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Disclamer

« This presentation is based on publicly available information;

« These slides are intended for educational purposes only and for the personal use of the

audience.

« These slides are not intended for wider distribution outside the intended purpose without

the presenter’s approval;

« The views and opinions expressed in this presentation are those of the author and do not

necessarily reflect the official policy or position of Novartis or any of its officers.
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Regulatory Landscape
for ATMPs applicable to medical institutions

PIC/S PEOO09 GMP
21CFR1271 HCT/P
Japan GCTP
Australia

South Korea
FACT-JACIE
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FETICRO SRHEFOHBEOEEHRT (PIC/S)

= PIC/S PEOO9 Annex 2A Manufacture of Advanced Therapy Medicinal
Products for Human Use <Chapter 7. Outsourced activities>

L\

7.1

Collection of starting materials and highly specialized testing in the jurisdictions

that are subject to licensing (e.g. karyotype testing, exome sequencing) can be

outsourced to non GMP licensed third party, as allowed by national law, provided

that:

(a)There is a rationale and a justification in the quality system

(b)The contract giver takes responsibility to ensure that the contract acceptor
demonstrates an appropriate level of GMP commensurate to the risk to the
product and the activities performed using the principles of Annex 20

(c)That proportionate qualifications/validations as appropriate are conducted
(with reference to Annex 15 and Annex 20) to demonstrate that the activities
are not detrimental to the quality of the product manufactured.

U NOVARTIS | Reimagining Medicine
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21CFR1271 (kE)

Human Cells, Tissues and Cellular and Tissue-Based Products

Prevention of the introduction, transmission, or spread of communicable
diseases.

CONTENTS § 1271.150 - Current good tissue practice requirements.

o SubpartA - General Provisions § 1271.155 - Exemptions and alternatives.
. . . § 1271.160 - Establishment and maintenance of a quality program.
e Subpgrt_B :Procedures for Registration § 1271.170 - Personnel.
and Listing § 1271.180 - Procedures.
o Subpart C :Donor Eligibility 1271.190 - Facilities.

Subpart D :Current Good Tissue Practice § 1271.195 - Environmental control and monitoring.

.y . §1271.200 - Equipment.
o Subpart E & F :Additional Requirements for § 1271.210 - Supplies and reagents.

Establishments Described in § 1271.10 § 1271.215 - Recovery.
§ 1271.220 - Processing and process controls.
§ 1271.225 - Process changes.
§ 1271.230 - Process validation.

O

* ‘ SO ZEREIE § 1271.250 - Labeling controls.
. %X%fgiigtﬂﬁiﬁug § 1271.260 - Storage.

§ 1271.265 - Receipt, predistribution shipment, and distribution of an HCT/P.
« BB EHGZINHNBIREIL RS § 1271.270 - Records.

§ 1271.290 - Tracking.

§ 1271.320 - Complaint file.

U NOVARTIS | Reimagining Medicind?
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https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=1271.150
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=1271.155
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=1271.160
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=1271.170
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=1271.180
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=1271.190
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=1271.195
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=1271.200
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=1271.210
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=1271.215
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=1271.220
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=1271.225
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=1271.230
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=1271.250
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=1271.260
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=1271.265
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=1271.270
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=1271.290
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=1271.320
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14 %> Z P : FACT-JACIE/FACT IEC
The Foundation for the Accreditation of Cellular Therapy (FACT)

http://lwww.factwebsite.org/ Part C: Part D:
PRI B2 SLEMREAE

* Voluntary accreditation program

- 297 organizations were accredited by FACT = =& R AR OR BNl
« CONTENTS REET O (C2) -

o PartA: Terminology RSN - O (b2)

o Part B : Clinical Program standards Ba O (C3) O (D3)

o Part C : Collection standards RETRTAU O (C4) O (D4)

o Part D : Processing facility standard  s&txuFIE O (C5) O (D5)
FRERVER FF—0FHERVEE O (C6) -

W, HiEmERUREE - O (D6)

) C HEAERRADI— FMERUERTR o (€7 O (D7)

Setting the 4 TEEHE O (C8) O (D8)

ot MIFEARA D RE 09 O DY

gl ) \ ' TR A RE MO & O (C10) O (D10)

cellular therapies L SN . ‘

D ¥ Fofh & 24 - O (D11)

= O

v NN . (D 12)
Become Education and %c}
67 zass O (C11) O (D13)
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http://www.factwebsite.org/
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HCT/P (US), TG088/087 (Australia),
Advanced Regeneration Bio Act(5E) .
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Minimal manipulation : "B/ 0B LA L ESh 0L
HADOHBEEMEALLISEL TV MR R ITHEB O EMEIFE. £18
FHBER I IEBEFEOVWTIANERETHIIREXIEITOEANE R
FELGZVWRIERDNE

(Method of preparation: Interpretation of minimal manipulation, V2.0
July 2019, ARGB, TGA)

¥4t CAR-TH A TlX. FACT IEC ZMinimal manipulation
[T ERMBEIRDAVIN AT LDBED—DELTINS
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Minimal manipulation (A7—X 51 7)

Processing that is usually considered minimal
manipulation

It is important to consider the properties of the human cell and tissue (HCT) product in the
donor when determining whether any processing step(s) have altered the characteristics of the
HCT. Processing may not preserve all functions, but the manufacturer must be able to show that
selected characteristics related to the intended use are sufficiently maintained. This may require
areasonable understanding of the mechanism(s) of action.

