Organ Systems
* via Organs

y, Zymbal's, Preputial, and Clitoral Glands Lesions
until: 31-Mar-2011

* via the Index List Introduction (Overview)
Mammary gland (Overview)
goRENI members Zymbal’s gland (Overview)
» GESE Preputial (Clitoral gland (Overview)
* Calls for comment Genetically Engineered Mice (GEM) (Overview)

* Forum activities Acknowledgements (Overview)

Mon-proliferative lesions

Organ Working Grps

Amyloid — Mammary Gland: Lobule

* Guidance Document Angiectasis — Mammary Gland: Lobule
: ?NT:I:IEI':L ?;:nuemnslr;iu e Atrophy - Clitoral Gland; Preputial Gland
* RITA proliferative Atrophy — Mammary Gland: Lobule
Atrophy, acinar — Zymbal's Gland
Tools Congestion — Mammary Gland: Lobule
o @ Corpora amylacea — Mammary Gland: Duct/alveclus
» Downloads Degeneration —Mammary Gland: Duct/alveolus
* Links to goRENI Dilation - Mammary Gland: Duct/alveolus
Edema, interstitial - Mammary Gland: Fat Pad
CK Fibrosis, periductal — Mammary Gland: Lobule
* Log out! Hemeorrhage — Mammary Gland: Lobule
* Change your password Hypertrophy, lobuloalveolar — Mammary Gland: Lobule

Edit your user data

Infiltration, lymphocytic or eosinophilic — Mammary Gland: Lobule

ion, acute — Mammary Gland: Lobule

Inflammation, chronic - Mammary Gland: Lobule

Inflammation, chronic active - Mammary Gland: Lobule

ion, gi —Mammary Gland: Lobule

Mineralization - Mammary Gland: Fat Pad

Necrosis — Mammary Gland: Duct/alveolus

Pigment — Mammary Gland: Lobule

ion —Mammary Gland: Duct/alveoclus

Thrombosis — Mammary Gland: Lobule

Proliferative lesions

Adenocarcinoma — Mammary Gland

Adenocarcinoma — Clitoral Gland; Preputial Gland

Adenocarcinoma arising in fib —Mammary Gland

Adenoma —Mammary Gland

LOGOUT |



INHAND Manuscripts

= Members of each Society are notified that the draft is posted and available for
comments for a 60 day period. After the comment period is completed, the WG
considers comments and prepares a final draft. This final draft is reviewed once more
by the GESC and posted on goRENI.

® |n addition to posting on goRENI completed nomenclature for each organ system will
be published in the official journals of the participating Societies: Toxicologic Pathology
(STP and BSTP) and Journal of Toxicologic Pathology (JSTP)

= Current status (as of July 3, 2014): 6 organs in ToxPath and 3 organs in JTP

— Respiratory System complete and published in Toxicologic Pathology

— Hepatobiliary System complete and published in Toxicologic Pathology

— General Principles manuscript complete and published in Toxicologic Pathology

— Urinary system complete and published in Toxicologic Pathology

— Central Nervous System and Peripheral Nervous System complete and published in Toxicologic Pathology

— Male Reproductive System complete and published in Toxicologic Pathology

— Mammary Gland, Zymbals Gland and Clitoral/Preputial Gland complete and published in Toxicologic Pathology

— Soft tissue/Integument complete and published in Journal of Toxicologic Pathology (JTP)2013
— Female reproductive system to be published in JTP 2014

Other organ systems in various stages of drafting

= Target completion of all rodent systems by 2014; non-rodent by 2015



2. INHAND Collaboration with FDA/SEND

* FDA implementing a process that will allow Pharm Tox
reviewers to electronically review, search and mine data from

non-clinical safety studies
e Software to convert all electronically submitted data for a drug development
program into a standardized format searchable within and across studies and

programs

* Standard for Exchange of Non-Clinical Data (SEND):
lexicon used for nonclinical data mapping and transfer
Standardized nomenclature for clinical signs, clinical
pathology data, and macroscopic and microscopic anatomic
pathology findings

