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rcgistcrcd with the MHLW. The ASRM

Balancing Safety and Efficacy i i o co nitcnuing
With Early Availability in the 0 e e o

cell processing facilitics. The ASRM di-

Regu I at i 0 n Of Rege n e rat i Ve vides regenerative medicine technologies

into three categories based on the potential

MediCi ne PrOduct risks to human health: class I (high risk),

class II (medium risk), and class III (low
risk].] The MHLW regulates these prod-
ucts and medical institutes where those
are used. As of Fcbruar)' 8, 2020, almost
Appropriate regulation is essential for safe, expedited access 4,000 plans for regenerative medicine (not
to regenerative medical products. The Act on the Safety of including registration-dirccted erials) chat

Regenerative Medicine regulates both private practice and *°P"™ S g o HITIW

website are conducted in Japan.” As shown
clinical research in Japan, but more stringent operation is needed. i Tuble 1, 17 clinical rescarches and 0
The Act on Securing Quality, Efficacy, and Safety of Products, practices at 15 hospitals arc caregorized
including Pharmaceuticals and Medical Devices (PMD Act), plays & dflass L Thils anlm_:lcj d‘:ﬂ i‘*ﬂfjgfﬂcif
a pivotal role in regulatory approval. “The conditional and time- "¢ °7¢ 2urolosoustinduced plunpotent

stem cell therapies, four cell immunother-
limited approval” scheme within the comprehensive health care .. and threc isler cell transplants. There

Yasuhiro Fujiwaral", Yoshiaki Ma1'11‘};:111132 and Futaba Honda®

framework can realize safe, expedited access. arc 60 rescarches and 485 practices at 38
hospitals and 349 clinics thar are catego-
Clinical Pharmacology & Therapeuticsis 3

(DOI: 10.1002/cpt.2034)
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L] == u cmerging disrupti\'c tcchnok:gics that are
P M DA S v I s IO n fo r H Or Izon being introduced, or that may be used, in
medical product dcvclopmcnt, and which

Sca n ni ng Of E m e rgi ng would present a cha"cngc to traditional

produv:l: rcguhtor)' s:,'stcms. TI'IIS “'Ollld

Technologies Potenti a"y help the regulatory agency to determine

which of these tcchnologics might call for

Re I eva nt to t h e Deve I 0 p m e nt new modes of regulatory assessment in

order to establish the qualit}-‘1 safcr:.', and

of New Medical Products: The i oo
Regulatory Challenge R e

cXperiences in the past, and this may restrict

—_ 1 . p I 2 oy - .
Masafumi Shimokawa", Daisaku Sato™*, Rika Wakao~ and our vision. Thus, there is a compelling need
l—lirm’ukj -‘1["]1‘2 for a more systematic and evidence-based

£ < “

mcthodclcg}; for horizon scanning.

A key goal of regulatory agencies for medical products is t0 pppa's INITIATIVE ON HORIZON
make innovative products available to patients and the medical SCANNING

community in a timely manner in order to improve the quality of The Sclence Board _
public health and health care. Thus, regulators must respond I,h;(ilgEisl.f,l;3:Cﬁi?a:::::i::f;?f
quickly to emerging technologies. It is a horizon scanning .}, discusses scientific aspects of prod-
method, based on which the Japanese regulatory agency will have  uctreview, aiming ar advancing regulacory
the expertise prior to review of forthcoming products of evolving  scicnce and product cvaluation in commu-

nication with researchers from academia

technologies. S -
Clinical Pharmacology & Therapeuticsi$ 5
(DOI: 10.1002/cpt.1986)



BS5HBNFEFZEER0DT—V

(512108 8HIRTHE)
1 aVEa1—4—L3aL—YavEERLEERERYINIIT |y

DEEDEZATA

ek B BT (EERNRETRFT REEIFHENMN BHEBHR) testeh
BlEEa R EAR — BB ERAZAER IS RFRH K12) (SF11
ARRRENRET DALV BRMOBIREHREL., chzERES |(FE20.
ISHATAEEIIETREAERE - RAL. MEELEMYELDH S, %00
(8) S I1L—2 a3 O FAHIOHE FRES
-3 BB e m i [a] B )
EEHHTELL, DV IEBEMEAEVEETLAN I TELL B ARG
1ERDIE
2 IAOANAA—LBFEIZEDVV-HBEEF DRI EEBSE IR 37
ek U0 BEEAERAY 25D
BlEER:MH R KRXZXZR EERAEH %i9) i ith
AN
MOREIZEBMRANSHI S BREROBFISYREARERS | S
S D RIEROEFERREMEL . (V0N (A— L (MEYRB)FRICE | =
SN MEAF DB K EFEEIOVNTREZEMUELD S, )
6

NUSNDBETT—IZDOWTIK,. RSAV - RE =V FE8EEBELT. ST —VERHEZTIRELTL,




BAUHIBNFRAER( T ) hiERiTe BLWCERFSBRARmMED

mE - B2 HEFEDERFIRICEYT IEHEE | OF SN DI,

Human Gene Therapy, Vol. 31, No. 19-20 | Review |il| Open Access | @

Aspects of Gene Therapy Products Using Current
Genome-Editing Technology in Japan

Teruhide Yamaguchi = Eriko Uchida, Takashi Okada, Keiya Ozawa, Masafumi Onodera, Akihiro Kume, Takashi Shimada,

Satoru Takahashi, Kenzaburo Tani, Yasutomo Masu, Tomoji Mashimo, Hiroyuki Mizuguchi, Kohnosulke Mitani, and Kazushige Maki
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Abstract

The development of genome-editing technology could lead to breakthrough gene therapy. Genome editing has made it
possible to easily knock out or modify a target gene, while current gene therapy using a virus vector or plasmid hampering
modification with respect to gene replacement therapies. Clinical development using these genome-editing tools is
progressing rapidly. However, it is also becoming clear that there is a possibility of unintended gene sequence modification
or deletion, or the insertion of undesired genes, or the selection of cells with abnormalities in the cancer suppressor gene
p53; these unwanted actions are not possible with current gene therapy. The Science Board of the Pharmaceuticals and
Medical Devices Agency of Japan has compiled a report on the expected aspects of such genome-editing technology and
the risks associated with it. This article summarizes the history of that discussion and compares the key concepts with

information provided by other regulatory authorities.
Human Gene Therapyis 7

(DOI: 10.1089/hum.2020.156)
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r—2 avka—)L Ay Xt HEAFvXHE 01 1 10 100
No G-CSF prescription 586 5,254 1 (reference) 1 (reference)
Pegfilgrastim prescribed 14 60 469 (1.85-11.9) 4.58 (1.81-11.6) —
On the ID * 0 0 incalculable incalculable
The day before ID 0 <10 incalculable
2-7 days before ID <10 38 7.68 (2.02-29.1) —_——
8-14 days before ID <10 <20 3.15(0.79-12.6)  3.12(0.78-12.4) =

*M/RE 4> Grade 3 or higher cases (platelet counts <50 000/mm3)(CTCAE ver4.0)
https://www.pmda.go.jp/files/000234446.pdf
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