Biotoxtech

SEND Needs in the Industry (KOREA) and
Expected Changes in the Future <—>

2024.11.13 @
Biotoxtech &TS . ;9

o5 I . -
> ® —
3 4

' 7

3P
L)
; ~ Biotoxtech



CONTENTS

CHAPTER  |. 1 SEND AIE2X|ZE
2 Technical Rejection Criteria (TRC)
3 FDA SEND A}Z2| ERROR

=L H|2FAF SEND CHS

CHAPTER 1.

CHAPTER . ... in the Future

; ~ Biotoxtech



Chapter I-1 SEND X& H| &

1) FDA2| HXIH|O|E{ (eStudy Data) HE 2|73} i A

; o pememmem e e _
I I . 1 - 1
l FDA L H|QIAFA|IS . B S !
! ot astem || S2AMO e g e
' RYEARRE P xoloe b =EAEBE T T Nmehojge !
i YLH et ; Py ! 2898 L MXLS T QA :
: AII—IE—T|)O|E-| oA i -PDF S5+ ! | HAtetEHed 27 !
1 L O HT I 1 i I I ! i
| .- I PR | _.- T 1 -
S QM AL A[ZHO <2x,
&= XX AQFAIA AlA}O
HE3tet
HIO|E &ele] 2 83}
CDISC F 2
OIAFA| SR F= ZOHO|
J =< ISE'D.I.OMthF_EPiA = > (Standard for Exchange of
e ° v Nonclinical Data)

HI I AlE HIO|E 9
HAH Ol #& =5

; " Biotoxtech 3




Chapter I-1 SEND XI& H|E

2) SEND (Standard for Exchange of Nonclinical Data)

SENDIG v3.0
regulatory
US FDA issued requirement began
2 industry guidances and SENDIG w3
about electronic SENDIG w3.0 SENDIG 3.1 regulatory
submissions finalized finalized requirement began
1000 2002 2011 2014 2016 2017 2019 2023 >
Work on the US FDA issued an industry SENDIG-DART w1.1 SEMDIG-DART v1.1
SEND standard guidance to specify the first finalized regulatory requirement
began in July requirement dates for SEND and
datasets in regulatory submissions SENDIG v3.1 for
US FDA CBER

submissions to begin

Figure 1 SEND Regulatory Requirement Timeline

- FDA: Organize the data, help us review the data in an efficient way, and provide a tool to create tables
and graphs to present the most important findings.

- Submitters: simplifiers the process (same format used by drug regulatory agencies in other countries)

- Faster submission review, SEND datasets used to analyze submission, SEND-based data warehouses

; ~ Biotoxtech
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3) FDA Data Standards Catalog (v10.4)

- The data standards and terminologies that FDA supports for use in regulatory submissions to better
enable the evaluation of safety, effectiveness, and quality of FDA-regulated products.

Standard

Exchange
Format

SDO

Property

FDA Center(s)

Date Support
Begins

Date Support
Ends

03/15/2019 [1] [12]

Date Requirement

Begins
[10] [11]

12/17/2016 [1]

