Protocol monitoring pulse therapy (Version 4)

Study: Multinational Open-trial of Steroid pulse therapy for SJS/TEN
(MOSST Study)

Objective of the study
To evaluate the potential benefit and safety of steroid pulse therapy for the patients with

SJS/TEN.

Patient and trial design

In an open prospective multinational pilot study, 20 consecutive intention-to-treat (ITT)

patients with SJS/TEN will be treated with methylprednisolone pulse therapy (MPT).

Setting
® Multinational centres (Japan, Taiwan, European countries)
®

Agreeing on

B strict observance of the treatment protocol

B inclusion of all patients who fit inclusion criteria during the whole duration of
the study

B keeping a chart of all potential patients included or not (reason for exclusion
should be notified)

B obtaining approval of the medical ethical committee

® The study will be notified to the Regi-SCAR

Inclusion criteria

1. Patients above 20-years old and below 90-years, with TEN or SJS with clinical
score at least 14 (refer to Table 3. Scoring for clinical evaluation)

2. Onset of the disease (blistering) less than 3 days (including) before inclusion

3. Progression of the disease in the last 24 hrs, or no sign for improvement (judged by
experts: treating physician/ dermatologist): new blisters or erythema on areas of

previously uninvolved skin/ mucosae
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4.  After reading or being informed on the Informed Consent Agreement and signing

it the subject or his deputy is willing and able to participate in the study.

5. Case ascertainment:

photos: overviews and details,

biopsy: histology (immunofluorescence to exclude autoimmune blistering
diseases if needed),

evaluation of detachment in BSA, drug history, SCORTEN

Exclusion criteria

Contraindications

1.

10.
11.
12.

The subject has received any systemic immunosuppressants or
immunomodulating agents (continuously) for at least 3 days within 7 days
preceding inclusion. (Systemic immunosuppressants or immunomodulating
agents include azathioprine, corticosteroids*, cyclophosphamide,
cyclosporine, immunoglobulins, plasmapheresis, etc.) *predonisolone dose of
more than 0.5 mg/kg

The subject is in the situation of pregnancy or breastfeeding.

The subject has previous allergy to glucocorticosteroid or preservatives
(benzylalcohol or sodium metabisulfite)

The subject has active, untreated or uncontrolled severe infectious, or
septicaemia

The subject has any severe, life threatening cardiac arrhythmia e.g. ventricular
tachycardia, recent myocardial infarction within 6 weeks, uncontrolled severe
hypertension, or any severe cardiac disease according to a consulted
cardiologist.

The subject has active gastrointestinal bleeding, acute gastric ulcer, intestinal
perforation

The subject has uncontrolled severe diabetes mellitus

The subject has past history of avascular necrosis

The subject having active viral hepatitis

The subject is HBV carrier (HBsAg+), or untreated latent tubercurosis

The subject under hemodialysis

The subject with SIS/TEN overlapping of DIHS/DRESS
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13. The subject continuing culprit or cross-reacting drug
14. The subject has any concomitant illness, which, in the opinion of the
investigator, will interfere with the evaluation of the study medication or

presents a contraindication for steroid pulse therapy

Withdrawal of subjects:

0 Fully documented withdrawal is allowed at any time, either by patient or treating

physician.

Systemic treatment:
1. infusion of methylprednisolone at 500~1000 mg/d (0.9% N/S in 3 hour) for 3

consecutive days.

1. Oral predonisolone (0.5 mg/kg/d) was initiated on the day following the last
dose of methylprednisolone, and prednisolone was subsequently tapered
within 2 weeks.

il. Treatment failure: death, progressing/ Clinical deterioration -> withdrawal
2. Candida prophylaxis e.g. nystatine 3 dd 10 ml orally, if needed.
3. pneumocystis prophylaxis e.g. sulfamethoxasole-trimethoprim (Baktar®) 1-2 g/d
orally, if needed.
4. Pain/stress: aggressive pain relief as required, e.g.morphium, oxazepam 3x5mg in
combination with paracetamol (aminocetaphen) or opiates, e.g. tramadol 3x50mg.
Dipidolor® (piritramide) 10 mg i.m., especially 30 minutes before wound

treatment. NSAIDs: preferentially to be avoided!

