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Neurotrophin family of receptors

TRKA (NTRK1) == Pain, thermoregulation

NTRK-1, -2, -3

* Encode TrkA, TrkB and TrkC
transmembrane receptors,

TRKB (NTRK2) ===p Movement, memory, mood,
appetite, body weight

TRKC (NTRK3) === Proprioception respectively,
TRK fusions e Ras/Raf/MAPK pathway
* Ligand binding domain (LBD) replaced by 5’ fusion partner PI3|;/Akt/mTOR pathway PLCC/PKC
* Drives overexpression and ligand-independent activation pathway.
, —  Trks are involved in physiological CNS
Promoter 9’ partner // LBD kinase domain — dEVEIOpment and matu ration
v BE e o
T . g * NTRK fusions in NSCLC 0.1%-~3%
26 28 " o
[ - (g =
5 partner NTRK kinase domain 5" partner NTRK kinase domaﬂ

TRK uncommonly expressed in normal tissues or cancer
Fusion drives abnormally high expression and activation of TRK kinase domain Hyman ASCO 2017



M
SaludMadnd

Hospital Universitario
12 de Octubre

Cancers enriched
for TRK fusions

@ 5% to 25%
@ <5%

@ Frequency >90%

Cancers harbouring TRK
fusions at lower frequencies

Lung cancer
Breast cancer

Secretory breast carcinoma

Gastrointestinal

stromal tumour
(pan-negative)

Cholangiocarcinoma

Melanoma

Spitzoid tumours

Tumor Types

High-grade glioma

MASC

Head and neck cancer

Thyroid
cancer
Sarcoma

Acute lymphoblastic

leukaemia, acute

myeloid leukaemia,
histiocytosis, multiple
myeloma and dendritic
cell neoplasms

Renal cell
carcinoma

Pancreatic cancer

Colorectal cancer
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High-grade glioma

Papillary
thyroid cancer

Secretory breast
carcinoma

Infantile
fibrosarcoma

Cellular and
mixed congenital
mesoblastic
nephroma
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Cocco E. et al, Nat Rev Clin Oncol 2018



Adult phase |
e Age =18 years
e Advanced solid tumours

SCOUT: paediatric phase l/ll
e Age <21 years
¢ Advanced solid tumours

NAVIGATE: adult/adolescent
phase Il ‘basket’ trial

e Age =12 years

e Advanced solid tumours

¢ TRK fusion cancer

Larotrectinib

Supplementary

n=4

159
patients
with
TRK
fusion

cancer
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* TRK fusion status determined
by local CLIA (or similarly
accredited) laboratories

e Primary endpoint
— Best objective response rate

(RECIST 1.1)

e Secondary endpoints
— Duration of response
— Progression-free survival
- Safety

e Dosing
— Single-agent larotrectinib,

administered predominantly
at 100 mg BID continuously
- Treatment beyond
progression permitted if
patient continuing to benefit

Data cut-off: 19 February 2019

Hyman ESMO 2019
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Table 1. Baseline characteristics

Larotrectinib

Patient Characteristics and Tumor Types

Figure 2. Diversity of cancers treated.
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Sex, n (%) Bone sarcoma Congenital mesoblastic nephroma
Male 77 (48) Ehnlanglncarclnnma Hepatocellular
ancreas Prostate
Female 82 (52) Appendix Unknown primary
Age, median (range), years 43.0 (<0.1-84.0) Gastrointestinal | 1% each |
Paediatric (<18), n (%) 52 (33) stromal tumour
Adult (=18), n (%) 107 (67) Breast °7°
ECOG performance status, n (%) 3%
0 76 (48) Melanoma
3 61 (38) 4% : Other soft
5 19 (12) tissue sarcoma
23%
3 3(2)
Known brain metastasis at enrolment, n (%) 13 (8)
Prior cancer treatments®
Eurgery. e 05 Infantile
Systemic therapy 122 (77) fibrosarcoma
Radiotherapy 74 (47) Salivary gland 18%
No. of prior systemic regimens, n (%) [ _
0 35 (22) Thw::ud
1 48 (30) 157
2 34 (21)
=3 42 (26)
NTRK gene fusion, n (%)
NTRK1 64 (40)
NTRK2 4(3)
NTRK3" 88 (55)
Not confirmed® 32

