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Basics

« <1% of all malignant Gl-tumors
 most common mesenchymal Gl-tumor
* symptoms:

— abdominal pain (20 to 50 %)

— gastrointestinal bleeding (20 to 50 %)
— gastrointestinal obstruction (10 %)

— many GISTs are asymptomatic (20 %)
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GIST: Epidemiology

* Incidence of clinically significant GIST is 10-20 per

million/year?!
— Reported annual incidences per million?
* |celand 11
* Holland 12.7
« Taiwan 13.7
« Sweden 14.5

* Hong Kong 16.8-19.6 (17-21)

* Highest incidence among group aged 50-65 years!

— Similar male/female incidence, although some reports suggest
higher incidence in men

1. Miettinen M et al. Virchows Arch. 2001;438:1-12
2. Corless CL & Heinrich CH. Ann. Rev. Pathol. Mech. Dis. 2008.3:557-86
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Primary locations

* esophagus: up to 5 %
« stomach: 39to 70 %
« small bowel: 20 to 35%
» large bowel: 5t0 15 %
e omentum,

mesenterium :  up to 9%

Images courtesy of P. Hohenberger
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| ocalization of metastases

 liver: 54 to 65 %
* peritoneum: 2010 21 %
* lymph nodes: 2106 %

* bone: 6 %

* lungs: 2 %

Images courtesy of P. Hohenberger
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Studies of Imatinib Therapy in GIST

Pilot Phase 1 Phase 2 Phase 3

« 1 patient  Efficacy and « Efficacy and safety ¢ Efficacy and safety
400 mg/d safety - 400 vs 600 mg/d - 400 vs 800 mg/d
* 400 vs 1000 mg/d | . Metastatic or + Metastatic or
* Metastatic GIST unresectable GIST unresectable
(EORTC) KIT-positive GIST

« Efficacy and safety +« Efficacy and safety

» Advanced or e 400 vs 800mg/d
metastatic GIST * Metastatic or
1. Joensuu H et al. N Engl J Med. 2001;344:1052-1056. _
2. van Oosterom AT et al. Lancet. 2001;358:1421-1423. a_‘nd other soft unresectable KIT-
3. Demetri GD et al. N Engl J Med. 2002;347:472-480. tissue sarcomas positive GIST

4. Verweij J et al. Eur J Cancer. 2003;39:2006-2011.
5. Verweij J et al. The Lancet. 2004;364:1127-1134.
6. Blanke C et al. J Clin Oncol. 2008;26:620-625
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Efficacy of imatinib

e tumor regression : 50 to 70%
* progression arrest: 85 to 90%
* progressive disease: 10 to 15%

* rapid regression of symptoms in 80 to 90% of
symptomatic patients

* progression free survival at 1 year 70%, at 2 years
approx. 50%, at 3 years approx. 30%

* median overall survival approx. 4.5 to 5 years
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Overall survival with imatinib
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Verweij et al., The Lancet (2004) 364:1127-1134
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Longterm overall survival (B2222)

Hazard Ratio: 0.887, Log-Rank test p=0.6274
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Blanke et al., J Clin Oncol (2008) 26;4:620-625
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Overall Survival by Response

Blanke et al., J Clin Oncol (2008) 26;4:620-625

HELIOS Klinikum Bad Saarow May 2008



BFR14 1-yr randomization PFS

BFR14 : Survie sans progression des randomisé

sal an

BFR14 : Survie globale des randomisés a 1 an

Ll

L

1.0 4 10 Lh LU H—H :

o8 " HH—+HH —H

] H

0.7 0.7 1
2 CONT group 2 STOP group CONT group
3 06 1 10 evts / 26 patients 306 3 déces / 32 patients 2 décés / 26 patients
@ 051 STOP group w Médiane SSP: 28.3 m 051
5 28 evts / 32 patients E 0al
2 041 Médiane SSP : 6.1 mo g

0.3 1 0.3 1 5 déces / 58 patients

021 Log-rank test : p < 0.0001 021 Médiane de suivi : 17.9 mois ; IC95 = [15.2 ; 19.4]| Logranktest:p =070

0.1 0.1

0.0 ‘ ‘ ‘ ‘ ‘ ‘ ! 0.0 : : : : ; ; ‘

0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 4
Délai depuis randomisation & 1 an (mois) Délai depuis randomisation a 1 an (mois)
Blay et al., J Clin Oncol 2007
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BFR14 3-yr randomization PFS
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Progression-free survival
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Progression-free survival

100 -‘t
904 1™ KIT exon 9 mutants
80 Median PFS 110
20 - (months)
60 4 3-year estimate (%) [ 17
50 o
40 |
30~ \\1
20 - T
10 A
0 1 1 1 1 1 1
0 1 2 3 4 5
KIT exon 9 mutants: / 800 mg Years
Other patients: 400 mg / Van Glabbeke et. al., ASCO 2007, Abstract #10004

HELIOS Klinikum Bad Saarow May 2008 P. Reichardt



Guidelines recommendations

« Updated NCCN guidelines recommend that
patients with exon 9 mutations be treated with
800mg/day imatinib

« ESMO 2008 guidelines recommend that

patients with exon 9 mutations should be
treated with 800mg/day imatinib
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Dose escalation of imatinib

EORTC 62005* S0033T
. 133 patients cross-over to  ° /7 patients cross-over to
800 mg 800 mg

e response: 2% PR, 27% SD ° response: 3% PR, 28% SD
« PFS: median 81 days PFS: median 5 months

*Zalcberg et al., Eur J Cancer 2005; 41(11): 1751-1757
"Blanke et al., J Clin Oncol 2008; 26(4): 626-632
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Sunitinib: Phase lll - trial

Demetri et al., The Lancet 2006
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Surgery alone may not control
high-risk GIST

* primary resection with
wide margins

e adjuvant treatment?
— Important question
— ongoing trials

Images courtesy of P. Hohenberger
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Significant Increase in RFS with
Adjuvant Imatinib in High-Risk GIST

1 year 83% 97% 96.1% 94%
2 years 71% 90% -
3 years — — -

DeMatteo et al., ASCO 2007, # 10079
Zhan WH et al., ASCO 2007, # 10045
DeMatteo et al., ASCO-GI 2008, # 8
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Ongoing Trials of Adjuvant Imatinib in
Patients with GIST

SSG XVIII: EORTC 62024.
« Trial description e Trial description
e 12 months versus 36 e 24 months of Imatinib
months of Imatinib versus control
e Objectives * Objectives
* Primary: relapse-free * Primary: overall survival
survival
 Inclusion criteria * Inclusion criteria
o High-risk GIST  Intermediate-risk or
high-risk GIST
e Patient numbers e Patient numbers

e 355 /400 randomized e 750 /900 randomized
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Neoadjuvant therapy...

...may enable a secondary operation in primary unresectable tumors
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Neoadjuvant therapy...

-

...can enable non-mutilating surgery in rectal GIST
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