Standardized symptomatic treatment and nursing:

According to the standard of the treating hospital
1. Peptic (stress) ulcer prophylaxis only if considered necessary (active ulcer,
raised serum urea).
2. Antibiotics: no prophylactic use, and only when needed and then ASAP.
3. Nutrition: high protein/caloric, preferentially enteral, if necessary with (soft)
nasogastric feeding tubes.

4. Controlled fluid intake/balance.
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Wound care according to the standard of the treating hospital (e.g. sterile
dressings, paraffin gauzes, Mepilex Transfer® or Mepitel®). Debridement or
mechanical scrubbing of the skin is not recommended.

If possible: protective isolation.

If possible: no arterial lines.

If possible: daily bathing e.g. povidone-iodine scrub/solution /chlorhexidine.

Investigations: (refer to Table 1. Time table)

1.
2.
3.

1.

il.

Baseline ECG and chest X-Ray
SCORTEN at admission/before starting day
Scoring for clinical evaluation (refer to Table 3), percentage of detachment
(% of BSA), percentage of erythema (% of BSA) and re-epithelization day
Photographs (overviews front/back and details) every 2 days until day
10/20/discharge (1 day allowed), and at 8 +/-2 wks follow-up
Vital sign (body temperature, pulse, respiratory rate) at day
0/4/7/10/20/discharge (1 day allowed), and at 8 +/-2 wks follow-up
Monitoring using laboratory investigations (day 0/4/7/10/20/discharge) (1
day allowed)
Regular check for HSV, bacterial infections, mycoplasma, Cytomegalovirus
(at least 8 +/-2 wks follow-up).
Specimens
skin: histology (and immunofluorescence to exclude autoimmune
blistering disorders)
serum: for biomarker evaluation (interferon [IFN]-gamma, tumor

necrosis factor [TNF]-alfa, interleukin [IL]-6 and IL-10, granulysin)

Assessment for efficacy and safety

1. Outcome measures

i

i1

il

Primary end point: Effectiveness in Scoring for clinical evaluation on
day7 (Effective: more than 6 point decrease)
Secondary end points: Observed death compared with expected death (%
alive at 8+/-2 weeks compared with expected from SCORTEN at day1)
Percentage of skin detachment (% of BSA)
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v. Percent of erythema (% of BSA)
V. Criteria of SIRS

Vi. Duration of total hospitalization
vii. Eye sequelae
Viii. Biomarkers: Blood sample cytokine change

2. Safety measures

1. Infections (sepsis, severe infections, lung involvement, etc.)

Adverse events (see CRF)

Duration of study

1. Individual patient: 8 +/- 2 wks
1. Systemic treatment 3 days
ii.  Hospitalisation up to recovery
iii.  Follow-up visit at 8 +/- 2 wks
2. Study: 36 months

Attachment

Table 1. Time table

Table 2. SCORTEN

Table 3. Scoring for clinical evaluation (Each symptom (1)~(11) are individually

counted: maximal total score 39)
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Table 1
Time table for steroid pulse therapy for SUS/TEN

Name 1D Doctor
Informed Steroid pulse servation after pulse therz
check consent | Dayl Day2 Day3 Day4 Day5 [ Day6 | Day7 | Day8 [ Day9 |Day10| Day20 8Weeks
Year Mon day
Informed consent O
Background O @)
Complication O O
SCORTEN Ox
Blood test O (O O O O QO
Clinical evaluation O O @) O O @ @)
Corneal evaluation @) O
Photograph O O O O @) O O
Bital sign O O @) O O O O @) O O 10 Q @)
Additional Drugs O
Additional Therapy| O
Chest X~Ray O
ECG O
Pulse O @) @)
Anti-fungal Ok
ST Otk
pain relief Ok
Anti—gastric ulcer [
Skin biopsy O
Serum reserve Orkoter Ok Ok Oxx | Opperx
Complications ] O
*Perform before pulse therapy
**Perform as possible
**x*¥Perform as required
Table 2 SCORTEN
Prognosis factors 0 1
Age 40> 40<
Malignancy No Yes
Body surface area detached 10> 10<
Tachycardia 120> 120<
serum BUN (mg/dl) 27> 27<
serum glucose {(mg/dl) 250> 250¢
Serum bicarbonate (mmol/L) 20< 20>
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Table 3. Scoring for clinical evaluation

corelscore 0 score 1 score 2 score 3 score 4 score 5 score 6

1) ' eye open

eye , . . .

