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Plenary Sessionl
(638) Fra2-Tg mouse

e Fra2: AP-17 7 XU —ICEB9 2EERF

PDGFH Fra2 D FHEIB %89

e Transgenic mouse
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Plenary Sessionl
(639) Tadarafil for Raynaud’s phenomenon (RP)

- PDE5 JHEZEE (sildenafil&k D FFEEA R LY)
« RP+I55 8T Tadarafil or Placebo 6 week

— washout —fEAZ ANEZT6week (F24%E
51)

- #5E (Baseline/ Placebo / Tadarafil)
daily duration (F§f&]): 3.4/3.3/2.2
REHIRODEREDIET Placebo  13—10
Tadarafill 24—0
- Adverse effect|/C BBREIRZ= (S HED o T,




Clinical Symposium: The great debate
CyclophosphamidelESScDIRREZNEFE =TSN ?

1) Do you believe that CY is an effective therapy for SSc
lung disease after it is stopped?
Y: 60% N: 40%

2) Do you believe that CY 1s an effective Tx for extra-
pulmonary SSc 1n the long term (greater than 2 years) ?
Y:22% N: 78%

3) Is CY’s risk/ benefit profile in SSc acceptable or not 1n the
long term (greater than 2 years) ?

Y:45% N: 535%
4) Should CY be considered a “disease modifying” agent in

scleroderma?
Y:55% N: 45%



Clinical Symposium: The great debate
CyclophosphamidelESScDIRREZNEFE =TSN ?

Pro perspective and discussion--- Daniel E. Furst; UCLA

1) Yes. (Lung)
SLS study—%FVCODZ b B B ICHE.

2) Yes. (extrapulmonary)
For function, QOL and Skin score

3) Yes. (risk/benefit)

SLS study Cl&, severe AEICEHS hVRZEIFEN - I
REAERIC L S EITER OSAR IFANER,
4) Yes. (disease modifying drug?)

Ann Intern Med: alveolitis—>CY{EHEF TEM FTRXN
=
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Clinical Symposium: The great debate
CyclophosphamidelESScDIRREZNEFE =TSN ?

Con perspective and discussion---James R. Seibold; Univ. of Michigan

Nannini C et al. (ART 2008)

Based on available data (380 subjects), CY DOES NOT
appear to result in clinically significant improvement of
pulmonary function.

(SLET)CYERBIC K 2 FEHEDREERNTRITEN,

Should CY be used? ..... MAYBE SOMETIMES



Clinical Symposium: The great debate
CyclophosphamidelESScDIRREZNEFE =TSN ?

1) Do you believe that CY 1s an effective therapy for SSc
lung disease after it is stopped?

Y: 60% N: 40% — Y:53% N: 47%

2) Do you believe that CY 1s an effective Tx for extra-
pulmonary SSc 1n the long term (greater than 2 years) ?
Y:22% N: 78% — Y:33% N: 67%

3) Is CY’s risk/ benefit profile in SSc acceptable or not 1n the
long term (greater than 2 years) ?

Y:45% N: 55% — Y: 50% N: 50%
4) Should CY be considered a “disease modifying” agent in
scleroderma?

Y:55% N:45% — Y:48% N: 52%



Concurrent Abstract Session

(1221) ImatinibDBIEEER

Imatinib mesylate (IM, Gleevec): selective tyrosine kinase
inhibitor (Abl and PDGF)

Bleomycinig5 2 E R BRI ICXI I 5 FFh Eiﬁﬁ (&9 TIC
Hed D ->—BE UL BET 2MRIEH DD
7

Model for treatment of pre-established fibros:

local 1injections of bleomycin every other day.

Bleomycin injectionB] & @D, skin thickness D Z 1L,

3w Ble. — 148 + 14%
3w Ble. + 3w Ble. — 168 £ 10%
3w Ble. + 3w Ble. + IM 150mg/kg/d) —124+12%

(FE2FBEE 5D E Hp <0.05)



Concurrent Abstract Session
(1222) Imatinib: Phase IIa Trial (FFEHRE)

Single center, Open label, IM 400mg/d for diffuse SSc
Target recruitment 20 Pts with < 4 years of disease
10 Pts with 4 to 10 years

evaluation : histories, physical exam., SF-36s, sHAQs,
Lab data, skin biopsies, chest X-ray, PFTs,
ECG, mRSS

- 18 Il TIREERA.

- M DOFHEAN 1061 T, 6MiEDFHiAYSHEI TRIEET
ool

- 15BICAEZ 88 Tz ; CK elevations (n=7), edema (n=7),
nausea (n=7)

- 265l iCsevere AEZRRHcHY, WINHBIME DREMEIE
EERTH - I,



Change in mRSS.

Patient Id Disease Total time on| Baseline Month 3 Month 6
mRSS mRSS mRSS
Duration Gleevec

G1 1.5 years 7 months 21 26 28
G2 3 years 7 months 30 29 27
G3 <4 years 3 months 26 20 24
G4 <3 years 7 months 24 24 24
G5 6 years 6 months 20 15 10
G6 <1 year 5 months 43 40
G7 ] years 1 month 31 27
G8 <1 year 3 months 25 21
G9 3.9 years 3 months 46 45
G10 <1 year 3 months 41 46
MEAN (S.D.) at 3 months (G1 — G10) 30.7 (9.4) |29.3(10.8)
MEAN (S.D.) at 6 months (G1 - G5) 242 (40) | 228 (54) | 22.6(1.3)

(Abstract L ¥ IZZ)

Conclusion: Imatinibld, ZEE-EERED H S

SScDBEELLTHFINS.




Concurrent Abstract Session
(1223) Autologous stem cell transplantation

Update on ASTIS-trial

High dose immunosuppressive therapy (HDIT) +
hematopoietic stem cell transplantation (HSCT)

ZHEEE: Mobilization with CY 2x2 g/m?2, conditioning
with CY 200 mg/kg, tbATG 7.5 mg/kg, followed by
reinfusion of CD34+ selected autologous HSCT

X BREF: 12x monthly i.v. bolus CY 750 mg/m2

Primary endpoint = event free survival during 2 years
follow-up.




Concurrent Abstract Session
(1223) Autologous stem cell transplantation

Results

200848 T, 107 E25583%118ERF D enrolled.
Mean disease duration: 1.8 yr.

6 MB B DfollowE LT, 916143 BHEEE, 48 : MR
BDLZEMFERZ B,

15290 B (1-72)DERER T, Grade 3 or 4D FE M (STEHE
AE1561 (/43) , WHEREF1361(/48) TRAS SN fc—EE
IaEﬁ (—Eﬁ# nlb\(y)b;hz_g_




Concurrent Abstract Session
(1225) Bosentan (TRUST 3-year data)

« 53 AlOPAH-CTD (WHO Functional Class Ill)

(42 #41: SSc, 56: SLE, 6: Overlap CTD)
e RV VIKE5E 45BMA: 62.5mg twice a day

—4478[E]: 125mg twice a day

o Kaplan-Meier;=%Z AW AEFER

1FH 1 923%-29FH 1 78.7%—-3FH  69.9%
» Functional Class DXEZ 72O TTIER - 55.9%

(95%CI: 37.9 — 72.8)




