NHS

o, s’

Greater Glasgow
and Clyde

Imatinib in GIST patients

The Beatson West of Scotland Cancer

Centre experience

Dr Jens Samol
SpR Medical Oncology

Delivering better health :hEEItSEJI‘I

wevey hispge ong.uk



GIST’s T
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« Rare, ~ 2% of Gl cancers

* Most express c-KIT mutations in ICC — CD117+
* |ncidence 10-20/million

« Surgery is mainstay of treatment

« Radioresistant and relatively chemoresistant
~7% RR with adriamycin

 |matinib is standard treatment in unresectable/
metastatic disease

— EORTC & NCI Phase |lIl RCT. PFS 18-20 months and
median overall survival time exceeds 55 months
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GIST-Histology e
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« Spindle cell (70%),
epithelioid / round-cell
variants (30%)

« CD117- Receptor
tyrosine kinase for
cytokine stem cell factor

(SCF), also known as c-
KIT ligand
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Ligand (SCF)
binding site Outside cell
KIT
receptor

Exon 9: 18,17, =——

Exon 11: 66.9%, =——
Exon 13; 1,69, =—————

EXON 17 1.6 s—

GISTs with activating
mutations: 88.2%

TK = tyrosine kinase

Cell membrane
Juxtamembrane domain
TK1 domain

TK2 domain




Imatinib
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Initially 400mg/day

* Assess response
after 3 months

* Ifnoresponse T to
800mg/day or

-Rit receptar

* Assess every 3
months

* No drug holiday in
responders

pathways activatad

Signal transduction
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Method )

« 39 patients with proven GIST, who received
Imatinib were selected

* Time of diagnosis: Mar 1996 to July 2008 (>12 y)

* Time of starting Imatinib: Oct 2001 to July 2008
(~7'y)

* West of Scotland Cancer Centre Network

« Data sources: patient records, pharmacy records,
pathology reports

» Data were collated retrospectively
 SPSS was used for data analysis
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CHARACTERISTICS OF PATIENTS

Sex

Ave

Surgery

CI»117

CD 34

LCOGPS

Origimal tumouar site

Mutational analysis

Mlale
Female
MMedian
Range
T
N es
—curative surgcery
-palliative surgery
Positive
IPosilive
MNegative
A
01
s
3
Stomach
I'uodenum
Smiall bowel
Fectum
Others
Exon 13
Exon 17

Monosomy 14822
1p del + monos 22
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Mo of Pts (%0)

20 (51%%)
19 (49%0)

(1)
32 to 87

17 (24%5)
22 (56%h)
18 (21%4)
4 (19%%)

39 (100%%)

19 (49%)
13 (33924)
7 (18%4)

36 (92%%)
2 (5%%)
1 (3%)

14 (36%
4 (10%)
8 (20%)
3 (8%4)
10 (26%4)
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PS in phase Ill trials ]

« PSO 46% ¢« PS0-2 96%
« PS 1 40% « PS3 4%
¢« PS2 10%
- PS3 4%
« PS0-2 96%
— Verweij et al Lancet, — Blanke et al, JCO,
2004, 364, pp1127 2008, 26, pp626
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Patients receiving Imatinib | NHS

 Metastatic 20

» Locally advanced 6

* Neo-adjuvant 4
» Adjuvant 3
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Dose reductions o

1 skin toxicity

* 1 myelosupression

2 had skin toxicity and diarrhoea

* 1 had diarrhoea and fluid retention

* 1 had fluid retention and skin toxicity

* 1 had diarrhoea and periorbital oedema
» 3 stopped prior to surgery

* No significant toxicity was documented in
remaining patients
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Outcome of dose reductions &"E

Dose reduction was maintained in 5 patients —
toxicity did not improve

1 patient re-escalated to 300mg OD

1 patient re-escalated to 400mg OD

1 surgical patient discontinued after surgery,
whereas other 2 re-started 400mg OD
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Progression free survival from | NHS