The following list of actions would usually be considered minimal manipulation:
centrifugation
trimming, cutting or milling
flushing or washing
refrigeration
freezing
freeze drying
the use of additives such as cryopreservatives, anticoagulants, antimicrobial agents

irradiation for the purpose of bioburden reduction

18 %548[E 2021 FEECMPEHIHAER

BE., BTMELALGINDINEIRE

AL DNEBERENHCTOE M EEZA-NEINERET
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ke - ERAOBG (FE)

Manufacturing Autologous Allogeneic Xenogeneic
at a medical Medical Practice
-, =] — ~
Minimal center (Medical Service Act) BEBFICE > TIRHEIMRLSHH, HfaL 4t
manipulation GI A HREEREEREIDSIMAHE
Cell Outside & I,J
the medical Biologics
center .
More than : Cell therapy products
minimal manipulation
Human tissues for Medical Device
Medical Practice transplantation (some of products like
. (Medical Service Act) (Human Tissue Safety porcine valve.
Tissue & Control Act) Medical Device Act)
Tissue-Engineered Products (Biologics or Medical Device)
Human organs for
transplantation
Organ - (Internal Organs, efc. i
Transplant Act)
Regulation of Cell and Gene Therapy Products in Korea, Kyoung Suk Choi, DIA 2019
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Summary of Regulatory Landscape

EFRENA :
- MfeRBHR A LRUEF/ALERTERAE LT mBEBURYD | DFHHE

* Minimal manipulationz & &6 TEEEEICHREIRDAVIN AT LA LEME XL TS
> BRKTIXFACT-JACIE international standard¥°FACT IECENDE=EFEE - R EFEINE R IZEmk
> BETIH., MRz HATIMETESEE IICHLTHRFALSBEISDIA L ADKROH SN TLVS, Minimal
manipulationl & RN THAMN. MEIRDAVN AT LOERIZEE
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% U NOVARTIS | Reimagining Medicine

20 48[ 2021 FEEGCMPEHIMESR | 2021598108 | F =L | BEWEAILHSEALZS0



Overview of Novartis supplier approval of medical
institutions
o c REURS
Y (P s MBIRVAVFIVATLA
4 o MEEREEIE, # AR IE B MR AERN
At « Onsite & U Remote audits
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Novartis concept
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Novartis concept
s QMS ~

BERZEBEIIFACT #5&(C EU Directives ﬂiﬁ%% 7
RIEZEHZ M GCTP RELUBEARBAIL-EGZHET HIEEEFTICHT IEH

N ERMHE (RE/EU) =
AY 4 | .
TL—3 FACT/JACIE o o - .
;pjﬁvl;/l;;xb "4 FACTIEC HMRELEEERT S0 54, R, RUEAICHLT
‘ RERDAA RS VERBIT BEIICTHFI TS,

77z L= RAOFERRCHROBRKRWVNETD TEY S A R
RUOBEANZx L TRIEBOESZHT-9 & 5 25
. .
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Novartish 5 DEIFFEIEDER (HA)
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On-site audit vs Remote audit
| mmEE | yE—tEE |

BEAEE (BEEEEZREL)
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BB R JRBI2HfE - 2BHBEITEEMNMTLAVMGESIZIEIER

« EMEBEEOLEMRSERE A

Pre-alignment meeting C&&EL:=&%

BERT7I5 5, 4L SRty
ER7IT IICEINOAH - BIE B% &8 TPre-alignment meeting T

v e ¢ Pre-alignment meeting ~& . B AR S - A o e
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Remote audit

OAFREREDOVRIEEEL. BRI (BME7IL—Y A H) O8E LA ERIHARZERES
BICKDYERTOIEEFE
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1. BEBHREEHERELOMTAENBONISEICRY, UE—FERE U E— N EEHEED
HAADEICEYEBLET,
- BEEEABEVL-ETERERETES,
— FELEBETUE—FERSRT TELN B AIC, BMOBEEEETES,
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Point to Consider in Remote and
Hybrid GMP/GDP Inspections PDA 2021
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Planning and Notification Closing and Response

General Procedure Close out
A.1: Types of Inspections Performed Remotely  A.1: Use of Real-Time Interactions A.1: Knowing that an Inspection Has Ended
B.1: Managing Multiple Workstreams A.2: Inspection Report and Findings, and
Announcement C.1: Inspector Access to Systems Response
B.1: Notification A_3: Issuance of GMP/GDP Certificate
B.2: Verification of Inspector’s Identity Process
D.1: Responding to Requests Follow up
Preparation D.2: Sharing Audit Reports B.1: Frequency of Reinspection
C.1: Remote Inspection Team Formation D.3: Sample Collection
C.2: Planning the Agenda E.1: Use of Daily or Intermediate Wrap-ups
Technology

D.1: Hardware Requirements

D.2: Planning to Share Information

D.3: Planning for Effective Use of Technology
D.4: Pre-Inspection Agreements

Document Management
E.1: Preparing Necessary Documents
E.2: Sharing of Inspection Reports
E.3: Timelines for Sharing Documentation
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