involvement pseudo.meml.or.ahous none m!ld eye open possible impossible
(2) conjunctivitis none mild moderate severe

lip/oral . erosion with erosion with

mucosa (3) bleeding, crust, bleeding, crust on |bleeding, crust

involvement  |erosion none erosion lip on oral
(4) exudate on
erosion/ulcer none faint mild high
(5) bleeding on

kin erosion/ulcer none mild moderate high

involvement (6) area of skin
detachment (%) 0 <5 5¢, <10 10<, <15 15¢<, <20 20<, <30 30<
(7) area of erythema 0 <10 10<, <20 20<, <30 30<, <40 40<, <50 50<
(8) pain of
skin/mucosa none faint moderate severe
(9) feeding no problem most half small

general - -
findings (10) fatigue none sometimes often severe

(11) fever <37 37.0<, <375 37.5¢<, <385 38.5¢<

Each symptom from (1) to (11) are individually counted: maximal total score 39)

AFA—TORDaVYNEBEERUTESREEREEREENRELERATOMRNLRAEZOA—T U HBAER

BEKEA D B EE
ATO/R/ L AEARE %5 BT HAR

FryylEEH |REREHE |[1HE 2HE 3SHHE 4HH 5HE 6HH THHE
£HH

FRERS O

A O @)

BOHERE O O

SCORTEN Ox

fEEBRE O Ox O O
B8 PRAE IR ST O O O O
AERE M O O

S EiRE Ox O O O
MBI HAY O O O O O O O
FRERE @)

FREERE @)

MEL T O

DERX O

NI O O O

MEFEZELS [

STEFILA Otk

EEENS Ot

ARV Wl Ot

BEEERE @)

MmEFEF (Orkok [ Ok
EEZ&HE O

*/ VL AEERTZERELTEEL,

# B B IRY R L TS,

kB E IS CEE ML TS,
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RTA—T VRV AERBER VR EEREEREEEER]RELEATOSR L REEDF —TUHBRBESR

8HH

9HH

108 H

208 H

#27 B (83E)

O

ooNee

oomee

OO

(Orkxk

Otk

*/ L AEERIZEEL TS,

*x A BEEBRYRIEL TZSY,

rekh B (TISC TEERBEL TS,
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v. BEEABEREOTOT S A

P.97~P.106



EAGBER FH I ERMBE
TEEMER S BURMAEE (BRERBBURIIEEE)  EELHB AT
B4 oaEMsE (H26—HHa% (8) ——&—081) ]

Rk 27 FE B 1RESE 27T A

MIERERE - EMRFPELLER  HRER

HIRF . SERE 27 427 H 18 B (1)
9:30~16:30 (FE)

B TKP BERERAI I > 7 7 Lo A & — BT 7 L A )— A 4A

http://tkptokyoeki-cc.net/access.shtml
fEAT : T103-0028 HF A HFHRXNEMLI TES-2 0 AENEIME L

03-6214-1633 (FFFHPTIE )

- JRA THFE] NEMIED 5140

« HUAA P e BPERR [RFRTER] B9 o #4383 &

(BIO HOXTHFIC A 2B ETFA T EHA)
s HUR A P EREERE THARGER] A3 Ho #4345y

Asian SCAR Meeting
9:30
RS
WHERERE BT R
9:35
TRE

ENLORMERER R PR RHREE (RAEGERAM R ME (kL -

e R ST iR, BHAMR BBORITE R 2E))