. d Clyd
start of Imatinib *
Survival Function
'j..l'_"':ﬂ :D!UCI :;I:::E:I; 'ﬁtlll:l'j Elljl'l:llj
Median PFS 39 months (Cl 19 — 60months)
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Overall Survival from start of
Imatinib

Survival Function

Cum Survival

T
0 .Cx0)

Median OS 72 months (Cl 25 — 119 months)
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Univariant analysis for PFS NHS

» Between gender (p=0.46)

* When comparing NIH prognostic score
(p=0.51)

+ For initial PS (p=0.74)

* For dose reductions (p=0.2)
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Scottish GIST Guidelines (2006) \&-LS_/
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Chinical presentation
and MDT discussion

Melaslalic or Localised.
unrasactabile resectable
(&5 determinead
by surgeon}

RESELC]

Mot a GIST —

consult appropriate MDT Definitive pathology

Definitivie pathology

Baseline imaging CT (or GIST
PET il awailable)

GLIVELD Ltratify risk
Follow-up: Roasect if GIST Follow-up:
CT at 3 manthly intervals becomes oparable CT at 3 months

Confinue treatment until High risk:

radiclogical AMND

symplomalic progression | CT every B months Too ’
increase in tumour size | 3 _-,ruura,ylruan anmually Toe (¥ ﬂlc‘ﬁ |r1|unl;lr|-|5_._|lhrar|

does nol always indicale | 2 years annually T < years

for cessation

of freatrment

Low risk:

Inmtermediate risk: Very low risk:

CT at 12 monts Primary care follow-up

Fsralate dose of Gliver,
il appropriale

Consider patient
for inclusion in
appropriate trials

Recurrence:
MOT o assess turmour and start Glivec or carry oul Turthes rasaction




SURGERY AFTER GLIVEC - PATIENTS CHARACTERISTICS N H S

No ol Pts (%) N

Greater Glasgow

Sex Male 5 (56%) D Eipde
I'emale 4 {44%0)
Age Median 5%
Ranae 35 to 69
Surgery neo-adjuvant 2 (22%)
Salvage T(TR%)
ECOG PS 0] 9 100%)
Neutrophils < 5x10%1 7 (78%)
= Sx 1071 2 (22%)
Haemoglobmn = 11.3g1 6 (67%)
=11.3g1 3 (33%)
Aldbuwmin = 35g/1 5 (56%0)
= 35g/1 4 (44%)
Pathological response Yes T (T8%)
No 1 (11%)
Not commented 1 (11%0)

Pathological descriptions for Imatinib response:
Cwstic and/or fibrotic degeneration with or without hacmorrhage or necrosis
Hyalhmised areas with or wathout fibrosis :heatson

Patchy foci of viable tumour A i
Loughrey et al (205 IS freated with aeo-adj Glivee, JOlinath, 5k, 779-8]

Delivering

vy hisgpge o



NHS
h\,d
Greater Glasgow
and Clyde

Delivering better health !anﬁnn

weweyw thisgpge ong.uk



Lines of treatment post salvage surgery | NHS

e 2nd line

— 1 (Imatinib 400mg second time round)
— 1 (Sunitinib 37.5mg)
— 1 (dose escalation to Imatinib 800mg)

 3rd line
— 1 (Imatinib 800mg vs Sunitinib trial)

* 6 pts had no further treatment after
salvage therapy
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Conclusion NHS
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and Clyde

« Patients characteristics reflect typical GIST patients
 PFS and OS after Imatinib are longer in this cohort

« Improved PFS and OS likely to be due to adherence to
guidelines

» Side effects are mild and acceptable

« Patients on Imatinib post surgery are too few to perform
statistical analysis

« This study highlights the need for a national GIST
database to look at:
— prognostic factors
— who should have surgery
— what 2"4 [ine treatment + defining optimal treatment
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» Secretaries and staff from medical records
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THANK YOU!
Any Questions?
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