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Article 23-26 of the Pharmaceuticals and Medical
Devices Act (Conditional and Term-limited Approval)
Notwithstanding the provisions of paragraph (2)(iii)(a) and (b) of
the preceding Article, when an applicant for approval under
paragraph (1) of the preceding Article intends to manufacture and
distribute a regenerative medical product that falls under any of
the following items, the Minister of Health, L

, after hearing opinions from the Pharmaceutical
Affairs and Food Sanitation Council, grant approval under
paragraph (1) of the same Article for the product, subject to
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IR ARIEE—IEDERBESZIBLEDNTES, nditions necessar nsure its proper n rm
limit not exceeding seven vears.
N [ )
== ~ o - i The regenerative medical product pertaining to the
HERICRIBEERSERMIT TRV, & applicagtion is not homogegeous. g J
— HRERIC{RB%hEE. MRS EREEB IS LIEEENS (ii) The product is presumed to have the efficacy,
EDTHBE effectiveness or performance pertaining to the
° application.
= HEEBICfRB3hEE. IR IITEBEICLEUTEULBER (iii) The product is not presumed to have no value for use
- L - 1 3 as a regenerative medical product because it has a
{’Fﬂi;&ﬁjé:.t("‘kbﬁﬂsEﬁ%ﬂ""tbtiﬁmm significantly harmful effect compared to the efficacy,
EHLBVEHTESNZIEDTRIE, effectiveness or performance pertaining to the
VAN application. )
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-+ It is expected that the foreseeability of approval will be
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ensured concerning conditional and term-limited approvals.”
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Q: What should be considered the “level of efficacy
evidence from clinical trials” required for a product

to be “presumed to have efficacy, effectiveness or
performance”?

A: There is currently no general answer that can be

applied to all regenerative medicine products.
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The distinction between

"when the efficacy, effectiveness, or performance
pertaining to the application is

neither recognized NOR presumed"”
and

"when the efficacy, effectiveness, or performance
pertaining to the application is

not recognized BUTIpresumed"

is unclear from both legal and scientific perspectives.
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4.6.2. &M RO I A BEIE L BERDS(IY(Y), 462 The Conditional and Term-limited Approval
System and the Development Lifecycle

[+ FED5, FERUREGAGETOLME. Z20E(C “--- Marketing under conditional and term-limited approval

DD Z TV BEEDFGRES . BEBAL O IFERRIRD should be considered as a step in the lifecycle of a clinical

development, which is followed by a regular approval review

FATHA DI DR _EEIRZABCENMEZHEVVSERTHD. U and a re-examination process. Therefore, in_clinical
development under conditional and term-limited

approval, it is important to consider a feasible plan for

the efficacy and safety evaluation in the post-marketin

studies on conditions for the approval before submittin

a marketing authorization application, in preparation for

the normal approval review after launch. ---
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Based on current development trends, several
applications for marketing authorization of cell-
processed products derived from human
mesenchymal stem/stromal cells (hMSCs) are
anticipated in Japan shortly.

Using hMSC processed products as a model,
and assuming conditional and term-limited
approval in the marketing authorization
review, we discussed:

(@ the position of conditional and term- )
limited approval in the product
development,

@ characteristics of the products and
resulting application data, and

® points to consider in post-marketing
surveillance planning necessary for the
scientific evaluation of efficacy after

\_ conditional and term-limited approval. Y
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» Contents
1. Introduction
2. Scope of this document
3. P05|t|on of this document
4. D Iti ® This document is a list of items\
5. Poi that should be considered at

present, based on the

auth characteristics common to
human MSC-processed products
and cell therapies using such
Points products.

study | eitis not necessarily an
conditi]  exhaustive list.

dPPrOM et has no binding effect on the
application contents, etc. /
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Article 11 “Considering the characteristics of

regenerative medical products, in order
to grant manufacturing /marketing
authorization of regenerative medical
products, which is under the provisions of
the PMD Act, at an early stage and to
ensure their safety, the Government shall
take necessary measures for securing
human resources to review applications for
regenerative medical products, making their
review process transparent, establishing
their review system etc.”