PEREEME BRI LIS ENRE  BAEE KEEREEAR R
RATEIG  kk

9:45
I DFEREIBRESHRICONT
Therapeutic policy for cutaneous adverse reactions due to molecular-targeted agents

JIIE & M. Kawashima (ZFEX)

10:25
2. SIS & TEN OBMWEERIZ OV T
Diagnostic criteria for SJS/TEN
RAMEZ H. Sueki  (FEFIR)
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11:15
3. SIS/TEN DIGHRFEEZRICONT
Therapeutic policy for SJS/TEN
FAJEE 7 M. Ajhara (BRI K)

12:00
Lunch
- T EEAE (Official announcement of the next meeting)
WEIHEE T (Next Asian-SCAR Meeting)
{BEH B - 2015. 12.26 (Sat) or ??
« T LV Seeds 122\ T (HLA Fi5R, SCAR W3 HI£EFE, Overlap SEH,
Anti-IL-6, €T V72 L)

13:00
4. AT A RV REE ERIRTL
Clinical trial of steroid pulse therapy for SIS/TEN
RMZEMH E. Morita  (BRK)

13:30
5. SIS KON TEN A A K74 Bk
Guidelines for SJS and TEN
Qand A DFET. JBAIIEE, SIS & TEN

14:00

6. 1) DIHS patient with long term treatment due to un-explained flares and visceral

involvement

2) Co-existence of histopathological features is characteristic in drug reaction with
eosinophila and systemic symptoms (DRESS) and correlates with high grades of

cutaneous and hematological abnormalities
Chia-Yu Chu (National Taiwan University Hospital)

In vitro cross-reactivity study of anticonvulsants-induced SCAR
Wen-Hung Chung, Mu-Tzu Chu (Chang Gung Memorial Hospital)

14:50
Coffee break
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15:05

7. DIHS O EJEE A a7 1ERL DR A

15:30
8.

16:30

Severity score for DIHS

SEJEF/G K. Hirahara  (F54RK)

ARG A - FEFIERE + SIS/TEN, DIHS OEH#] 7 4 1 —44
1) —iEMEO % RMEEEAIE 2 Hi3e U 7o R SERIME B BUESEERED 1 51
A case of atypical drug-induced hypersensitivity syndrome followed by transient

acquired palmoplantar keratosis

BPAS i s T. Nomura, #HES IR (RRERK)

2) HLBED PR % HAE LI MR 0 K9 DIHS JEF] 2 Fil— L 2 &% DIHS £81F
RICHET D02
Two cases of drug-induced hypersensitivity syndrome with relapsing course initially

treated with steroid pulse therapy
FILHE Y. Aoyama  (JIIRF = KB IRpISE)

KT TE

CEW
© 7™ Drug Hypersensitivity Meeting 2016 :  21-23, April 2016, Malaga, Spain

©

next 1ISCAR :
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SIHEREE, RARRE S (LR

:

&

panst

]

TRED T & K BAGEER I RE M e THHAMERBEBCR N EE (HE
PEZR BB SR AT 2 S 3E) | EE LTI ML BE I B9~ 2 AT (H26 — #E1R%: (3)
——f%—081) ] DAL 27 FE FHRFHSFEALEVNTZLETOT, THEWEE
TETIOBEVELETET,

-

B

e

HEF : SERR27TAE11H21H (R H)  FRITRE305 ~98F0045) (F7E)
5P . BIRRRSEEN_ 3 30753E
T693-8501 SR I HZETTHEIEHT89-1
TEL 0853 20 2210

1. BIEHA KT 122015 (Ver2)
2. WEFRERIR : 4y 1A SR B I R IR T

Bk
i

BE (BETA KT 422015 (Ver2) 72 8) [EA— L TASEIMIEMN LETOT, £H
TERLIEIVWET L O BBEVE L RITET,

R 2711 AEH
R EE  BHRKREEZIREER
YSRGS
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BEA G BERFIREMES
TEETR MR RS BRIt T (FHRMERBEURMI A EE) « EESHB MBI
B oREMsE (H26—E05% () ——M&—081)
PRk 27 EE B2 REIEE S 0 ST A

