(ARl 4)
[16bk0104038h0002]
Rk 2945 H 8 H

Tk 2 84 E HEMEEBRERE E

L EXEHR

=X 4 (AKEH) HAERERREMLHITEE

(3£ &) Research Project for Practical Applications of Regenerative Medicine

FIERRTSRRES © (HAGE) EIEEHILC X 2 BT ERBIETERE - A 80 O FBAER O FEH{b
(3£ §B) Clinical application of regenerative medicine for knee osteoarthritis

(cartilage and meniscus) with synovial stem cells

WZERRZEM YL (AARER) RERERRY BAERREMEE 2 — #iR BKRK

prg &k K4 0 (& FB)  Professor,
Center for Stem Cell and Regenerative Medicine, Tokyo Medical and
Dental University,
SEKIYA Ichiro

FE oM OB OB ERk284FE4H1H ~ FRK2943H 31 H

Sy AT (AAFE) HEARZBEL TREOH L/ T 1 b 3/ HTTaiR o Fi
B RREA, - (3% F%) Implementation of a clinical trial by an establishing protocol with the

cooperation of enterprises aiming for pharmaceutical approval

WFZEBRFE 0 HHE 1 (HAGE) HRERER R RSP B RAol Hdk RE K

prig &k K4 0 (% F8) Professor,
Department of Joint Surgery and Sports Medicine, Graduate School of
Medical Science, Tokyo Medical and Dental University,
MUNETA Takeshi

WFEBAFE 3 2 (AARE) BOUERIEFIRTRESE  FEAETE MR B/ AR Bk be  Mlais
W r— Bk HRERKE
PrE &k K4 0 (3% FE) Professor,
Center for Cell Therapy, Tokyo Medical and Dental University Medical
1



Hospital, Department of Pediatrics and Developmental Biology,
Graduate School of Medical

Science, Tokyo Medical and Dental University,

MORIO Tomohiro

WHIERRZE A 3 (AARRR) HERERIRY: BARRMEY ¥ — HHdR JEKRIR

ArE &k K4 ;. (3% 3B) Associate Professor,
Center for Stem Cell and Regenerative Medicine, Tokyo Medical and
Dental University,
SHIMIZU Norio

WFFEBATE /3 4 (HAGE) HORERER R RFEE  REERAESIITER 2R REEZR

prig ik K4 0 (% F8) Professor,
Graduate School of Health Care Sciences, Biomedical Laboratory
Sciences, Life Sciences and Bio-informatics, Biochemistry and
Biophysics,
AKAZAWA Chihiro

WIFERHFE /3P 6 (HAGE) AURERER RS ERE AR 7 — WHEIR B Wk
prlE &k K4 0 (38 FB) Associate Professor,
Central Clinical Facilities, Clinical Research Center, Tokyo Medical
and Dental University Medical Hospital, Tokyo Medical and Dental

University,
TOMITA Makoto



II. FBROME (RIEHERE)

|}

.
[=]

HA

EIVERBIEE (osteoarthritis , OA) [FZBAEIHKE DAL T 2KEATH D, AADEELIC
K0 BAEEBEEDOFIERIZ LEF LTV D2, BERE 720 TR CEARICORER KA TND &
WO BHERBYERRBL 2 2 TV D 2 LB IRIERNI RN 7L disease-modifying osteoarthritis drugs
(DMOADs)IEBHSE STy, B k3 2 R el (PRIEESHIG) 132 OB 7o HIFHRE & 4K
FMEREIC K VG - EAREAEORAMIEIRICZ2 0 5 5, HiEE O 10 FLL Eicbhbe v | gk
HRE oD FE LRSS 2 SCHFHAE IIST THAEROFEIIbANA 7 = A |, JBATEE/AMED A EHRE
FMEATTEEEZE ] D3R 2T oD, Mkt L TE 7z, AW, Z0FEKE S LIZ, BEOHIZHTT
2 kA afERc L, PR 28 SRR E TITIBBRE ORI A B E LTnD,

TRk 28 FEEIE. LUF D 3 SORIFEEH & %k L 7=,
1) BRIRBRTE T A 0F 5 B A ARG O il L Siaiiedt] oET

RL 27 4F 6 AR LT ARERIRITFE TIE 10 40 O#BRE 2 5548 L. [F4FE 12 H IRk o1
JRBREZ 58 T LTz, TRk 28 4 5 HICEHERE OFiiik 24 HOBIERET —FBIETE o), =4
Vor7, T—2EE, T—FBE. REEREZEOMER, BEELI L, BIRITE T2 Ek LT,

p=it

2) HHIKR A B LGB HEE

W IAEZEDOZEDO S & PMDA Ml S %% \) 2 12 OIS B REFROER ATV, 10 HICHE - %2
EIEOKEE ., LV, IR 1 ha v OxmE 2% 0 72, xS TEHSRE ORIE IRz
AN BTZ, —E, PMDA Ofii % BISERTEIC KBS D BN E Ue, £ 6 OXISAZ AL S,
3 H 27 HICIEA FEIRBROFHEE R H 2=k LT,

3) FEXEAICHEEIRBIEL S i — D DREST.
{2 L OILFEFFZEIZ L 0 IBFEMERE RS J O RO ENEEEZ S DT &y r—U 2 REL, &5
(2. EERRTEIRERIC O B M IR0 A o0 B S BE 2 A ek S T2,



‘>E%
<

Osteoarthritis (OA) of the knee is the most prevalent degenerative joint disease. Although
the incidence of OA is rising due to aging populations, no effective disease-modifying drug has been
developed due to the disease's complicated chronic pathology, affecting not only cartilage but also
meniscus. Synovial mesenchymal stem cells (MSCs) are a useful cell source for cartilage and
meniscus repair because they have superior proliferation and chondrogenic potentials. We have
already performed studies about practical applications of synovial MSCs, which was supported by
“the Highway Program for Realization of Regenerative Medicine” from “the Ministry of Education,
Culture, Sports, Science and Technology (MEXT)”, “Japan Science and Technology Agency, JST”, and
subsequently by “the Research Project for Practical Applications of Regenerative Medicine” from “the
Ministry of Health Labour and Welfare”, and “Japan Agency for Medical Research and development,
AMED?”. Based on the results of these studies, the aim of this project was to establish protocol with
cooperation of enterprises, and to submit a clinical trial notification by the end of FY2016.

In this fiscal year, we conducted three research items with support from private companies
as follows.

1) Completion of the clinical research “Enhancement of healing for extruded injured meniscus by
transplantation of synovial stem cells after meniscus surgery”
We recruited 10 subjects for the study started in June 2015, and transplanted autologous synovial
MSCs onto the meniscus of the tenth subject on December. In May 2016, as collecting data of all
subjects at 24 weeks after synovial harvest, we conducted monitoring, data fixation, data transfer,

preparation of a clinical study report, and audit; then, completed the study.

2) Application of a clinical trial aiming for pharmaceutical approval
With the partner companies, we prepared documents needed for PMDA face-to-face consultations,
and had three consultations ([Quality], [Safety], and [Clinical trial protocol]) in October 2016. In
these consultations, our answers to the issues pointed out by consultants of the PMDA were
generally accepted. According to some comments, however, the development program needed to be
improved. Finally, on March 27, 2017, the investigator-initiated clinical trial notification was

submitted.

3) Establishment of product packages necessary for industrialization
In cooperation of the companies, we determined the final product packages including domestic
transport of synovial tissue and processed cells. In addition, we prepared confidential investigator's

brochure of the synovial MSCs for the clinical trial.
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