Nonclinical study datasets |[SEND XPT CDISC SENDIGV3.0 CDER 06-13-2011 03/15/2020 [2] [12] |12/17/2017 [2]
Nonclinical study 03/15/2019 [1]
datasets SEND XPT CDISC SDTMv1.5 CDER 08-21-2017 03/15/2020 [2]
Nonclinical study 03-15-2023
datasets SEND XPT CDISC SDTMv1.5 CBER 03-15-2021
03/15/2019 [1]
Nonclinical study datasets |SEND XPT CDISC SENDIGV3.1 CDER 08-21-2017 03/15/2020 [2]
Nonclinical study datasets |[SEND XPT CDISC SENDIGV3.1 CBER 07-14-2020 03-15-2023
Nonclinical study datasets |[SEND XPT CDISC SENDIGV3.1.1 CDER, CBER  |02-15-2022 03-15-2023
Nonclinical study datasets |SEND XPT CDISC SENDIG-Genetoxvl1.0 CDER, CBER  |12/13/2023 [12] 03-15-2025
Nonclinical study 03/15/2023 [1]
datasets SEND XPT CDISC SDTMv1.6 CDER 03-05-2021 03/15/2024 [2]
03/15/2023 [1]
Nonclinical study datasets |SEND XPT cDISC SENDIG-DARTVL.1 CDER 03-05-2021 03/15/2024 [2]
Nonclinical study 03/15/2022 [1]
datasets SDTM XPT CDISC SDTMv1.8 CDER 03-15-2020 03/15/2023 [2]
03/15/2022 [1]
Nonclinical study datasets [SDTM XPT cDISC SENDIG-ARVL.0 CDER 03-11-2020 03/15/2023 [2]
Nonclinical study datasets |SDTM XPT CDISC SENDIG-ARVL.0 CBER 03-26-2024 03/15/2027 [1], [2]
12/17/2016 [1]
Study data definition Define XML CDISC Define.xmlv1.0 CDER, CBER [Ongoing 03/15/2018 [12] 12/17/2017 [2]
12/17/2016 [1]
Study data definition Define XML CDISC Define.xmiv2.0 CDER, CBER |08-07-2013 12/17/2017 [2]
03/15/2022 [1]
Study data definition Define XML CDISC Define.xmiv2.1 CDER, CBER _|07-07-2020 03/15/2023 [2]
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4) SEND H|Z= CHA AIH

SENDIG 3.0 SENDIG 3.1
- Single dose general _ Respirat ot SENDIG DART 1.1
toxicity ~ study espiratory satety (2023/3/15)

harmacolo
P 9y - Embryo-Fetal Development

- Cardiovascular safety (EFD) study
pharmacology

- Repeat dose general
toxicity study

- Carcinogenicity study

SEND is currently required for single-dose toxicity, repeat-dose toxicity,
D Modu‘le'4 carcinogenicity, CV and RE safety pharmacology studies, and Animal Rule
Nonclinical Study Reports natural history and efficacy studies (NDA/BLA)
Pharmacology 4
Animal Rule
[., natural history and ‘| [.. ey F::r:/ar:;r:sacology I
4.2.2 | Pharmacokinetics efficacy (NDA/BLA) / :

23] 23] 2]

Single-Dose Toxicity Repeat-Dose Toxicity Carcinogenicity

For nonclinical studies, the current Technical Rejection Criteria
(TRC) will only apply to eCTD Modules 4.2.3.1 (single-dose toxicity),
4.2.3.2 (repeat-dose toxicity), and 4.2.3.4 (carcinogenicity).

4.3 Literature References

ﬁ ' .
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- SEND HN|=LCHA A|ESH0f CHEIA SEND & Al A|YIHA LS 7|Fcr ZAH™E.

For CDER, the following nonclinical study types are required to have SEND datasets as
defined by study initiation date:

SEND Requirement Dates for Nonclinical Studies Modeled in SEND

(Studies started after these dates require SEND datasets)

Study Types Modeled in SEND NDAs/BLAs Commercial INDs

December 17, 2016 December 17, 2017
Single Dose Toxicity, Repeat (SENDIG v3.0) (SENDIG v3.0)
Dose Toxicity, and
Carcinogenicity Studies March 15, 2019 March 15, 2020
(SENDIG v3.1) (SENDIG v3.1)

Cardiovascular and Respiratory March 15, 2019 March 15, 2020
Safety Pharmacology Studies (SENDIG v3.1) (SENDIG v3.1)

é ~ Biotoxtech
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1) FDA Technical Rejection Criteria

- CDER and CBER began rejecting submissions that fail eCTD study data validations on

September 15, 2021

- Technical Conformance Guide; Appendix F

eCTD wvalidation for study data (Technical Rejection Criteria) WILL APPLY to the
following eCTD sections:

¢ 42 Study Reports

e 53 Clinical Study Reports and Related Information

eCTD validation for study data (Technical Rejection Criteria) WILL NOT APPLY to
the following eCTD sections:

e 421 Pharmacology

o 4272 Pharmacokinetics

¢ 4233  Genotoxicity

¢ 4235  Reproductive and Developmental Toxicity

e 4236  Local Tolerance

e 4237  Other Toxicity Studies

¢ 5313 InVitro—In Vivo Correlation Study Reports and Related Information
¢ 5314  Reports of Bioanalytical and Analytical Methods for Human Studies

s 532 Reports of Studies Perfinent to Pharmacokinetics Using Human Biomaterials
¢ 5335  Population PK Study Reports and Related Information®

