(ARl 4)
[FREEFES] 16ek0109140h0002
YRk 29 4 3 A 31 H

VK 2 8 AE S EREMNFJE B O R R WL &

I EAER

X 4 (BFF HaMERESEMMEE RS

(& §%) Applied research on refractory diseases

WRERRRSIRES 0 (AARER) A FT A ik z BRY & Lz B CAENMEARIESEIZ % 58T CD20 Hrifik
RO FEAM
#  §H) Evaluation of anti-CD20 antibody therapy for autoimmune bullous diseases for

guideline optimization

WIFFEBHFE PH 2 (AAGE) BERARY: EM RERSEEE B Re T
Arie ik K4 . (3% FE) Keio University School of Medicine
Department of Dermatology

Professor Masayuki Amagai

oM OB OB ¥Rk 27 £ 5 H 20 H 0~ YRk 29 4 3 H 31 H

AT (AAGEE) ORILKFIZIT DIEBR O FE i, QR LRI 2 BRI O Fhi,
B RS, (¥ F5) 1) Implementation of clinical trials at Okayama University
2) Implementation of clinical studies at Okayama University

WFFEBATE Sy H (AAEE) RILRY: REpE e amrert  Bas 20k &5H EK
frlE ek K4 0 (& FF) Okayama University

Graduate of Medicine, Dentistry and Pharmaceutical Sciences

Department of Dermatology

Professor Keiji Iwatsuki

Sy AT (A AGE) QAR RIS 21080 FEfi, @A KRFTI T D BRI O FE i,
BRISIRES - (¥ FEB) 1) Implementation of clinical trials at Kurume University
2) Implementation of clinical studies at Kurume University



WHFERAsE S 4

e ik K4

Sy HARFFE

PrIERRE S

WHFERHFE 1

P ik KA

Sy S

PrsERRE S

WHFERHFE S 8

Pl ek K4

GAR LTI

OB ERIRFIC

PIE iR

WHFERASE Sy A

e ek K4

WHFEPHFE 1

P ik K4

(HAGE) ABARY B BOER WEdR fF A
(& FE) Kurume University School of Medicine
Department of Dermatology

Associate Professor Norito Ishii

(A AGEE) OALHEE RIS T D IR8R O FEhi, @ALHEE RIS 1T D Hi R GAER 0O FE i,
(¥ FE) 1) Implementation of clinical trials at Hokkaido University
2) Implementation of clinical studies at Hokkaido University

(AAGEE) AuifpE R7mbe BOEFE GER KK K2
(¥ &) Hokkaido University Hospital

Department of Dermatology

Lecturer Hideyuki Ujiie

(AAGE) 1nr - RSB O T2 B
(€ F&) Management of clinical trial/study procedures

(AAGE) BERZARY: EYS RER SRS w1 BE7
(¥ 3B) Keio University School of Medicine
Department of Dermatology

Assistant Professor Akiko Tanikawa

(AAFE) OWEFBRESE, OEERBRFITE T 5165 O E i,

BT 2 i R BR D S Hi,

(¥ 3E) 1) Study administration and office coordination
2) Implementation of clinical trials at Keio University

3) Implementation of clinical studies at Keio University

(RARE) BESRMAY [P BUBR LM Wk s
(¥ FE) Keio University School of Medicine
Department of Dermatology

Assistant Professor Jun Yamagami

(HAGE) OBEZRBRFICEIT RO FEN, QOBERARTFICH T 5 HIKHABRO

(¥ §&) 1) Implementation of clinical trials at Keio University
2) Implementation of clinical studies at Keio University

(AAGE) BERBAT EFH RER BTHEAm i &
(¥ 3E) Keio University School of Medicine



B

WE5E

AT

II.

Department of Dermatology

Assistant Professor Takeru Funakoshi

HgE (AARGE) OBEERBRFICHE T DIRROFEN, QBERAKTFICBIT D HARBRO
ESy/ T

A4 (¥ F&) 1) Implementation of clinical trials at Keio University
2) Implementation of clinical studies at Keio University

B s (AAGH) BERZERY ES AR Bh# R

weW K4 © (3% FE) Keio University School of Medicine
Department of Dermatology

Instructor Yuichi Kurihara

FRARDOHRE (MIEHTFRHRE)

LBy

H O PE AL, BORE « KSR O AR & 5 IS 25 IS B 59 2 85 K I T 5
HOPURIZ L EENMEE SN, KEEZERT 2HEEBTHY | KIEE - EREEDSRENREETH
b, TOWEFEE LT, HOPIROEAZNETH 20O AT oA RNR, SaEmsF 2 EREIciTh
AWTWDD, Gtk BEIRIPI . B HLRRIE 7R E ORIWER DN mBEICHELT 2 2 & & BFOIREIET
X C X 22 WEREGIAFAET 5 2 L ABER SN TE 7, IREEGIEO A St REE 2R
T, PURFEAICEE ST % B Mila A2 R RA0ICFRE T 251 CD20 HLisiEO R EN I S, FEERIC
bk CD20 IZkfT5F /) 7 u—F Ao U Y ~7 (RTX) 1&. KEIEICK L CTHEINTEED
HEHHRERH O INOHA BT A o THIRINAIEEIEE /> T0b, BARTEH RTX IXEIZ B
B U o BRI ST E 723, BUEIXARBREIS A3 72 72 O [EIN C B 2 MEAEIE 12 % LTl
TH T LIXTERY, ABFZEIE. H1 CD20 HUiARIED B OB M KREII ST 2R AME L. A
A RTA VIBELICET 22T U AEMET 52 L2 HE L, 1. 2009 25 2014 FI2JEA 5578
B T BEARYER R BT BT ARREMIEHE O b & T, AT a A NEHIMED B S KR IE & x5
AT RTX OhE - REMEORBIIFEORREE, 2. RTX O H s KIEIE ~ O MRBE L
KD S LT ERARFER O Ehids L OVRBR O 217 - 7=,

