(A4 )

I. EAREHR

I

WFFERAJE SRS

WHIERZE R Y &

e el K4

ESID R
GAEELT B

PIE IR
WFFERHFE Sy A

e el K4

Sy RS
PHIE IR

WFFERHFE S A

e el K4

[GRAEEAS R 2] 16ek0109094h0002
SR 29 4 5 H 25 H

WOk 28 A ZFE P JEOBH B OK R WO &

(BARE) HHATER R M Te s

(%  FE) Practical Research Project for Rare/Intractable Diseases

(HARFE) 6P o — U ImIoxt 3 B i EER AR OCH-NCNP OF Mt IO
Ve A RS B [ AT 35 R R

(F  FE) Physician—initiated clinical trial to verify the usefulness and
safety of OCH-NCNP for treatment of neurophysiologic disorders

for intractable Crohn’ s disease

(AAGEE) BSFRBARFEFHANEY (Hbar) - Bi% SFpit
(I FE) Department of Gastroenterology and Hepatology

Keio University School of Medicine, Professor Takanori Kanai

Rk 2844 41 H ~ FRk2943 A 31 H

(HARE) TRBRGLHS &GP 5 (2 B3 D AFE

(= FE) Supervision of the clinical trial and investigation for microbiota

(RAH BERIAFESN B0% & Mt

(&  3E) School of Medicine, Keio University, Professor, Takanori Kanai

(HAEE) 1RBRET I EERL & IRBR S

(I  FE) Preparation of the protocol and enforcement for clinical trial

(AAGEE) BEEFRBAREETE S W

(& FB) School of Medicine, Keio University, Assistant Professor, Makoto

%L_l

Naganuma



Sy HAAFFAE

PIEIRE A

WHFERASE S A

P ek KA

WHFERASE S A

P el K4

(A AGE

C

(A AFH)
C )

(HAGH)

C)

(A AFH)
(ZE &)

FHERR IR EAIR 0 FEH

Enforcement of pre—clinical trial

NERE R ZZEZE #i =€ Ff

School of Medicine, Juntendo University, Professor, Sachiko Miyake

TR BR FE N AR ET - HEE AT
Organization of institutional system for clinical trail and

statistical analysis

BEIEFRBAR R BTk Fll &7
School of Medicine, Keio University, Assistant Professor, Takayuki
Abe



I. RROME (ReIEH7EHE)
WZEB R REE I L D REDHE

70— PRI IAE LB MRS RIE D R T 2 MHE IR R TH D IR - WA 2 L7aR
SRR T D, WEHEN - JRREICEI L CIEARIAZR SR ST | 5818 ATRE 2R BRI I A7
L7\, HUTINF o FUARIFNIEEME 7 v — B E DR 60-T0%ICH N TH % b D DGk
ZIRIERN R NIRTT T D IREENEI DN 30-40%1F1E L. FOXENAKT L R->TW5D,

AR CTHVND OCH-NCNP 13HEEE o T 7 Fi bt T 2 K (a-GalCer) OELMTHY | IL-
4 DREAZMEFRF LRG| IFN-y 72 & D Thl Milaf kRO A A 2 MflT 52 izl 7 m
— VIR DORIEZELET D, PUINF o PUERA] & 134 < B2 D CRIEZIIHIT 2 Z L B A[RET
&V . PUINF a FLEARANS K DI BIRO2WIER T H AR IR S D, AR T, B9
BN L R o B - PRERAVER IR ILS IS8 E STV 5 BER AR T L O
FHFIEN S O — XML (ENAEH - R ER T ¥ —) OBEEEEREIO b & G YT
&5 NKT Mz % —4 > N & L7 OCH D27 v — i BT 2 KEAR A 155 - DD Effi
EIRBRAAT O,