¢ 5353  Reports of Analyses of Data from More than One Study

e 5354  Other Study Reports and Related Information

e 536 Reports of Postmarketing Experience

; ~ Biotoxtech

Table 6: eCTD Technical Rejection Criteria for Study Data Expectations=

Data Type ST;;:LE;:; Center ADF_:_I:I;E‘:“J" Study Start Date Requirement
On/Prior to Submit simplified
-
NDA, BLA, December 17, 2016 t5.xpt
ANDA After Comply with CDISC
December 17, 2016 standards
CDER
Ony/Prior to Submit simplified
-
Nom-ctinica [F2314232, Commerdial | December 17,2017 ts.xpt
4234 IND After Comply with CDISC
December 17, 2017 standards
On/Pricr to Submit simplified
Ni:JDi\m’ March 15, 2023 ts.xpt®
CBER Cnmmer::ial
IND After Comply with CDISC
March 15, 2023 standards
Submit simplified ts.xpt
On/Prior to if study contains an xpt
December 17, 2016 dataset
531.1,53.12, N?ﬂ\ii[lﬂ.:\.ﬁ” (other than ts_xpt)
$.3.3.1,53.32) )
Clinical [5.33.3, 5334, CEBEER& After Comply with CDISC
5345351, December 17, 2016 standards
5352
Commercial N N "
Rejection criteria not applied
IND
*Rejection criteria will be applied if a study report with one aof the three file tags, ‘pre-clinical-study-
report’, ‘Tegacy-clinical-study-report’, or study-report-body’ is included, and/or an xpt file fother than
the ts.xpt) is submitted.
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Technical Rejection Criteria (TRC) Revisons Timeline

: oo FDA revised & published FDA revised & published Technical Rejection Criteria for Study Data
FDA issued Providing Technical Rejection Criteria Revised Oct. 2019
Regulatory Submissions in - (Revised Oct. )
g Ty for Study Data (Revised o )
Electronic Format - Jan. 2019) * FDA Introduced Non-Clinical Study Reports with proper file tags
Standardized Study Data: ) T for 1734 Validation
i o + FDA will not accept
Guidance for Industry study data b » FDA included SPREFID as a valid source of Study ID in ts.xpt files
+ Per FD&C Act Section not in compliance with + FDA updated guidance for Simplified TS Files (simplified ts.xpt)
T745A(a), sponsors must | FDA Data Standards
conform to standards in the Catalog |4 FDA published Study Data Self-Check Worksheet
FDA Data Standard Catalog « FDA emphasized
+ NDA, BLA, ANDA studies validation rules 1735 FDA revised & published Technical Rejection Criteria
that started after Dec. 17th, and 1789 + for Study Data (Revised 03/15/2021) to include
2016 « EDA introduced the effective dates for validations.
+ Commercial IND studies Simplified TS File
that started after Dec. 17th, (simplified ts xpt) to Six Month Warning Period
2017 obtain Study Start Date
* »
* Dec. th September 15t
014 ¢ ¢ Dec.2016&2017 Jan. Oct. March 15 P
201 2019 2021 2021

Study Data Technical Rejection Criteria are REQUIRED Smd"f D:fta Te{.:h".'caj
Rejection Criteria

but NOT IMPLEMENTED IMPLEMENTED

FDA Monitors & Analyzes the Study Data Conformance

www.fda.gov

; ~ Biotoxtech
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TRC IMPORTANT DATES

Data Standard Requirements

TRC Implementation

12/17/2016 — CDER & CBER Clinical Studies that
start after require standardized data for NDAs,
ANDAs, and certain BLAs

1211712017 — CDER Non-clinical Studies that start

03/15/2023 — CBER Non-clinical Studies that start
after require standardized data for NDAs, ANDAs,
BLAs, and Commercial INDs

; ~ Biotoxtech

after require standardized data for commercial INDs.
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09/15/2021 — TRC rejections began