MoEREE - SMRFELMEER  ERE R

HBEF: Rk 27 £12 A 26 H (1)
9:30~16:30 (F®)

LAT : HAEBRET #ARAMKFIENL 777 THRAT—Va v

LEE6 R
AT 0 T100-0004 FHEERTUHKAKTFR 2-6-1 8 HAM KT BV 5F/6F
- JR DEIER - #FERCRFRTIER HTFER (X baR U Z R 7 bmhnil)
- JR ERIBR - AARBOES 1 4
- JR MU ERKFRTIER. B6 O EH
ek : 03-3510-3051

Asian SCAR Meeting

9:30
Bl D#¥ Opening Remarks
ek E HIRER

9:40
1. SIS/TEN B2WrIEiE - 1GHRFEEN T A R T AV HAMARIERK
Guideline version 3 for SJS/TEN: Diagnostic criteria and therapeutic policy
IBFCHER
AHOTE - H28F 1 HORARETA K74 AMEREER~EH

10:30
2. G FREROEEBRIE B R AR TR
1)EGFR FHZEFINEIE T 0D 52 R il B RS
Cutaneous bacterial infection during treatment with EGFR inhibitors
JEE L5 M. Tohyama, #2115 — K. Sayama (Z#EK)
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10:45

2) Y4B} CRRER U7z Nivolumab 85 CAE Uz K EREE 7 HlOE LD
Cutaneous adverse effects of anti-PD-1 antibody in 7 cases.
Mg M T. Watanabe, [0 E4% Y. Yakaguchi, F8JFUEF M. Aihara (BE7&TK)

11:00
=AM TGN TNALT T = =T G L, 2T Z £ U B R alE
Skin rashes associated with vemurafenib administration following nivolumab therapy
JNEIEESE M. Kato, 7)1 R Y. Mizukawa, K112 M. Ohyama, HJR¥R
T. Shiohara (#AKIK)

11:15
4)Helicobacter pylori FRET (24 Uz fOZ OB
Mechanism of skin reactions related to Helicobacter pylori treatment

G T Tto, FTHEBFE—RR R. Abe (AL R/AETIER)

11:35
3. OISR E L SR DB  S%ROFHEED T
Cutaneous lesions induced by molecular targeted medicine

KA H. Sueki  (FBFIK)

12:05
* Lunch
12:50
- W JEAS (Official announcement of the next meeting)
firesR = E
BB ETLHOMRE (MEZESEEALAT, FHRIEMRK
EAR K A~BAT)
SO OEKE  H 28 4F 3 AR E THIfiaE | ZE
« WIEIHEE 5 (Next Asian-SCAR Meeting)
{54 B 2016. 7. 23 (Sat) or 7. 30(Sat) 72 &

13:00
4. A7 A RV AEIERRIGR EBRN
1) Recent Report: Steroid pulse therapy project for SIS/TEN
FRH A E. Morita (BHRK)
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2) Steroid pulse therapy project for SIS/TEN
Wen Hung Chung (Chang Gung Memorial Hosp.)
14:00
3) ey
AT aA RV AL EIT - 12395 0 3
Three cases of drug reaction successfully treated with steroid-pulse therapy

FTJR 2 H. Niihara, ZEHZ{# E. Morita (E1REK)

14:20
5. Proton pump inhibitors related SCAR
Wen Hung Chung (Chang Gung Memorial Hosp.)

14:45
Coffee break

15:00
6. SyHEMFFEE RS
D=7 VM k5 aEE
Nicolandil-induced oral ulcer
RILIEE7- M. Tohyama, 21135 — K. Sayama (4 K)

15:15
2) HEF MRS BEORE E (B 2 ] 2 22 A A R DB BN (TR U ) A A
Follow-up study after nationwide epidemiological survey of DIHS
BEIRIE T M. Kurosawa  (JIER %K)

15:35
3)DIHS D EJEE 2 27 L EREDIEH
Severity score for DIHS

SEJEFN/AL K. Hirahara (5 #KK)