-
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\_ therapy using hMSC-processed products. !
14

= When considering conditional and term-limited
approval of hMSC-processed products, it is also
necessary to take into account

® “the characteristics” of the hMSC-processed
products themselves and

® “the characteristics” of regenerative/cellular
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5. PTCs in the review of manufacturing/marketing authorization for an hMSC-processed product

[5. ERMSCII T8 R QR ERE R EEE S\ CEET REEE }

5.1 Characteristics of hLMSC-Processed Products

5.1 EPMSCHI TR mD4FIE
) (" 5.1.1 Heterogeneity of hMSCs

~

(5.1.1. ENMSCOFHIEHE 5.1.2. Diversity of mechanisms of action of hMSCs
5.1.2. ENMSCO{FRRFDOZHRIE 5.1.3. Variability in the quality of autologous hMSC-
5.1.3. ACE3REMMSCHIIRRORBED KF— . processed products among donors y
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5.2 Characteristics of Regenerative/Cellular
5.2 Ml TR mEAVWEBEERSOREE Therapies Using Hum%n CeII-Pro/cessed Products
5.2.1. WREEBDERFESF 5.2.1. Target disease severity, etc.
4 - £ 5.2.2. R ti dical duct di
5.2.2. ANFILLEIRAEN SRR Regenerative medical products ysed i
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5.3 E NMSCHI TR S 0545 U SR &&E RS & 5.3 Points to consider for selecting the conditional
- - — and term-limited approval of an hMSC-
s xiRey 9 BERDBEREIR processed product
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5. PTCs in the review of manufacturing/marketing authorization for an hMSC-processed product

J

é*ﬁ é n% EEHEi.:‘_ 9 ‘:Ed‘ < . \ Aecommends:
- " D Understanding the heterogeneity of the human cell

@k FMSCINTRROERD &5 FHREE population that is the primary component of hMSC-
DA E 4 D IBRfE processed products
@ Understanding the primary mechanism of action and

@ ?g%gﬁgﬁ@%g%oﬁﬁﬁ%ﬁ LRE critical quality attributes associated with clinical
AR==T * efficacy
QEHBMHIEFF—DEICIIRERMNADMED 3 Understanding the variability in final product quality
152 ZFICET IR due to differences in raw cell donors

U0 Az N NEAN T S 5.3 Points to consider for selecting the conditional
5.3 EFMSCHIT KNSR U RARR{TRISARTTR and term-limited approval of an hMSC-

e iRsy I BEROBEREIR processed product
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6. PTCs for evaluating a study plan on conditions for conditional and term-limited approval

> HERFGERARKATHETEREINER » Points to consider for post-marketing
1. REGIEL studies on conditions for the approval
2. SRS 1. Number of cases
=T — | 2. Number of sites where evaluation is performed
3. rﬁil;ﬁ}(:}—@—d)@ﬁﬂli 3. Objectivity of evaluation parameters
4. {EW]@E(’FR‘K 4. Randomization of the cases
5. FHEDERIE 5. Blinding of the evaluation
6. MIRFEDELS A (FIAE vs. EAE) 6. Setting and orientation of control group
7. (AN ERABRSEDEIROZYE (prospective vs. retrospective)

™

Appropriateness of selecting use-results
surveys for efficacy/safety evaluation
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1. REGIEL studies on conditions for the approval
2. SRS 1. Number of cases
=T — | 2. Number of sites where evaluation is performed
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4. {EW]@E{’FH{K 4. Randomization of the cases
5. FHEDERIE 5. Blinding of the evaluation
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7. EARERABRSOEIROZYE (prospective vs. retrospective)

. Appropriateness of selecting use-results
surveys for efficacy/safety evaluation