03/16/2023 — CBER Non-Clinical
requirements begin
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Legend

O Validation errors lead to rejection of the submission

TRC VALI DATI 0 N RU L E F L OW O When no validation errors occur, the submission is not rejected

Start Sponsor submits to FDA

——— 1735

Are Files Tagged

Correctly?
Pass 1735
| J Validate 4
Are there File Tags ’
study files Does TSVALNF
submitted in " Is Study 1D or Is Study Start = NA oris 55D
applicable lsaTs F;e SPREFID Date (SSD) before the cut- N
sections?t Present?3 valid?a Valid?e off date?
Identify ¥ Y Y N .
Study > - u > - Fail 1735
Files
Fail 1736
N N N N ¥ :
O \
Fail 1734 Y‘O
Pass 1736
Are Key Files
Present?

End Validation

L 1736 —

T XPT file type submitted in M5 or any file type submitted in M4 that has a file tag of “pre-clinical-study-report,” “legacy-clinical-study-report,” or “study-report-body”
¥ T5 file does not need to be in the current sequence if it has been previously submitted and referenced by the STF
d Study ID or SPREFID should match the STF Study ID
www.fd a.gov e Valid Study Start Date in ISO 8601 format (i.e. YYYY-MM-DD) 11
F Key Files are dm.xpt or adsl.xpt and corresponding define.xm/

=X: FDA Study Data Technical Rejection Criteria (TRC): What you need to know!, May 25, 2022
Biotoxtech
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m From: CDER Electronic Document Room Staff
= eCTD Valldatlon error7|- %ll-o|_|E| Ezll fenTermenlgE\'nhunmg.ﬂqRﬁemh
. . . = W} o U.S. Food and Drug Administration
FDAZ 2 H rejection noticeE A &.

REJECTION NOTIFICATION
- Rejection notifications: 7—||'7—||'9| Problem with Electronic Submission sent to CDER

I: -4 A | While processing your electronic submission, we encountered the issues stated below
error O“ H OH -I X-” ) Please review the 15s5ues and take the appropriate comective action

The electromic portion of your submission is techmcally deficient and is being rejected for the following

= Error Code ressons

Gateway Core Id ciO00O0000000. PO0MO0 fdabe OO0 _ted

= Error Reason Application Number:  Dovo000

= STF Study ID (if applicable) ‘

Your submuzsion faled with following error(s)
I,

. Emor Code STF Smady ID Error Reasen
= eCTD Section > .
1734 abe-123 Mo tsxpt found for this stady
1734 abe-123 lo te.xpt found for this stady
1734 abe 123 xpt for for this smady
1734 abe-123 ts.xpt fiound for this stady
1734 abe-123 Mo tnxpt found for this stady

For study data specific assistance (e.g. 1734, 1733, and 1736 emors), please contact: eData@fda hhs gov
If you have any questions regarding this commmmication, please contact : ESUB-REJECT @ fda hhs gov

* For information on electronic submission requirements, please vist www fia goviectd for
guidance. specifications. and other helpful information

For all PROMOTIONAL submission-related questions

*  Email Office of Prescnption Drug Products at OPDPECTD @ FDA HHS GOV or
=  Call the OPDP FFM at 301.796-8522,

=X: FDA Study Data Technical Rejection Criteria (TRC): What you need
to know!, May 25, 2022
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FDA2| SEND Face-to-Face X & (2023/4/23)

J

Trend of Non-Clinical Study Errors: 2020-2022

IND Non-Clinical

] m
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; E 1::;{:[: 60% 59%; 61% 57% : - Mon-Clinical Studies Study Error Rate ; : ;
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NDA Non-Clinical
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www.fda.gov
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Trend of Non-Clinical Study Errors: 2020-2022

70
85%

50

30

20

10

Number of Non-Clinical Studies in
Module 4 TRC-Applicable eCTD Sections

2020-01

www.fda.gov
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67%

2020-02

0%

2020-03

0%

2020-04

BLA Non-Clinical

JE—

i
64% I
| I
|
I
I
28% |
i
i
I

2021-01 2021-02 2021-03 2021-04

Timeframe: January 1, 2020 — December 31, 2022
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Study Error Rate
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CDER TRC REJECTIONS