"Patients may be counted in more than one row. ®*Directly demonstrated or inferred (8 of 88 patients) by ETV6 break-apart
fluorescence in situ hybridisation in patients with infantile fibrosarcoma. *Molecular profiling test used not certified by CLIA (or other
similar accrediting body). CLIA, Clinical Laboratory Improvement Amendments; ECOG, Eastern Cooperative Oncology Group;
NTRK, neurotrophic tyrosine receptor kinase.

Hyman ESMO 2019
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Table 1. Patient characteristics at baseline

Larotrectinib

Patient Characteristics and Tumor Types - Adults

Figure 2. Patient population by tumor type (N=83)
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All patients
Characteristic (N=83)
Age, years Cholongiocarcinoma
Median 57.0 2%
Range 19.9-80.0
Bone sarcoma
Sex, n (%) 2%
Male 41 (49%)
Female 42 (51%) r'u-1el?|£:;:=r"r'|a. "
ECOG performance status, n (%)
0 27 (33%)
1 47 (57%)
2 9 (11%)
NTRK fusions, n' (%)
1 33 (40%)
2 2 (2%)
3 47 (57%)
Prior anticancer therapies, n (%)
Systemic therapy 64 (77 %)
Surgery 76 (92%)
Radiotherapy 53 (64%)
Number of prior systemic therapies, n (%)
0 17 (20%)
1-2 41 (49%)
>3 25 (30%)

Appendix Breast
1% 2%

Soft tissue
sAarcoma

Salivary gland

23%

TNTRK fusion was not determined for one patient

ECOG, Eastern Cooperative Oncology Group; NTRK, neurotrophic tyrosine receptor kinase

One patient had cancer of unknown pnmary ongin

GIST, gastrointestinal stromal tumor

Hong ASCO 2019
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Efficacy

Table 2. Efficacy assessments

Integrated dataset (N=159)

Response
Evaluable patients, n 1532
| _ORR (95% Cl) 79% (72-89)
Best overall response, n (%)
Complete response 24 (16)°
Partial response 97 (63)°
Stable disease 19 (12)
Progressive disease 9 (6)
Not determined 4 (3)
Duration of response
Median, months (95% CI!“ 35.2 (22.8-NE)
Range, months 1.6+ 10 44.2+
Rate of ongoing response at 12 months, % (95% CI)® 80%
Median follow-up, months 12.9
Progression-free survival
Median, months (95% CI) 28.3 (22.1-NE)
PFS rate at 12 months, % (95% CI)® 67 (58-76)
Median follow-up, months 11.1
Overall survival
Median, months (95% ClI) 44 .4 (36.5-NE)
OS rate at 12 months, % (95% CI)® 88 (83-94)
Median follow-up, months 13.9

2Six patients not evaluable because post-baseline assessments were not yet done at data cut-off. Best response percentages are
calculated from the evaluable patient population. ®Including three patients with pathological complete response; two patients had
complete responses pending confirmation. 513 partial responses pending confirmation. 9In patients with confirmed responses

(n=108). *Kaplan—-Meier estimates. Cl, confidence interval; DOR, duration of response; NE, not estimable; ORR, objective response H ESMO 2019
rate; OS, overall survival; PFS, progression-free survival. yman
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Efficacy - Adults

Table 2. Efficacy of larotrectinib in adult patients with TRK fusion cancer

Independent review- Investigator-assessed

assessed patients patients
Patients, n (%) (n=65) (n=T4)*
Best overall response
Complete response 11 (17 %) T (9%)
Partial response 33 (519%4) 49 (66%)T
Stable disease 10 (15%6) 8 (12%)
Progressive disease B (12%) B (11%)
Mot determined - 1 (1%)
Mon-evaluable 3 (5%) -
Overall response rate 44 (68 %o o [(76%

Data presentad am as of July 30, 2018

*MNine patients non-evaluable due to lack of post-baseline assassment; THE, tyrosine receptor kinase
Includes seven patients with a partial responsa pending confimmation

Hong ASCO 2019
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Figure 3. Maximum change in tumour size.

