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Disclaimer

The views and opinions expressed in the following PowerPoint slides are those of
the individual presenter and should not be attributed to DIA, its directors, officers,
employees, volunteers, members, chapters, councils, Communities or affiliates.

This presentation is incomplete without accompanying verbal commentary.

Also, the views and opinions expressed in this presentation do not necessarily
represent the official policy or position of the Japanese National Institute of Health

Sciences or the Japanese Ministry of Health, Labour & Welfare.
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Conditional and term-limited approval of regenerative medical products
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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, Labour and Welfare may, 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 conditions necessary to ensure its proper use and a term limit not
exceeding seven years.

(.

(i) The regenerative medical product pertaining to the
application is not homogeneous.

~

(ii)  The product is presumed to have the efficacy, effectiveness
or performance pertaining to the application.

(iii)  The product is not presumed to have no value for use as a
regenerative medical product because it has a significantly
harmful effect compared to the efficacy, effectiveness or

\_ performance pertaining to the application. )
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The major challenge in the conditional and term-limited approval of

regenerative medical products

Q: T3hee. MBRISHEEZHTLEREEND] 1=8IC
WER TRRICED2AMIEIETUORLANIL] FED
BRELRADIREN?

AAETOBEERFEARIEATE AL DG —KHRES

DE AL,
=

FERERICfR 52088, MRRIIMEZEHIT HLBHLNT .
EELSNGWEE]

&

IEREBICRAEE. MRXIMEREZET S LRDLONAE
L RSEEIESS & =

DRXFNAGEIZHREHIZE TERE,

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.

o

"when the efficacy, effectiveness, or performance pertaining to
the application is not recognized AND IS NOT presumed"

The distinction between:

and

"when the efficacy, effectiveness, or performance pertaining to

the application is not recognized BUTISIpréstmed"

is unclear from both legal and scientific perspectives.
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(NERT, HH3FESA28H) Ao DR
Excerpt from “Interim Summary of Discussions at the Council for Development of
Regenerative/Cell Medicine and Gene Therapy” (Cabinet Office, May 28, 2021)

e

/
.. REERCHEARM ZHARICOWT, AROFRAEEI’HEREI NS

CEDHIFEINhTWLWS, |

“... It is expected that the foreseeability of approval will be ensured with
respect to conditional and term-limited approvals.”

\_ /
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Discussion group on post-marketing evaluation methods for approval of regenerative

medical products with conditions and time limits (for exchange of opinions at the Medical
Device Review and Management Division, MHLW, FY2021)

> X /N— » Members
ERE (REREMERKF) Tomohiro MORIO (Tokyo Medical & Dental Univ.)
HEET  (EEKT) Takashi MORITOYO (Univ. of Tokyo)

NEFFAESE (BB ERMRE > % —)
triElmn (ELIEEmREmEENTRAT)
BHEES (EREMKF)

AT GERKRF)

Masashi ONODERA (NCCHD)

Yoji SATO (NIHS)

Mayumi SHIKANO (Tokyo Univ. of Science)
Kohei UEMURA (Univ. of Tokyo)
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Discussion group on post-marketing evaluation methods for approval of regenerative medical

products with conditions and time limits (for exchange of opinions at the Medical Device Review and

Management Division, MHLW, FY2021)

> BEY
L E2352D26 DBE T B F R .
R CHIRMAGRICEHE 1T S

SLE IR FE R AR & L T
I HELERFTERERAERE X ITE
1SR FE R ER AR EER D

THA v OBES - BERNBREZ S
R

» Purpose

To study points and basic concepts for
the design of post-marketing surveys or
post-marketing clinical studies to be
conducted as post-marketing
evaluations of the authorizations in
conditional and term-limited approvals,
based on the intent of Article 23-26 of
the PMD Act.
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(EFEEERREATIERT GD,L\,EME'@\ SH3EE)
Discussion group on post-marketing evaluation methods for approval of regenerative medical

products with conditions and time limits (for exchange of opinions at the Medical Device Review and
Management Division, MHLW, FY2021)

1. ZEROHRBRMEERF AR 2574 SHE DB 1. Review of evidence and post-marketing evaluation plans at
HEEEINZICOWT, AREFSoTET X the time of approval for four regenerative medical products