* FDA/STP collaborating to utilize the INHAND nomenclature
as the basis for the standardized terminology for anatomic
pathology (currently available only for rat with non-rodent
working groups being organized)



INHAND Collaboration with FDA/SEND (continued)

Collaboration between INHAND, CDISC, and FDA will be phased in:

Phase | (2012-2014)
*GESC will assist SEND Controlled Terminology (CT) Committee

e Setting up appropriate categories to segment (bucket) microscopic

terminology
* ‘Buckets’ include the diagnosis or “basic process” (e.g. necrosis) and various
types of modifiers such as severity or distribution

* Help provide appropriate definitions for each category
*GESC will map the current published terminology to the SEND codelist,
i.e. map the INHAND terminology to the appropriate ‘buckets’ for SEND
Phase Il (ongoing)
*GESC will become a permanent standing committee of the various STPs
*Defined appointment and term of members
*Clearing house for comments, requests for updates, etc. to the INHAND
terminology from the STP memberships,
*Liaison with goRENI and contacts at various journals so basic structure for
future endeavors is maintained
*‘Scientific advisory board’ to the SEND CT committee (or other group) charged
with maintaining and updating the SEND terminology
Phase lll (2014-2015)
*INHAND will address nomenclature of other species on a species by
species basis rather than an organ system basis
*dog, monkey, rabbit and minipig



INHAND Project on Non-Rodent Working Group
2013-2015

"Non-rodent Working Group "If appropriate, the global chair

(NRWG) Membership may recommend one or more
Established by GESC members to ensure the right
= balance in terms of expertise
" Global Chair (e.g. proliferative and non-
" BSTP members (1-3) proliferative). The chair should
"ESTP members (1-3) consult with their GESC
" JSTP members (1-3) liaison for approval of
" STP members (1-3) additional members.
"NTP member/liaison (if
possible)

B GESC liaison



INHAND Global Editorial Steering Committee (GESC)

aSTP mnESTP
—Charlotte Keenan —Suzanne Rittinghausen
(chair)

—Wolfgang Kaufmann

—Peter Mann (previous chair) —Thomas Nolte

=JSTP

—Taki Harada
—Takuji Tanaka

—John Vahle (previous chair)
—Ron Herbert
—Dawn Goodman

—Beth Mahler, NTP _
—Katsu Yoshizawa

aBSTP

Alvs Brad " Fraunhofer

N y-s ey —Gerd Morawietz (retired)
—Julia Baker

—Rupert Kellner
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B. EEMERUVESEZRM LTEDICEMNGFERTH
5, ERITREBEARDPICEENTEY.,. TNEEIE
9 D hiPathologist D& B TH B,

- BE-EEFOREHARIZEVTEESINSRET
—ADEPEEEZEHLH=O., EEFEEIZSLTIE
REEMFOREFENEAINTEY. ZED
Pathologists R MRIBT—2D B HIMR EIZ&RIIH-> TNV,
ACVP (), BCVP (&) ,ECVP(FRM ), JCVP/ISTP(R)

16



E7ZLEa1—"Peer Review’&ld?

- EFPLEa—¢lE. HHABAHDINIT IIL—THEHLT-
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Y. BEI[X 2T (Publication) B [Z{THN D,

- —hH . REBETLE 22—, @A DPathologisth 2B L 1=
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IECEHfli - 55T 9 5 &TL. TNITEH>TEA DGR, &
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D REBETFLE1—IF, RAIELTT 4N &BIESNDHHTIZE
L. EHENSET—20E. EEERUVEESHEOM LZESS
EEEHNET S, COEFLEA—VRATLERBCEALE=DIE
X [E National Toxicology Program (NTP) CEEIZ30F < DiF

g ERZF B L THY. NTP Technical reportsD{ERETED [ L IZZFEM
O_Cb\éo

@ —A. =R ESnZICERAYSBICEHSN R ET—2IZMH
RANRELT-GRICIT. F=FEDREEMRICLSHFET—F
G IW—TPWG)EHHEH L. PWGIZLBA A ELFMEZZ (=L
T.ZRBEEDBEEEXERTILELNH D,
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WThOBHYEB/MSELERINTLVEL
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(2005F) IZHIHTHERE - WBEDHRTI AR Y —IZL5%H
HBE7LEA—IZEDRALSUT TITOIREMN 1D BB
LIRET—ANRRIESN=RIZTITOIRNETHS1ELNVS