B Appendix m Salivary gland » Melanoma w IFS
m Cancer of unknown primary m Bone sarcoma Other soft tissue sarcoma B Pancreas
m Congenital mesoblastic nephroma m Cholangiocarcinoma m Breast w Thyroid
m Lung m GIST m Colon
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Excludes four patients who had clinical deterioration prior to an initial response assessment and six patients who were not evaluable due to insufficient time on therapy. *Patients with a pathological complete response. *Maximum change in tumour size of +93.2%.
TPatients with brain metastases. GIST, gastrointestinal stromal tumour; IFS, infantile fibrosarcoma.

Median time to response was 1.8 months (range 0.9 to 6.1) and median treatment duration was 8.0 months (range 0.03+ to 47.2+)

Hyman ESMO 2019
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Figure 3. Best change in tumor size in adult patients with NTRK fusion cancer (n=72%)

100 W Soft tissue sarcoma Thyroid
" Breast Pancreas
BO — W Salivary gland B GIST
Cholangiocarcinoma Melanoma
&0 = Bone sarcoma B Unknown primary origin
3 L]
g0 —
E 20 —
=
2
5 _sp
:
E
R 40 -
=
60 —
B0 —
=100 —

Best change in tumor size, per investigator assessment. Data cut-off: July 30, 2018. Three patients with 0% change in tumor size: colon, thyroid, and salivary gland
11 patients had no available tumor measurements. GIST, gastrointestinal stromal tumeor;, NTRE, neurctrophic tyrosine receptor kinase

ORR per investigator assessment was 76% (95% Cl 64—85). Responses were observed irrespective of tumor type.

Hong ASCO 2019
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Duration of response among all patients with confirmed responses.

DOR - PFS

Progression-free survival among all patients.
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s 751
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- 50 ]

E

E 25 4

S Median duration of response:

= 35.2 months (95% CI| 22.8-NE)!

n- D I I I I I I I I
0 6 12 18 24 30 36 42 48

Months since start of response
No. at risk 108 73 48 29 16 8 4 1 0

In 108 patients with confirmed responses. Tick marks indicate censored patients. TMedian follow up of 12.9 months.
Cl, confidence interval; NE, not estimable.

100 A

75 1

50 -

Patients free from
progression (%)

25

0

Median progression-free survival:
28.3 (95% CIl 22.1-NE)t

0

No. at risk 159

6 12 18 24 30 36
Months since start of treatment
87 53 35 22 9 5

42

Tick marks indicate censored patients. TMedian follow up of 11.1 months. Cl, confidence interval; NE, not estimable.

Median OS was 44.4 months (95% Cl 36.5—-NE), with a median follow-up of 13.9 months. The estimated OS rate at 12 months was 88%

(95% Cl 83—94). Median OS in the primary dataset was similar (44.4 months, 95% Cl 36.5—NE; median follow-up 28.5 months).

Hyman ESMO 2019
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Fligure 4. Secondary efficacy endpoints (investigator assessed)

Duration of response Progression-free survival Overall survival
100 100 100 —
BE%
! | ||_|_‘
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| | | | |
I I I I I
| | | | I
| I I I |
| I I | I
1 I I 1 I
L L |
0 ! | | | | | | 0 | ! | | | | | ! | ! | | | | |
0 a) 12 18 24 30 36 42 0 i 12 186 24 30 36 42 0 B 12 18 24 30 38 42
Months from start of responae Mortha from start of treatment Morthe from start of treatment
Mo.atriskt 49 36 24 12 & 4 1 0 Mo.atrsk 83 40 27 17 M B 1 0 Mo.atrisk 83 53 39 28 14 [ 3 0