L EIERR R RS E A L E 2 — for which conditional and term-limited approval was granted

0 RHENUVEARMAIBE S TCOIETFT Y XL ~NJL 2. Discussions on points to consider in planning post-
' A marketing surveys or post-marketing clinical studies based

%Eyk_i\ 7Zt %&f%ﬁﬂqmﬁﬁﬂy ;t*”fjﬁ}ij‘ﬁﬁ on the level of evidence at the time of conditional and term-
SRR DB OB ESIC DWW TiEmR (B & (1, limited approval (e.g., what kind of plan would enable
EEGIENS ﬁ?igjﬂf&ﬁgi’;\ FENLEEE & A S g appropriate post-marketing evaluation for the next

#5 Fo =L £ marketing authorization application after approval with
5 %13 Hd“ WEEICEDL O “ﬂ_rcff*]j 3 = conditions and time limits, when the evaluation items must
& O BEH%(F‘“ B OARERFBICANS 75 & be subjective, such as motor function, etc.)

R ICEYIICITY 2 EAARETH HH A L)
3. Redefinition of Article 23-26-2 of the Pharmaceutical Affairs

3. KMZ EREZT=ZFDO RO [REICHRD Act "that is presumed to have the efficacy, effectiveness
BE. MRNITEREE TS LERESNSED | orperformance pertaining to the application" won't be
DETERIFERNE LN discussed.

© 20244 Drug Information Association, Inc.| Page 8



BAEERERSFHMmOFH R VRN E AROSSIRGER O EICET 2RETR
(EFaEERREATERTCORRRM., DH3FE)

Discussion group on post-marketing evaluation methods for approval of regenerative medical

products with conditions and time limits (for exchange of opinions at the Medical Device Review and

Management Division, MHLW, FY2021)

> TIREEAESE CEYEERTTREFRSLIF > Points to consider for the validity of post-
marketing surveillance plans
1. REFIEL
2. FHEErenEE
3. FHMHEi/NT A —2—DFEHE
4. FEGIDEESBIL
5. FHBIDERIL
6. WHEREBORELARM (BIMZE vs. BAE)
[ 7 WA ERARAESORROE L ] [

1. Number of cases

Number of sites where evaluation is performed
Objectivity of evaluation parameters
Randomization of the cases

Blinding of the evaluation

o o A~ W DN

Setting and orientation of control group
(prospective vs. retrospective)

7. Appropriateness of selection of post-marketing
studies.
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DEEIRES OTHESEICE T 2854
S, SFI3ER)

Discussion group on post-marketing evaluation methods for approval of regenerative medical
products with conditions and time limits (for exchange of opinions at the Medical Device Review and

Management Division, MHLW, FY2021)

[ 7. BEREAEAREEEEORROE Y ] [7.

surveillance methods

Design and selection of appropriate post-marketing J

A) IRFEBOERE., IRELBEBEH. BE
DQOL., KB AEEDEHE

B) &R DEEDEER & B ESR
EREEYoBIFO &)

C) L& irFctt D L2 M DT - 1AL DARH|

D) MIRERAETICL2FNETET INED
EIRATREME

(BT B35

= [RIZHFMICES BETET » ZADIRE
PERTEHEULWALLALW] EWSYURY

A)

B)

C)
D)

Severity of the target disease, number of patients
with the target disease, quality of life of patients,
availability of alternative treatment methods

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

System for evaluation/verification of the safety

Feasibility of collecting efficacy evidence
through post-marketing surveillance

= 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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Study Group for "Evaluation Guidelines for Efficacy Evaluation Plan of
Mesenchymal Stem Cell-Processed Products after Conditional and Term-limited
Approval" (Evaluation Guidelines Development Project for Next Generation Medical
Devices and Regenerative Medical Products, FY2022)

b A IN— 4{’%5Fﬂ3$f§0)7fﬁ§¢%c‘: EL JSame as the FY2021 Discussion Group

» Members
RERE (EREMEHNKTE) Tomohiro MORIO (Tokyo Medical & Dental Univ.)
AN BB (R ==
HEET  (EREKT) Takashi MORITOYO (Univ. of Tokyo)

NEFFAESE (BB EERMRE > & —)
teiElmn (EiIEEmBEmEENRAT ;) ER)
BHES  (ERENKF)

AT GERKRF)