FRD 1L OBEARRBRCIL, BN 4 sk (EILRT, AR, BERRART, fERY) TRT
A FNkRE 7'V K=Y (PSL) 10mg/H I &ET 2 £ TOMICEA - B3 L7 KEE 9 filE &
O RIEIE 1 B RTX 23541, 10 il 5 FlCREi EA S 7z, RTX #4540 % O BAE
WA a7 LT E ORI, & TdEL T\, BIERA L LT, 2B TEERBRYYE (=2—F
VAT A[ig, ALIRYEEREEI ) 2R U, AR CIa L7, ZORRAY £ & D7-im T EifE
Hfh <, TOEEIX 2015 F 12 HIZ BAARBJERFE 0O AETTEE O ARKGEHE - @I/ R
RICHR M 7 TBEAFIEIR CRIRA 143 72 KADIE 1259 5 RTX OLRBRGE L RKIZ DWW T O EEE |
WZEENLTNS,

FRL 2.8 LT, ERMNEREIR O (PMDA) OIKHESMHRZFIH L, 201545 HB LW
2015 4 12 AIZEHFATEHR, 2016 4F 3 AICK B E 2% L7z, €O T, MFh CRAFITR LT

3



BUEHEIT L T2 RTX DIGROGEZFIM LT ENOMIRT — 2 /3y r— U a5 LA &
D T BHIEHRME D FTREMEIZ DUV TR S L7z, £ ORiE T, KAE Of M0 b ENRER 42 I EmIE
SRR & U CRImd 2 Z & 1RO ARNETZERHEH H B LR ESIEIZ SV TH 2 AU HE
CHlrEhTZ, Tu b3 — L OREER EOIEEDR. 2016 4 10 H L0 BERIR T CEMEER
BRSBAME S Tc, O, dLmERT MILRT:, ARARZETHIERBG STV D,

‘>E#
't

In autoimmune bullous diseases such as pemphigus and pemphigoid, cell-cell and cell-matrix adhesions in the
skin and mucous membrane are damaged by autoantibodies that react to related adhesion molecules resulting in
the formation of blisters. Primary treatments involve administration of oral steroids and immunosuppressive
agents to impede autoantibody production. However, problems associated with these regimens include a high
frequency of side effects, such as susceptibility to infection, diabetes, and osteoporosis and the fact that
refractory cases cannot be controlled with current therapies. Anti-CD20 antibody therapy, which specifically
removes the B-cells involved in antibody production, is anticipated to be effective for treatment-resistant
autoimmune bullous diseases. Many international studies have reported the efficacy of rituximab (RTX), a
monoclonal antibody to human CD20, in the treatment of pemphigus and its use is how recommended by
European guidelines. In Japan, RTX has been conventionally used for B-cell lymphomas, but it cannot be used
for cases of autoimmune bullous diseases because RTX is not currently covered under the national health
insurance plan for those diseases. The aim of this study was to assess the effects of anti-CD20 antibody therapy
against autoimmune bullous diseases to form evidence for guideline optimization. Therefore, (1) an exploratory
study on the efficacy and safety of RTX for cases with steroid-resistant autoimmune bullous diseases conducted
by a research team of the Ministry of Health, Labour and Welfare for rare and refractory dermatological diseases
between 2009 and 2014 was reviewed, and (2) a clinical study was implemented and a clinical trial was planned
with the objective of expanding health insurance coverage to include RTX for cases with autoimmune bullous
diseases.

In the clinical study described in (1) above, RTX was administered at 4 facilities in Japan (Okayama University,
Kurume University, Keio University, and Hokkaido University) to 9 cases of pemphigus and 1 case of
pemphigoid that exhibited recurrence/relapse over the treatment period during which steroids were reduced to
10 mg/day. Remission was achieved in 5 of these 10 cases. Clinical symptom scores and serum autoantibody
results had improved in all cases after 40 weeks of administration of RTX. With respect to side effects, serious
infections (pneumocystis pneumonia and pyogenic arthritis of the shoulder) were noted in 2 cases which were
cured by inpatient treatment. A report summarizing the results is currently being prepared. The abstract of this
report was included in the “Demand Paper for Expansion of Insurance Coverage for RTX for Cases of
Pemphigus for which the Effects of Current Treatment are Inadequate,” which was presented by the Japanese
Dermatological Association to the Ministry of Health, Labour and Welfare evaluation committee on unapproved
or off-labeled drugs in December 2015.

For (2) listed above, the Pharmaceuticals and Medical Devices Agency (PMDA) pharmaceutical strategy
consultations were used to implement advance interviews in May and December 2015 and face-to-face advice
in March 2016. In that process, a possible developmental strategy was indicated such that the results of a clinical
trial on RTX for pemphigus that is currently underway overseas will be used to construct a clinical data package
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for use in Japan before making application for approval. On that premise, a plan of a domestic, open-label, non-
controlled study based on the rarity of pemphigus along with proposed clinical primary efficacy endpoints and
target number of considered acceptable. After establishment of a protocol, an investigator-initiated clinical trial
was started at Keio University in October 2016 that has been subsequently successively implemented at

Hokkaido University, Okayama University, and Kurume University.
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