AMFFENT Z AV E TWRK 26 R R A TR P 7 5t - D MR MR BT D8 7 e 3
HEBEHMMOERCICET 2898 (X7 > 7 1) (REMHEE  SIHFEMR) 2B T, Z7r—r
JRIZxE3 % OCH D24k « A AEA BGEET 2 ERTFEEER GF 1/1LFIRER) 217572007 1
N — UARRK, SRR AR AR AT AR 21TV TRBRBA A D 72 8 O UE(H B P I B9~ D iR A A L
oo WL 2T FENL D AT v 7 2 AF5EIZB VT, HMERIKEHRZR T, 7'e ha— LEENI K
T L7z, OCH JFEEDULEANERIE LTz 7o D, BANLAN LW OF I L 0 Eivih, Pk 28 425 A
TITNsERER (BRI ~2 » A) 21T\, REMEICHER W2 & 28 L7, PRk 28 4EFE 1 IRB
AR, IEREAREE L. 9 H X0 X VIRBRA B Uiz, SRR 28 47 3 H BefEC 1 BIER DXk Gk 4
17N, 3 H 25 HICIEBRERIE G- 2 Bt L7c, E8E T VEHEGRBRICOVWTIE~ D 2 26 @
MFEERBRIC B W CTE RN S, S B EIR GO A ME - et 2 RGeS 2158417 O R
DBEIZIR D LB DI, R 2 9 FEEZITBAEET P OMRBRA T L, R K0 RIS,
B G BIEFIE OB E R EXATV, 7T B RIEE AN —EEREERRZ B 2729
ZEZEBmEILTWD,



Crohn’ s disease is a refractory bowel disease that develops in younger population and
chronically persists inflammation while presenting relapse and remission. The etiology
and pathology have been still unknown, so there is no fundamental treatment that can be
cured. Treatment with anti—-TNFa antibody is effective in about 60-70% of patients with
refractory Crohn’ s disease but there are 30-40% of secondary loss of responsiveness cases
in which the treatment effect decreases during continuation of administration. Thus,
development of novel treatment are urgently required.

OCH-NCNP used in this study is an analogue of glycolipid a -galactosylceramide (a-
GalCer) and plays to inhibit cytokines derived from Thl cells, such as IFN-vy while
maintaining the production of IL-4. As a result, improvement of inflammation of the
disease will be expected to be solved. Inflammation may be suppressed by a different
mechanism from anti-TNF o antibody preparation, so the efficacy is expected even in cases
without therapeutic effect by anti-TNFa antibody. In the present research, we have
conducted the physician—initiated clinical trial with Dr. Yamamura at the National Center
of Neurology and Psychiatry to obtain pharmacological approval of OCH-NPNC for patients
with Crohn’ s disease

This research has been carried out in 2014 on Research on Health Labor Science Research
Commission, Research on practical application of medical technology, such as new drugs
for rare intractable diseases (Step 1) (representative researcher, Takanori Kanai). For
investigating the safety of OCH for Crohn’s disease, we had made the protocols for
physician—initiated clinical trials (Phase I / II clinical trials) to verify safety and
usefulness, preliminary consultation on PMDA, and reported results on the preparation
stage for starting the clinical trial. In the step 2 research from 2015, the protocol
fixation was completed after interviewing on PMDA. Because the supply of OCH drug
substance was delayed, the formulation was delayed from the initial plan, but it was
confirmed that an acceleration test was carried out and it was confirmed that the stability
of OCH was not satisfactory. In 2016, IRB at Keio University was approved, and then,
clinical trials started from September 2016. We registered one case in March 2017 and
started to administer the investigational drug on March 25, 2016.

For the long—term animal model test, the safety was confirmed on 26-week toxicity test
for the mice, and it seemed that this will be a reference for conducting clinical trials
to verify the efficacy and safety of long—term administration in the future

After this investigation will be completely finished, we will prepare to conduct a
multicenter, double—blind comparative study using a placebo with the suitable number of

cases and inclusion criteria according to results from present study.
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