Masashi ONODERA (NCCHD)

Yoji SATO (NIHS; Chair)

Mayumi SHIKANO (Tokyo Univ. of Science)
Kohei UEMURA (Univ. of Tokyo)
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(BEHE RIEAEERERS - BEEREFRmMOREEREE. SH4EE)
Study Group for "Evaluation Guidelines for Efficacy Evaluation Plan of Mesenchymal Stem Cell-Processed

Products after Conditional and Term-limited Approval" (Evaluation Guidelines Development Project for Next
Generation Medical Devices and Regenerative Medical Products, FY2022)

» BESCOEXRFHAL,SH. HATIHE FEESREM » Based on current development trends, several

B /PRI E S (hMSC) ARl L7t i applications for marketing authorization of cell-
A U O DB R T R SE A S LI ke (- e processed products derived from human
EE\‘MI%”DED%L’&’L’E(“ O LVRRICE mesenchymal stem/stromal cells (hMSCs) are
LSNDEHFINTN D, anticipated in Japan in the near future.
» hMSCINI&E@mzET /L& LT, BERFTAREER » Using hMSC processed products as a model, and
ICBNWTEREROHART X AR AEET BN, assuming conditional and term-limited approval in the
) marketing authorization review, we discussed:
O WBEARICH T 25H - PRTEZAROMED T N N o
- (D the position of conditional and term-limited approval
@ B0 E ZNIC K DHET — X D™ in the product development,
B INBICEDVWRaroEZIONDE, FHERD @ characteristics of the products and resulting
HABRAT = AF R ICBE ORI ZRIFHm 21T D 728 application data, and
A NG NN L BE S i i i i i
IS BTIREABAEOBRER (3 points to consider in post-marketing surveillance
VN planning necessary for the scientific evaluation of
& efficacy after conditional and term-limited approval.
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Evaluation Guidelines for Conditional and Term-limited Manufacturing/Marketing
Authorization and Subsequent Efficacy Evaluation Plan of Cell-Processed Products

Derived from Human Mesenchymal Stem/Stromal Cells (Draft)

» H X » Contents

1. I LC®HIC 1. Introduction
= I .

2. ANEZEDHR 2. Scope of this document

. EDNMED

3 ZIK?( Hﬁﬁu_ 1y 3. Position of this document

4. FREEOTEZE Definit ‘T

5. € FMSCHI LA 0B E R ARE o cinrons ol erme
BPWTHERIANZFIE 5.

Points to consider in the review of ]

|
(T ONER B o U By o 2K S0 0D 7D [ manufacturing/marketing authorization for

6. (ST B O ST 1= 45 L € B8 55 o~ hMSC-processed products
=18

R ARZAR | I

6. Points to consider in the evaluation of the
post-marketing surveillance plan after
conditional and term-limited approval
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#1155 [HIZ, BEEESEMOFEZEE X,
BAEEEREEMOBID R T, EEKz
LZomE., BWERUOZEHOERE(C
B9 A EFEOREIC L 5 ELEIRTE DAER
#l®Y . o, BEEZHERT DO,
BAERERRLR
BAERERGBOEBTOSEHNL., BEERE
HNEOEERICET 220G OBEED /-
DHEBEREBEZREI LT 5, |

EEHEEE] (P25

DEBEICHT D A DHER.

(St FMSCHI T & 5
TEERVHRMARZRETT 255, e b
MSCIITREBAFD [HE] &. & FMSCHI
TEHAmZHAVWV-BEEERESD (5% 28F
ZABUENH B,

\ . )
D ELERFEAGIEEICH L

)

ct for the Promotion of Regenerative Medicine (2013)

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.”

-

= 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 therapy using
hMSC-processed products.

~

J
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Evaluation Guidelines for Conditional and Term-limited Manufacturing/Marketing
Authorization and Subsequent Efficacy Evaluation Plan of Cell-Processed Products

Derived from Human Mesenchymal Stem/Stromal Cells (Draft)

» H X » Contents

1. I LC®HIC 1. Introduction
= I .

2. ANEZEDHR 2. Scope of this document

. EDNMED

3 ZIK?( Hﬁﬁu_ 1y 3. Position of this document

4. FREEOTEZE Definit ‘T

5. € FMSCHI LA 0B E R ARE o cinrons ol erme
BPWTHERIANZFIE 5.