15:50
4T x ) N EH =L o TR SN EREE
Bullous pemphigoid induced by phenobarbital

& J\F5 < H. Hashizume, $1LE 7- R. Kageyama, i H & ¥ H. Ueda (BHHE)
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16:05
5) AMEKIEE 28 LI 2 H 320 1 f
A case of tegafur/gimeracil/oteracil (TS-1) induced systemic eruption accompanied
with oral mucosal lesion

FUA LS. Kanameishi, J0SEYE H. Kaku, BPATHISE T. Nomura, HMtEETS
K. Kabashima (FLK)

16:20
BRI R 284 1 A D GEMENIeH Rl THE)

16:30
PAZ  Closing Remarks

<<TZEHN>>
© 7" Drug Hypersensitivity Meeting 2016 : 21-23, April 2016, Malaga, Spain
© nextiSCAR :
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Drug <=

AACIH Hypersensitivity
AN GLINIGAL TMMUNOLOGY Meeting

Dear colleague,

The 7*" Drug Hypersensitivity Meeting (DHM), the “world congress on drug
hypersensitivity” held every second year, is planned in April 2016 in Malaga, Spain.
The provisional meeting dates are 21 - 23 April 2016 and will be confirmed in the New
Year. The meeting will start on Thursday afternoon and finish Saturday lunchtime. We
have the honor to organise it, but in order to develop an outstanding programme need
the help of others. We hope that you will find time to participate in this meeting and that
you will accept to work in the organising committee.

The previous meetings with their interdisciplinary approach have been a huge scientific
success, and the last meeting in April 2014 in Bern broke all records with more than 150
abstracts and 300 registered delegates. The need to work interdisciplinary between
scientists and clinicians guarantees a wide audience. We strongly believe that the interest
in this topic is still increasing and are convinced that the meeting in Malaga will also be
successful and informative. As previously, the meeting will be organised by the European
Academy of Allergy and Clinical Immunology.

In order to organise a high quality meeting and attract world leaders in the fields of
allergy, genetics, immunology, pharmacology and toxicology we need the help of a
dedicated committee with expertise in the field of drug hypersensitivity. Thus, we have
set up an organising committee (see list below) and ask if you would like to participate.
The main aim of this committee is to provide input into the scientific programme, to
continue the tradition of an interdisciplinary approach to this topic.

Please confirm whether you are able to accept our invitation to be a member of the
Organsising Committee at your earliest convenience to viviane.knerr@eaaci.org.

We thank you in advance for your contribution and look forward to hearing from you
soon and to welcoming you to Malaga.

NS A

Maria Torres Knut Brockow Ronald van Ree
DHM 2016 Chair DHM 2016 Co-Chair EAACI Vice-President
Congresses
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Drug bl ® @
Hypersensitivity
Meeting

ELROPEAN ACADEMY OF ALLERGY
AND CLINICAL IMMUNBLOGY

Scientific Organising Committee
Maria Torres, Malaga, Spain DHM 2016 Chair
Knut Brockow, Munich, Germany DHM 2016 Co-Chair

Core Committee

Miguel Blanca, Malaga, Spain

Patrizia Bonadonna, Padova, Italy

Elizabeth Phillips, Perth, Australia and Nashville, Tennessee, USA
Werner J. Pichler, Bern, Switzerland

Jean-Claude Roujeau, Paris, France

Annick Barbaud, Nancy,France

Mariana Castells, Boston USA

Pascal Demoly, Montpellier, France
Shuen-Iu Hung, Taipei, Taiwan

Simon Mallal, Perth Australia and Nashville, Tennessee, USA
Clare Mills, Manchester, United Kingdom
Maja Mockenhaupt, Freiburg, Germany
Dean Naisbitt, Liverpool, United Kingdom
Antonino Romano, Rome, Italy

Mario Sanchez-Borges, Caracas, Venezuela
Tetsuo Shiohara, Tokyo, Japan

EAACI President
Nikos Papadopoulos, Greece

EAACI Vice-President Congresses
Ronald Van Ree, The Netherlands
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