IREHBHOT-CED, 2006 EDEEMGLPHAMEITVIIC

BENTNADATHS,

© WO T TNLURIEZDERMERRICL TG ERE TR

Bk, COREICHH>THRET—AEANERIEESN-EIZX
R —-EFLEaA—%{ToTLVS, 1=1ZL. EER LS
DHERTIERBRIESNBRIITHNSEE N ZN,
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BRICETHRITOREBETLE2—
(EXRDEHE)

Study Pathologist (SP)
(reads slide) Data locking
Internal PPR Sponsor PPR(EZEH)
)
(R Y —DFEFB/ME)
Work sheet Work sheet signed
and dated by SP
(Raw data)

Revised version

— — Stlldy Director Final Report
(SD)
If any changes,
Document the history
(FFREBEDERAMRER)
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BRICETHRITOREBE7ZLEL—
(EERUNORESZDHE IRKEELFIE—F)

Study Pathologist (SP)
(reads slide) Draft report
Internal PPR Sponsor PPR (BB &%)
—.@ 1 .@ —
Work sheet Data before locking
Data locking
SN w = Study Director = Final Report
(SD)
Work sheet signed

and dated by SP

(Raw data)

23



OECDDIREE 7L EA—RZE(2010)

Study Pathologist (SP) Data locking &
(reads slide) Pathology Report
Internal PPR Sponsor PPR (EZ )
)
BIELI-RIZITICET
AR Y —DFEEEB/IME
Work sheet Work sheet signed
and dated by SP
(Raw data)
Revised version of
Pathology Report If any changes, Revision
of Final Report is required
— = Study Director = Final Report
(SD)
If any changes,
Document the history
(EREDFER)

24
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ARCHRTORERERTIE

- BARTHE, fBERHIFFICEHShE-2TOT—4
MARBRBEEFICIRHSh, ThoDiERICEDE, &K
HESEFRTLIEFIEHBRTEBISRELN TS,

- - T, AERELREBEMR (SP) (X, mET—2%H
BREAEFICIRETAEHITHSH. HEE (Pathology
Report) Z4ERL T 2 &ZFHIXEH>TLVELY,

Study conduct SD

All data

—)
generated Only SD has a
_ ~ responsibility

to describe the final report
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+ 2010ZF5A(COECD GLPEERBLIZHEWTIHHEEE7LE 2—IER
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ZEOECD Draft GuidanceWEINT=H, ChITHLECKEE IS
BRORMERAHEINECEND, BEGLPEEISE TRE A
SN 20 3FICHEEREENRHINE RALELTEZLOMEEXE
ATHY. EARES-HAEISOA A HEN ., 2014F4 B [C{EESD
STERBEIGEEINT -, TOHFERIIRFLRESN TV,

- BHEICENTH, BFESHREFR. BREREG R, QAIRR

HEBEMANBREEREREHRSBLSHBBEO@MMATEDL.
OECDMSIEZEIMNT- Draft Guidance 2010/2013[=%1 9 55 R 3z
MigEh, AAREOECDIZIZH LT,
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HEMWICIEAEERREFS
DR ZET 5 Position Paper
“Recommendations for Pathology Peer
Review” (Toxicologic Pathology, 2010)

75\FL'\<7¥<.=.U‘C‘<1’L’CEI5U A A=t mE
= (ISTPHNZEXFL TS,

(STP)
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. Guidance Document 116 on the conduct and design of

chronic toxicity and carcinogenicity studies, supporting Test
Guidelines 451-453, 2012 (K EISTP position paper&—E)

2. Draft OECD Guidance on the GLP requirements for peer
review of histopathology 2010/2013
3. FEEMREFRR -BREFE AV MER
4. OECDYEEH = 20145478 (K

5. &4t (2014%

=

FSARHFR)

= 7~8 A ZF %) : Advisory Guidance but not
consensus document (OECD®D L & {+1)
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