Points to consider in the review of ]

|
(T ONER B o U By o 2K S0 0D 7D [ manufacturing/marketing authorization for

6. (ST B O ST 1= 45 L € B8 55 o~ hMSC-processed products
=18

R ARZAR | I

6. Points to consider in the evaluation of the
post-marketing surveillance plan after
conditional and term-limited approval
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[t FEkROMERSHIEE L < ISHEREEMEZFER &9 % b MM IR GO &E Kk OHAR(TELERFE AR O 2 0% 08 $h 1% T
ETEICBIY % FdiEE () |
Evaluation Guidelines for Conditional and Term-limited Manufacturing/Marketing Authorization and Subsequent Efficacy
Evaluation Plan of Cell-Processed Products Derived from Human Mesenchymal Stem/Stromal Cells (Draft)

5 t I~ MSC’J”I%HH 0)% iE&JbE‘mu%EL—*SL\TE-?:U\?—/\ g $IE
5. Points to consider in the review of manufacturing/marketing authorization for hAMSC-processed products

51 & FMSCIIT& 5D 1% 5.1 Characteristics of hMSC-Processed Products

(5_1_1_ = |“MSC0)7F~1’:J§'I_&._ ) f5.1.1 Heterogeneity of hMSCs )

51.2. £ F MSC@{’FFH’I‘%F?@%&'I_&._ 5.1.2. Diversity of mechanisms of action of hMSCs

5.1.3. Variability in the quality of autologous hMSC-

51.3. HCH¥t FMSCINITEHRmOMEDFF—| processed products among donors D
\_ RITOZE /5.2 Shgraclfleristic% o:’l RPegeneratglvglCSIIular Therapy
52 b RN TR % B L - B A EEE 0k sing Human Cell-Processed Products
e Py HHE = ~\ [5.2.1. Target disease severity, efc. )
5.2.1. HRKBOERIE 5.2.2. Eeeddfor etshtablishn:ent of pé:\tiﬁnt setleqti:?n crift?rl;ia
522 EEKOEEDEREVISHIc RSO BE ased on the symptoms and characteristics of the
D& — s d tual cl I t d
EIREEDSERI U ICERKRICE DL elsstgglsigt:%aecr:\tugf gF;g:%?orlio;faect:gggaenmethods based
9 Tﬁtﬂ&{ﬁﬁi EDSERR D HEM Y \_ on actual clinical practice )
== 5.3 Points to consider for selecting the conditional and
53 =5 £ *gS_f_;J_ﬂZ)I F%g}%%ﬁgoﬂﬂ PRI SE AR u % term-limited approval of an hMSC-processed product
E 7~ H /&
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Evaluation Guidelines for Conditional and Term-limited Manufacturing/Marketing Authorization and Subsequent Efficacy
Evaluation Plan of Cell-Processed Products Derived from Human Mesenchymal Stem/Stromal Cells (Draft)

5. £ FMSCINTHAORERTAREERICEVWTEREIRESTH
5. Points to consider in the review of manufacturing/marketing authorization for hAMSC-processed products

5.
T r— I
@ ke bMmSCINIRFB/OERS &3 FABRER®D
R E DR
@ E1-3EREFOERE VISR E MY L BET 3
4 EESEBEOER
@ ERMEFF—0EIc Lk 2ERBEDREEDIED
DX (CRAT B IBAR
SRR 3 1 4//
EDRRDBEMS '

5.3 £ F MSCHNT &5 D 514K U HARR (3 SHE AR T &
ek 5BENEEEH

5.1

5.3 Points to consider for selectin

Recommends:
@ understanding the heterogeneity of the human

cell population that is the primary component of
hMSC-processed products

(@ understanding the primary mechanism of action
clinical efficacy

(3@ understanding and critical quality attributes
associated with the variability in final product

quality due to differences in raw cell donors
... based on the accumulated clinical data

clinical practice

the conditional and

term-limited approval of an hMSC-processed product

© 20244 Drug Information Association, Inc. | Page 17



[e +EROMERFMIEE L CIIRRREBEMIEZ/RZR 925 &£ Ml ITR GO FGROHR
TEOEARFE AR NS £ DR OB MNMEHERTENICE 3 2 FHIEEE () |
Evaluation Guidelines for Conditional and Term-limited Manufacturing/Marketing
Authorization and Subsequent Efficacy Evaluation Plan of Cell-Processed Products