600
1734 Errors:
500 < 70% of errors across Application Types
% 75% of errors for IND Applications
400
300
200
100

[
IND ANDA NDA BLA

www.fda.gov 17
m1734 m1735 m1i7se Timeframe: September 15, 2021 - January 31, 2023
; " Biotoxtech
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1734 Error Reasons: September 15, 2021 — February 15, 2023

o _ _ 453 Non-clinical Studies with Error 1734:
% 4353 IND, NDA & BLA non-clinical studies failed Rule 1734 B
% 73% (329 of 453) failed due to a missing ts.xpt

SSD Incorrectly

< 71% (322 of 453) were Repeat Dose Toxicology studies Formatted
<1%
Missing SSD
Toxicology Sections
Repeat dose toxicology (m4.2.3.2) 322 Study ID
i , Mismatch
Single dose toxicology (m4.2.3.1) 100
Carcinogenicity (m4.2.3.4) 31
453 Missing TS File
L e . 73%

% Submitting a simplified ts.xpt for many of these non-clinical

studies will greatly reduce the 1734 error rate
% SEND datasets require a full ts.xpt

www.fda.gov *SSD = Study Start Date Timeframe: September 15, 2021 — February 15, 2023

; ~ Biotoxtech
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Addressing 1734 Errors: Missing TS File FOA

CDER and CBER expectations for standardized data:
[ owatwe | Modes&submoduies | Comer | Appliwonpe | swdysurtowe | Requrement |

On/Prior to
Submit simplified ts.xpt*
December 17, 2016 S
MDA, BLA, ANDA
After December 17, 2016 Comply with CDISC standards
CDER
On/Prior to S -
December 17, 2017 Submit simplified ts.xpt
Non-clinical 4.2.3.1,4.2.3.2,4.2.3.4 Commercial IND
After December 17, 2017 Comply with CDISC standards
On/Prior to
Submit simplified ts.xpt*
CBER NDA, BLA, ANDA, March 15, 2023
Commercial IND
After March 15, 2023 Comply with CDISC standards
On/Prior to SubmlF simplified ts.xpt if study
December 17. 2016 contains an xpt dataset (other
CDER & CBER NDA, BLA, ANDA ' than ts.xpt)
Clinical 5.3.1.1,5.3.1.2,5.3.3.1,5.3.3.2,
SRS e F S S After December 17, 2016 Comply with CDISC standards
CDER & CBER Commercial IND Rejection criteria not applied

*Rejection criteria will be applied if a study report with one of the three file tags, ‘pre-clinical-study-report’, ‘legacy-clinical-study-report’, or ‘study-repori-body’ is included , and/or an
xpt file {other than the ts.xpt) is submitted.
www.fda.gov

Z=X: FDA-Electronic Submissions Presentations, SEND Face-to-Face, Virtual

; ~ Biotoxtech
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Addressing 1734 Errors: Missing Study Start Date

o Simplified ts.xpt when Study Start Date
Missing SSD is available:

=
<DL T

. * STUDYID TSPARMCD  TSVAL  TSVALNF “
1 90-day-oral-tox-s... STSTDTC 2018-06-14

Causes of 1734 Missing Study Start Date:

[

<l T
XPT STUDYID TSPARMCD | TSVAL | TSVALNF x
1 | 90-day-oral-tox-s... STSTDTC

Il No ts.xpt with value for 55D found (and no null flavor value)

www.fda.gov

Z=X: FDA-Electronic Submissions Presentations, SEND Face-to-Face, Virtual

; ~ Biotoxtech




Chapter Il =L}l X|2fA} SEND LS

SEND tHZt Flow

Biotoxtech

“aProvantis

SEND
Comply™
(Conformance
check Service) ’
// S
J/ ponsor
//
Validation h - SEND
for SEND b
datasets Data8ft8
___________________________ b Pk glfy 3 2/,
PINNACLE? ENTERPRISE submit T =
~ =

