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Our challenges are diverse and manyfold

\d

%
C
¢

Optimal

convinces a
doctor or a patient
does not necessarily

6\ convince a regulator « Changing
Z, and vice versa Regulatory climate 6
(o » Concerns on Safety (o)
0 X
23 g
O
® O
3
] | |



Distribution of Soft tissue versus Bone sarcoma (n = 5749)

Erasmus MC

Soft tissue 86.6%

Soft Tissue, N = 4900

Bone 13.4%
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56 unique histology (n = 5749)

Soft tissue sarcoma, NOS 16.4%

Leiomyosarcoma 20.3%
GIST 8.6%

Undifferentiated Pleomorphic Sarcoma 6.0%

Rhabdomyosarcoma 4.9%

Other 13.9%
Angiosarcoma 4.4%

Synovial Sarcoma 4.4%
Pleomorphic Liposarcoma 0.8%
I Llposar(or_gal. h}'& i&gg 2
Well/De-differentiated liposarcoma 4.1% Well differentiated liposarcoma 1.7%
Desmoid Tumor 2.1%
Solitary Fibrous Tumor 3.3% Myxoid Liposarcoma 2.5%
MPNST 2.9% Chondrosarcoma 2.5%
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Does Genomic profiling aid/refine/modify Erasmus MC
diagnosis?
And what about mutations?
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CDKN2A 17.2%

RB1 15.8%

TP53 33.5%

CDKN2B 13.0%

634x depth

~62,000
mutations

CDK4 9.8%

ARID1A 2.0%
LRP1B 2.1%
CCNE1 2.2%
JUN 2.3%
W STAT6 2.3%
KOR 2.3%
MLL2 2.3%
CTNNB1 2.4%
MCL1 2.4%

SSe—— |
~

~1200
fusions

MDM2 9.8%

ATRX 8.7%

a RICTOR 2.5%
NET% $518 2.7%
| FRS2 2.8%
EWSR1 6.5% PDGFRA 2.9%
/ PIK3CA 3.4%

PTEN 6. 3°/‘NF1 6.2% MYC f}%orﬂg 3.8%
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Landscape of “Actionable” Mutations (n = 5749)

LEVEL 1:
FDA approved
Biomarker/Drug/
Disease
8%

LEVEL 2:
Known Biomarker +

: FDA/NCCN approved
No Actionable drugs e

Mutations New diseases
41% 9%

LEVEL 3:
Novel Biomarkers and
Investigational Drugs

40%

Biomarkers of

Resistance
2%

Chakravarty D, et. al. JCO, Precision Oncology WWW.OﬂCOkb.Org

OncoKB: A Precision Oncology
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Progression or Stop for toxicity

ICFpart2
Eligible for a Single Arm

target Ph Il trials by
treatment pharm lab

Alteration
targetable

Not Eligible Standard of
for a target =3 care
treatment and Follow up

Use of NGS

Main Inclusion
criteria:

- Adult STS
- Local adv or metast Not Standard of Care and

- Firstline CT Aberration Follow up
validated by MDM

- Tissu sample
availble

- Histological confirm
by RREPS

Standard of Care and Follow up
Screen- failure Without use of any NGS results

ICF part 1
— Chemotherapy 1-6 cycles (A):
Biopsy first eval after 6 weeks (end of
sample second cycle)

e o s e m - ----------------------’

Qualification (1 week after receipt) and Sequencing (5 weeks)
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Tropomyosin Receptor Kinase (TRK) Erasmus MC

Role of TRK in normal biology and cancer

Neurotrophin family of receptors TRK fusions

TRKA (NTRK1) === Pain, thermoregulation « Ligand binding domain (LBD) replaced by 5’ fusion partner