SEm—
N

DIA =
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A) FRIRBOERBE., WREBEEL,
BADQOL., KEGREDEH

B) EISERTROBINIEDHFLRINTERE
B EZm B IEOIRFEOIR]

C) RSIRFEROTE ETED I - #REE DA
D) &ERTERABRICLIBIIETIET > AUR
S DERHRAAJHEE
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7. Appropriateness of selecting use-results

surveys for efficacy/safety evaluation ]

A) Severity of the target disease, number of
patients with the target disease,

quality of life of patients, availability of
alternative treatment methods

B) System for validating the mechanism of
action and efficacy-related critical
quality attributes after marketing

C) System for evaluation/verification of the
safety

D) Feasibility of collecting efficacy
evidence through post-marketing
surveillance
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7. Appropriateness of selecting use-results
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surveys for efficacy/safety evaluation

B) EISERTROBINIEDHFLRINTERE
B EZm B IEOIRFEOIR]

C) RSIRFEROTE ETED I - #REE DA
D) &ERTERABRICLIBIIETIET > AUR
S DERHRAAJHEE

- ~ ™ :
A) MREKEDEEE, JWREEEF/I. (" A) Severity of the target disease, number of )
. . patients with the target disease,
L FEOQOL. REGFEDEE ) quality of life of patients, availability of
\ alternative treatment methods y

B) System for validating the mechanism of
action and efficacy-related critical
quality attributes after marketing

C) System for evaluation/verification of the
safety

D) Feasibility of collecting efficacy
evidence through post-marketing
surveillance
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surveys for efficacy/safety evaluation

A) MREZEDEEE, WREEEBI. A) Severity of the target disease, number of
. . patients with the target disease,
BEDQOL. KRB GFREDHE quality of life of patients, availability of
4 e e . . ) alternative treatment methods
B) HiSARCTROBINEDHEFLRINIERE 4 B) System for validating the mechanism of )
B E D BSOS OAE action and efficacy-related critical
quality attributes after marketing
g C) HiEHRFEROZ 2 DT - 1REE DA y C) System for evaluation/verification of the
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D) B&ERFEERRICLDIBIEIET VAU D) Feasibility of collecting efficacy
L, evidence through post-marketing
SROEHAJHETE surveillance
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surveys for efficacy/safety evaluation

A) MREZEDEEE, WREEEBI. A) Severity of the target disease, number of
. . patients with the target disease,
BEOQOL. NEBEEDEE quality of life of patients, availability of
alternative treatment methods
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B) ZSHRFTROT/MITOHFLRHNIEREE B) System for validating the mechanism of
EE LD BSOS OARE action and efficacy-related critical
quality attributes after marketing
C) E&EERFEZOE 2 DM - #REEDIAH C) System for evaluation/verification of the
safety
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D) Feasibility of collecting efficacy
evidence through post-marketing
surveillance
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= Measures to address the risk that the collection
of evidence appropriate for scientific evaluation
of the efficacy may not be achieved.
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6. PTCs for evaluating a study plan on conditions for conditional and term-limited approval
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5. WE/5A—5- RS L b o stes where evation 2 performes
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4. EW]@E(’FR‘K 4. Randomization of the cases
3 .-,ZFﬁIﬁ(Dafﬁﬂ: . . 5. Blinding of the evaluation
6. WIREIDELH M (FIME vs. E£FAZE) 6. Setting and orientation of control group
7. A ERBSDEIROZHE (prospective vs. retrospective)
7. Appropriateness of selecting use-results
furveys for efficacy/safety evaluation
. ‘ . ) MHLW is currently preparing a supplemental )
ﬁ&%'ﬁ@?ﬁom\‘t:%?‘&ﬁfﬁﬂiﬁ& EICDWTI, document (administrative notice) that provides
R T A T L ICEFRHlZRTHENSE specific examples for each clinical trial design
(BFER) Z2EFSEDPMERKE regarding the number of cases required to
\_ ) \ presume efficacy. Y.