DA

; ~ Biotoxtech




Chapter I

=L H|2FA} SEND CH-S

SEND Dataset Validation: Pinnacle 21 Enterprise A&

- THAI7| & M= ™ datasets= AT O =HQIoH0] 240 Mgt ZX S ol 2

Biotoxtech

Project:
Study:
Data Package: SEND

10

Unresolved Issues

Open

Fix Mow

Fix Later

To Close

To Close wfo Expl.
Closed

Closed w/o Expl.
Fixed

[ == = T T R T

Design

Data
Mapping
Metadata
Process

False Positive

[= T T B T O = R 8

Mo Sources

80%
Good
Mew Issues 0
Fixed Issues 1

Updated Issues 0
Unchanged Issues 10

View New/Updated

View Report in Enterprise

82

Good

P21 23041

SENDIG 3.1
Define-XML 2.0

View All Changes

13 Datasets
418.12 KB

4 Subjects
1,696 Records

Define.sxml

Technical Rejection
Mo lssues
Reviewer's Guide

P21 2304.1

SEND-CT 2021-12-17

FWSEND XPTWB18776WE18776-1.Zip

Report Generated: 2023-08-24T01:42:447
Data Validated: 2023-08-24T01:40:40Z
Enterprise Version: 5.4.0

98

Excellent

Make Progress by fixing Issues, changing
Issue Status, and adding Explanations.

The Data Fitness Score shows whether
data are fit to submit. It is based on the
data’s conformance to CDISC standards
and regulatory guidance. It factors in
Issue frequency and impact, the logical
relaticnships ameng records, and
consistency between the define/spec
and the data.

The Projected Fitness Score predicts the
future Data Fitness Score. It awards
points for Issues committed to Fix
Mow/Later. As those Issues are resolved,
the Data Fitness Score converges with
the Projected Fitness Score.
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SEND Dataset Check: InstemA}2] SEND Comply Conformance Check Service 0| &

Objective

The purpose of this report is to provide Biotoxtech (hereinafter “the Client”) with the results of Instem's Conformance Check of the SEND deliverables for Study
No.B , as well as recommendations on any conformance issues that should be addressed prior to submission. For the original review these items are
highlighted in red font in Column B of Appendix A.

Scope
Instem’s analysis was performed on the following SEND deliverables provided by the Client.

Description Files

SEND Datasets E bw 71127202 SAS Xpert Transpo.. 27 KB
E cl 77127202 SAS Xport Transpo.. 135 KB
a dm 7/12/2024 4:34 AM Xport Transpo.. 6 KB
a ds 7/12/2024 4:34 AM AS Xport Transpo.. 6 KB
E & 712 AS Xport Transpo.. 9 KB
E fw 7/ Xport Transpo... 16 KB
E Ib 77127202 Xport Transpo... 438 KB
E ma 7/ \5 Xport Transpo... 8 KB
E mi 712 \5 Xport Transpo... 31KB
E om 7/ Xport Transpo... 122 KB
E relrec [ Xport Transpo... 2KB
E se 8/ AS Xport Transpo... 8 KB
E suppma 7f AS Xport Transpo... 3KB
E suppmi 7f 2 \S Xport Transpo... KB
Eta 77127202 W SAS Xpert Transpo... 3KB
E te 7/12/2024 4:34 AM SAS Xpert Transpo.. 3 KB
E ts 7/12/2024 4:34 AM SAS Xpoert Transpo.. 10KE
B 7/12/2024 434 AM  SAS Xport Transpa... SKB

Data Definition File (define file)
| | define 8/5/2024 11:27 PM XML Document 262 KB
4| define2-0-0 8/ 24 11:37 AM  X5SL Stylesheet 184 KB

Monclinical Study Data Reviewer's nedrg Adobe Acrobat D... 407 KB

Guide (nSdrg) @ nsdrg Micreseft Word D... 81 KB

Biotoxtech
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BTT SEND M= Al (20199 5 E| 2024 A 7}X])

SPONSOR 28 7l (21)
STUDY TYPE =d A=+
Single Dose Toxicity 21
Repeat Dose Toxicity 51
Respiratory Function Test 9
Cadiovascular Function Test 9
Simplified TS 36
DART-FED 2
TOTAL 128

; ~ Biotoxtech
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< 2019'4 > INA/PDS 2|&|

