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okl ol B ERSRE 351HCT/P ATMP
EMA
1 4 PMDA & MHLW FDA (EREREER, BUSRE, BRI
(1% EH 4 R AR %)
8880 HFT— BEERSHS B - RS EES
e ECELEIEE LD HEEM-FEEEM CELLE L ELLL
FR R ELER B OO GOPE DBE DB SRS TN SHhoT A
Hospital Exemption
=T N - | % C] 0)'_._'&) l:lﬁl:lﬁ
%ﬁgﬁ)&%%% FfF-MRAERR HDE (A B Ry 1) gﬁi@%(?éﬁ%ﬂ j? lii:

ZERNIZRE)

i TR BEERAR e
rREBUAOKA [
ARSIELIN T

Treatment Use,
Emergency Use IND,
Single Patient IND, etc.

Compassionate Use
(BZERHBBDICLEHEEE,
AT HZERNIZRE)

Pyt Gt BAEREREMREARL
ERieLiL) nEHE FFEMREI YD)

&L

Special Exemption
(BZERHBBDICLDHEEE,
AT HZERNIZRE)
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= 351HCT/Ps
(Human Cells and Tissues and Cellular and Tissue-Based Products

Regulated Under Section 351 of the Public Health Service Act)
[21 CFR Part 1271]---#f A EHKICKYEMRA X EERBES

~ ATMP
(Advanced Therapy Medicinal Products)
[Regulation (EC) No 1394/2007] ---fEAD EHRICHLTEES
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BEEER Priority Review

SRR Accelerated approval | Conditional MA
A AE for MA under exceptional
DR RAE S serious or life- circumstances

S - AR AR threatening illnesses
BEERFHM

SER T EEIEEHIE Break through therapy
& Fast Track
designation
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Likely to predict efficacy (clinical benefit)

FRRIOERICE T 07— IO R RAVMD ESERESN =T —2(CEDNTH
nn&ﬁmu

KEFDAIZ KB EHEERTI E (accelerated approval) [ZFE{E
ERREDARRT v S EMICHETES YA — IR RA UM DR THEER

FOERAEEM ERESFODEREICEVNTIII TITRENHS

Ref.) USFDA--Accelerated Approval of New Drugs for Serious or
Life-Threatening llinesses (57 FR 58958, Dec. 11, 1992)

It applies to certain new drug products in treating serious or life-threatening illnesses and that
provide meaningful therapeutic benefit to patients over existing treatments.

Approval based on a surrogate endpoint or on an effect on a clinical endpoint other than
survival or irreversible morbidity.

The drug product has an effect on a surrogate endpoint that is reasonably likely to predict
clinical benefit or on the basis of an effect on a clinical endpoint other than survival or
irreversible morbidity..

Approval will be subject to the requirement that the applicant study the drug further, to verify and
describe its clinical benefit (such as OS).

Postmarketing studies would usually be studies already underway.

FDA may withdraw approval, if a postmarketing clinical study fails to verify clinical benefit;
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KE-EUICH TSR - B0 kL EZ4E (GTP)

K [E:
» Good Tissue Practices 21CFR 1271.210

» Current Good Tissue Practice (CGTP) and Additional
Requirements for Manufacturers of Human Cells, Tissues,
and Cellular and Tissue-Based Products (HCT/Ps)
[December 2011, CBER/FDA]

EU:

» Tissues & Cells Directives 2004/23/EC, 2006/17/EC,
2006/86/EC

=t e - B DR, FRI. &R NI, RE. EMRICEAT S
F # (Good Practices)

= FL#E (Standards) [XEZIZ? - -USP () EEDQM (EU)
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uploads/files/Translation%20Meeting/atouf_presentation.pdf
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€ Protein A*

Fetal Bovine Serum*

Trypsin, Collagenase, DNA Nuclease
Transferrin

Interleukin-4*
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FGF, GM-CSF and other Cytokines and Growth Factors
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Guideline on Human Cell-Based Medicinal Products O

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

London, 21 May 2008

4.2.1 Starting and raw materials Doc. Ref. EMEA/CHMP/410865/2006

The manufacturing process of CBMP usually does not include terminal sterilisation, purification steps,
viral removal and/or inactivation steps. Therefore, stringent sourcing requirements and acceptance
criteria for all materials derived from human or animal origin should be adequately defined according
to their intended use.

When the raw materials, reagents and/or excipients have a marketing authorisation or mentioned in a
Pharmacopoeia, appropriate references may be given.

Adventitious agents

A critical aspect is to establish that CBMP are free from adventitious microbial agents (viruses,
mycoplasma, bacteria, fungi). The contamination could originate from the starting or raw materials
(see above), or adventitiously introduced during the manufacturing process. A risk assessment should
be performed to evaluate the possibility of reactivation of cryptic (integrated, quiescent) forms of
adventitious agents. A thorough testing for the absence of bacteria, fungi and mycoplasma shall be
performed at the level of finished product. These tests should be performed with the current
methodologies described in the European pharmacopoeia for cell based products *. In cases where the
short shelf life of the CBMP is prohibitive for the testing of absence of bacteria under the Eur Ph.
requirements, alternative validated testing methods may be acceptable, if justified.

The quality of biologically active additives in_culture media such as growth factors. cytokines and _
antibodies, should be documented with respect to identity, purity, sterility and biological activity and
absence of adventitious agents. It is recommended to keep the use of such materials to a minimal and
to avoid the use of reagents with sensitisation potential e.g. B-lactam antibiotics.




Need for quality standards for raw materials

used in the ATMPs manufacture
Symposium organized by

0 e

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH European Directorate for the  ( COUMCL  CONBFR

Quality of Medicines & HealthCare

Raw materials for production of cell-based and gene
therapy products (3 April 2013, Strasbourg, France)

¥

® Draft of the general chapter
http://agora-gmp.org/wp-content/uploads/2014/10/Draft-EP-5-2-12-Raw-Materials-for-ATMP.pdf

® Guideline on the use of bovine serum in the manufacture of human biological medicinal
products (EMA/CHMP/BWP/457920/2012 rev.1)

® (Guideline on the use of porcine trypsin used in the manufacture of human biological
medicinal products (EMA/CHMP/BWP/814397/2011)

® British Standard Institute (BSI) initiative on raw materials for ATMPs (PAS157, Draft,
Review end date:10 Dec 2014): The selection of materials of biological origin used in the
design and development of cell-based medicinal products for clinical application
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PIC/ S (Pharmaceutical Inspection Convention and Pharmaceutical Inspection Co—operation Scheme)
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Contact Information
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E-mail: yoji@nihs.go.jp
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http://www.nihs.go.jp/cgtp/cgtp/sec2/sispsc/html/index.html
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