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Objectives

* Incidence of RET fusion in routine diagnostics

* Preliminary experience with targeted therapy
in the absence of a clinical trial

* Decision-making about specific prospective
trials in the near future
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FISH and CAGE®

KIF5B (C) and RET (D) FISH
Joachim Diebold
JTO 2013
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CAGE® technology by Backfield AG
Frauke Leenders and Roman Thomas
Dept. of Translational Genomics, Cologne
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Count Smoking TNM at initial RET FISH+ cells Fusion partner Lines of CTX and
status diagnosis RET inhibitors

1 Never T1IN2MO 49% KIF5B 1/1

2 62 M Never T1IN2MO 87% KIF5B 2/3

3 63 M Former M1 (BRA) 47% Unknown 3/2

4 72 M Never M1 (ADR) 77% KIF5B 2/2

5 62 F = = 100% KIF5B -/-

6 - - - - 26% KIF5B / g
7 37 M = = 23% KIF5B / - é
8 69 M - - 87% KIF5B /

9 48 F = = 23% KIF5B /

10 79 M - - 25% KIF5B /

11 47 M = = 22% KIF5B -/-

12 70 M - - 22% Unknown -/- B

13 53 F Never T1IN2MO 65% KIF5B /

14 76 M 30 py M1A (PLE) 87% TBD / =
15 77 M 40 py M1A (PLE) 27% TBD / — E
16 53 F 20 py T1INOMO 34% TBD / °
17 46 M 35 py M1B (OSS) 18% TBD /
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Patients with targeted therapy

Patient 1: sunitinib vinorelbine 56+ mts
_____________________________ )
SD SD SD alive
Patient 2: , vandetanib cabozantinib ponatinib 50+ mts
5 = >=mmm- =
PR SD PD PD alive
Patient 3: I vandetanib cabozantinib died
> >
| PR PD PR PD 36 mts after diagnosis
Patient 4: | vandetanib cabozantinib died
: PD PR PD 34 mts after diagnosis
Months from I I I I I
RET-TKI start 0 3 6 9 12
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FDG-PET responders
Patient 3: baseline vandetanib baseline cabozantinib

26 s i R P
A ,‘ - & P
A - & 2 A7 43

Patient 4: baseline vandetanib cabozantinib follow-up
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Conclusions

* RET fusion was detectable in routine diagnostics.

* New technologies are needed for high-throughput
testing of multiple fusion genes.

* No secondary RET mutations identified so far.
* Chemotherapy remains the standard of care.

* Preliminary activity of targeted therapy was
observed and prospective studies are ongoing.
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Global Phase Il Trial XL184-212

Biomarker Testing Treatment Period (RET Fusion Arm)
(N=~1500) Primary Analysis Included:
RET Gene Fusion Stage 1: Enrollment (N=507) | 217 objective Stage 2:
Testing Futility Assessment: responses
{performed by CBTL) If no objective responses in first 207 evaluable L Enroliment
subjects then stop enroliment (N=371')
RET Fusion Positive* T Screening
{by test pt‘ri(:;:\;d outside of ' Period
> Primary Analysis Excluded:
RET Fusion -
Positive Re-consented subjects
RET Gene Fusion (N=~20)
M (RET fusion status deemed negative or
RET Fusion Unknown |» Testing nevaluable by CBTL test)
(EGFR-mutation and (performed by CBTl) e
ALK-fusion negative
by test performed outside of RET Fusion All
study) v negative allerali_ons
Exploratory e 5 Ineligible for study
Biomarker
Testing
(for ROS1, TRKA, MET, .
i) v Treatment Period (Exploratory Arm)
CBTY " :
Stage 1 zt:::::s';’e Stage 2
ROS1, TRKA, MET, or Screenin Alteration/Enrollment Enrollment
AXL Alteration Positive - . g > : / (by cohort)
{and by test performed . Pel'lod |R051 Fusion (N=10)
outside of study) v n
Exploratory [TRKA Fusion (N=10)
Blomarker [MET Amp./Overexp. (N=10)
Testing
{for ROS1, TRKA, MET, : =
O ehieratnm by [AXL Overexpression (N=10)
CBTL)
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