 Drives overexpression and ligand-independent activation
TRKB (NTRK2) ===p Movement, memory, mood,

appetite, body weight
NTRK1/2/3

—_—
ﬁlPromonrll[ §' partner HH LBD | kinase domain I—

TRKC (NTRK3) ===p Proprioception l a
g i % v ‘
5 partner NTRK kinase do-aq >

EE B ﬁ% S wa

| 5' partner |IITRK um:do;ain | 5’ partner |HTRK kinase dom:

TRK uncommonly expressed in normal tissues or cancer
Fusion drives abnormally high expression and activation of TRK kinase domain
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TRK fusions found in diverse cancer histologies

y Brain cancers (glioma, GBM, astrocytoma)
Salivary (MASC) MW Common cancer with low
A5 Thyroid cancer TRK fusion frequency

Lung cancer W Rare cancer with high
Secretory breast cancer TRK fusion frequency

Pancreatic
Gliomas
E - Thyroid cancer

Cholangiocarcinoma
Infantile fibrosarcoma

Congenital nephroma
Spitz nevi

GIST

Colon
<+——— Melanoma

Sarcoma (multiple)

Sarcoma (multiple)

Estimated 1,500-5,000 patients harbor TRK fusion-positive cancers in the United States annually
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Lacrotrectinib (LOXO-101), a selective Erasmus MC
Tropomyosin Receptor Kinase (TRK) inhibitor

Larotrectinib TRK fusion development program

* TRK fusion status determined by local CLIA
Adult phase | (or similarly accredited) laboratories
* Age 218 years

: * Primary endpoint
* Advanced solid tumors 4 P

— Best objective response rate (ORR)

— RECIST v1.1 per investigator assessment

SCOUT: pediatric phase I/II N=55
+ Age <21 years TRK fusion * Secondary endpoints
¢ Advanced solid tumors patients — Duration of response (DOR)

— Progression-free survival (PFS)

NAVIGATE: adult/adolescent ~ Safety

phase Il ‘basket’ trial
* Age 212 years — Single-agent larotrectinib, administered

* Advanced solid tumors predominantly at 100 mg BID continuously
* TRK fusion positive

* Dosing

— Treatment beyond progression permitted
if patient continuing to benefit

Data cut-off: April 14, 2017
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N =55; Age 4 months — 76 years !!!



Lacrotrectinib (LOXO-101), a selective Erasmus MC
Tropomyosin Receptor Kinase (TRK) inhibitor

Diversity of cancers treated - 17 unique types

. Infantile
Pancreatic
Peripheral nerve __ X \ o0, myofibromatosis I_nf'lamma-tony_
0 myofibroblastic kidney
sheath tumor \ 2% tumor
4% \\ N\ 5
Sarcoma, NOS ___ T~ Salivary gland

4%, 22%
Myopericytoma__— 4
40/0 7,

Cholangiocarcinoma J/ Infantile fibrosarcoma
4% (IFS)
13%

Spindle cell sarcoma__|
5%
GIST

5%

“_Thyroid

Mela(r)loma 9%
7%
Lung
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Lacrotrectinib (LOXO-101), a selective Erasmus MC
Tropomyosin Receptor Kinase (TRK) inhibitor

Efficacy regardless of age

932

M Adultpatients
" Pediatric patients

Maximum change in tumor size (%)

-100- (U]
*Patient had TRK solvent front resistance mutation (NTRK3 G623R) at baseline due to prior therapy; *Pathologic CR .8
Note: One patient not shown here. Patient experienced clinical progression and no post-baseline tumor measurements were recorded.
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Efficacy regardless of tumor type

932
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*Patient had TRK solvent front resistance mutation (NTRK3 G623R) at baseline due to prior therapy; *Pathologic CR

Note: One patient not shown here. Patient experienced clinical progression and no post-baseline tumor measurements were recorded.
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Erasmus MC

Our challenges are diverse and manyfold
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In the end, we all (patients, care-providers, regulators, pharmaceutical
Industry, and even insurance companies) share the same aim:

To get a novel and better drug on
the market

as quickly as possilble
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