STUDY TYPE AAL BAL CAt
Single Dose Toxicity 1
Dose Range Finding 1
Repeat Dose Toxicity " 1
Repeat Dose Toxicity with TK 1

Respiratory Function Test

Cadiovascular Function Test

Simplified TS
(2017/12/17 O|™ 7HA| AJE)

; ~ Biotoxtech
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< 20204 > INA / PDS / Instem 2| =]

; ~ Biotoxtech

STUDY TYPE DA} EAL FAL GA
Single Dose Toxicity 1 1
Dose Range Finding 1
Repeat ;ose Toxicity 1 1 2
Repeat Dose Toxicity with TK 2
Respiratory Function Test 1 1
Cadiovascular Function Test 1
Simplified TS 11

(2017/12/17 O| & 7HA| A&
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< 20214 > BTT ¢

; ~ Biotoxtech

STUDY TYPE HAL IA} JAL
Single Dose Toxicity 2
Dose Range Finding 2
Repeat Dose Toxicity 2 1
Repeat Dose Toxicity with TK 1
Respiratory Function Test 1
Cadiovascular Function Test 1

Simplified TS
(2017/12/17 O|™ 7HA| AJE)
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< 20224 > BTT ¢

|

(2017/12/17 O|H 7HA] AIE)

STUDY TYPE KA LA MA} OA} PAL
Single Dose Toxicity 2 1 2
Dose Range Finding 2 2
Repeat Dose Toxicity 2 2 "
Repeat Dose Toxicity with TK 2 1
Respiratory Function Test 1
Cadiovascular Function Test 1
Simplified TS 1 4

; ~ Biotoxtech
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< 20234 > BTT ¢

STUDY TYPE

RA}

SAL

TA}

UAL

Single Dose Toxicity

Dose Range Finding

Repeat Dose Toxicity

Repeat Dose Toxicity with TK

Respiratory Function Test

Cadiovascular Function Test

Simplified TS
(2017/12/17 O| T ZHA| A,
M=o & Hol AlY)

16

; ~ Biotoxtech
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< 20244 > BTT ¢

|
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STUDY TYPE VAL | WAL XAt YA} ZA bA cAt
Single Dose Toxicity 2 2
Dose Range Finding 2 2 2 2 2
Repeat Dose Toxicity 1
Repeat Dose Toxicity with TK 2 2 2 1 2
Respiratory Function Test 1 1 1
Cadiovascular Function Test 1 1 1
Simplified TS 1
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Chapter Ill ... in the Future

FDA (12/13/2023) s

I The Food and Drug Administration's (FDA or Agency) Center for Biologics Evaluation and Research /’

SENDIG-Genetox v1.0 S
(03/15/2025 2| £8}) A
SUMMARY: i

A ——

(CBER) and Center for Drug Evaluation and Research (CDER) are announcing that support begins for
version 2.0 of the Clinical Data Interchange Standards Consortium (CDISC) Study Data Tabulation Model
(SDTMv2.0), version 3.4 of the CDISC Study Data Tabulation Model Implementation Guide
(SDTMIGv3.4), and version 1.0 of the Standard for Exchange of Nonclinical Data Implementation Guide—
Genetox (SENDIG-Genetoxv1.0) and announcing the date that these version updates are required in
certain submissions. CBER and CDER are also announcing the date that requirement ends for version
3.2 of the CDISC SDTMIG (SDTMIGv3.2). The Agency will update the FDA Data Standards Catalog
(Catalog) to reflect these changes. The Agency will publish in the technical specifications document
entitled “Study Data Technical Conformance Guide” additional details on how to implement new
variables.

DATES:

Support for version CDISC SDTMv2.0, SDTMIGv3.4, and SENDIG-Genetoxv1.0 begins December 13,
2023.

The requirement for electronic submissions to be submitted using CDISC SDTMv2.0, SDTMIGv3.4, and
SENDIG-Genetoxv1.0 begins March 15, 2025, for new drug applications (NDAs), abbreviated new drug
applications (ANDAs), certain biologics license applications (BLAs), and certain investigational new

drug applications (INDs). The requirement for electronic submissions to be submitted using version

CDISC SDTMIGv3.2 ends December 13, 2023.
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