Derived from Human Mesenchymal Stem/Stromal Cells (Draft)

post-marketing surveillance plan after
conditional and term-limited approval

» BX » Contents
1. ZLC®IC 1. Introduction
= 7 ¥ :
2. AXEDHHR 2. Scope of this document
. ZDHRIED
3 ZIK?( hrigo 1y 3. Position of this document
4. HEDER Definit "
5. b FMSCHNTALE 0 sy R 5 A + Definitions of ferms
BICEWTERT NEEIF 5 Points{t to consi/der i}? the review of f
S s EE—— = turing/marketing authorization for
6. SR UHARRAT BE AR FE AR DA aanac
[ %T#E?Tﬂﬂ?r@@%iﬁtigb\f%’%@”\“ hMSC-processed products
=EH [6. Points to consider in the evaluation of the ]
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[e +EROMERFMIEE L CIIRRREBEMIEZ/RZR 925 &£ Ml ITR GO FGROHR
TEOEARFE AR NS £ DR OB MNMEHERTENICE 3 2 FHIEEE () |
Evaluation Guidelines for Conditional and Term-limited Manufacturing/Marketing
Authorization and Subsequent Efficacy Evaluation Plan of Cell-Processed Products
Derived from Human Mesenchymal Stem/Stromal Cells (Draft)

» BHX » Contents
1. FLC®IC 1. Introduction
2. KNEDIHR

SHB3EE DR

e — _ . 3. Positi f this d t
(HIREAEHECEL MR RETRER A F v ——

The FY2021 Discussion Group
“Points to consider for the validity of post-
marketing surveillance plans”

J 2. Scope of this document

_z_zun(/)%lﬁ,‘jﬁmmﬁé
P W THE I NZEIE

[a %#&ﬁ%@ﬁ@%ﬁ%ﬁ%&@@%]

-processed products

FUFEHMETEB OFHHICHE W TEET AN
=EH

post-marketing surveillance plan after

6. Points to consider in the evaluation of the
conditional and term-limited approval
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ETEICBIY % FdiEE () |
Evaluation Guidelines for Conditional and Term-limited Manufacturing/Marketing Authorization and Subsequent Efficacy
Evaluation Plan of Cell-Processed Products Derived from Human Mesenchymal Stem/Stromal Cells (Draft)

6. SR K U HARR T RIS AR ST AR E DA R M BT E OFTEIcE W TEE T NEZHIE
6. Points to consider in the evaluation of the post-marketing surveillance plan after conditional and
term-limited approval

(1) EEBIER (1) Number of cases
(2) SHEEMEfEERE (2) Number of sites where evaluation is performed
(3) Objectivity of evaluation parameters

(3) SEM/N T A — 2 —DEREMHE

(4) Randomization of the cases

TEH| 0 e A
(4) {fE‘ﬁJG),.J’F%'ft (5) Blinding of the evaluation
(5) FHEi D FHRAE (6) Setting and orientation of control group
(6) MEBEORTELHE FME vs. BAE) (prospective vs. retrospective)
(7) BB IR S A R A A E OEROE Y (7) é&%rizgrlateness of selection of post-marketing
BHh E@?ﬁmkﬂ%&ffﬁﬂ?ﬁ& EIZDWTIE, MHLW is currently preparing a supplemental document R
ERAREAERT A2 <:-’- ICEAHSlZERTHENS (administrative notice) that provides specific examples
(BRER) 2zEFHADIRETP for each clinical trial design regarding the number of
_cases required to presume efficacy.
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Supplement: “Efficacy, Effectiveness or Performance”

Regenerative Medical Products (Cellular/Gene Therapy Products
| Reg (Cellular/ 2 )

_ B </| The boundaries
”~ ~
e . are unclear

\
NOERAVIE officacy, NGHIREVIRE fficacy,

effectiveness or performance \  effectiveness or performance

erformance statisticall statistically J ST
P " ayter y ; AND presumed NOT to have
180y [PFS 7/ evenina sense of the PMD Act
/
/
N , J

S P When the boundaries are unclear,
S o - complete denial is rather difficult.

- efficacy,

effectiveness or
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