"Excludes seven patients with partial response pending confirmation. Data cut-off: July 30, 2018

At median follow-up of 17.2 months, median duration of response was not reached; At a median follow-up of 13.6 months, median progression-free survival was 25.8 months and median
overall survival was not reached

The median duration of treatment was 7.4 months;
at data cut-off, 63% remained on treatment and 30% had discontinued due to disease progression

Hong ASCO 2019
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Safety

Table 3. Adverse events in the expanded safety dataset (N=260)2

Treatment-emergent AEs (%) Treatment-related AEs (%)
Grade1 Grade Grade Any Grade Grade Any
or 2 3 4 grade 4 grade
Fatigue 30 2 0 8 <1 0 17
ALT increased 25 3 <1 28 3 <1 22
Cough 27 <1 0 28 0 0 1
Constipation 27 <1 0 27 0 0 11
Anaemia 17 10 0 27 2 0 10
AST increased 24 2 <1 27 <1 0 20
Dizziness 25 <1 0 25 <1 0 18
Nausea 24 <1 0 25 <1 0 13
Vomiting 24 <1 0 25 0 0 9
Diarrhoea 23 1 0 24 0 0 6
Pyrexia 19 <1 <1 20 0 0 2
Dyspnoea 13 2 0 16 0 0 <1
Myalgia 15 1 0 16 <1 0 8
Oedema peripheral 15 <1 0 16 0 0 6
Headache 15 <1 0 15 <1 0 5
Neutrophil count decreased 7 5 <1 12 2 <1 7
Lymphocyte count decreased 8 3 <1 12 <1 0 5
Hypokalaemia 5 3 <1 8 0 0 <1

‘ Hypophosphataemia ‘ 2 3 0 5 ‘ 0 0 <1 \

“The AEs listed here are those that occurred at any grade in at least 15% of patients, or at grade 3 or 4 in at least 3% of patients,
regardless of attribution. AE, adverse event; ALI, alanine aminotransferase; AST, aspartate aminotransferase. Hyman ESMO 2019
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Larotrectinib

Safety - Adults

Table 3. Adverse events in 215% of adult patients in the overall larotrectinib safety database (n=152)

Treatment-emergent AEs (%)

Treatment-related AEs (%)

600 g A
Cnio

Centro Nacional
de Investigaciones
Oncologicas

Grade 1 Grade 2 Grade 3 Grade 4 Grade 3 Grade 4
Fatigue 17 18 4 - 40 1 20
Dizziness 31 5 1 - 36 1 28
Mausea 24 4 1 - 29 1 16
Anemia 8 8 12 - 28 3 ]
Constipation 21 4 1 - 26 - 12
Cough 20 3 1 - 24 - 1
Dyspnea 11 7 3 - 22 - 1
AST increased 14 4 4 - 22 1 15
ALT increased 13 4 3 1 20 3 16
Peripheral edema 15 5 - - 20 - Ci
Diarrhea 12 5 2 - 18 - 5
Myalgia 14 5 1 - 18 - 11
Vomiting 13 3 1 - 17 - ]
Headache 13 3 - - 15 - 4

AE, advarse evant; ALT, alanine transaminasa; AST, aspartate transaminase

Hong ASCO 2019
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Entrectinib: doses

Table | Entrectinib clinical trials

Patient population

Study design
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Dose and schedule

ALKA-372-0017

STARTRK-2%

STARTRK-NG?*

Locally advanced or metastatic cancer
targeting NTRK/, NTRK2, NTRK3, ROSI,
or ALK molecular alterations

Locally advanced or metastatic cancer
targeting NTRK1/2/3, ROSI, or ALK

molecular alterations
Solid tumors that harbor an NTRK/2/3,
ROSI, or ALK gene fusion

Children with recurrent or refractory solid
tumors and primary CNS tumors, with or

without TRK/2/3, ROSI, or ALK fusions

Phase | basket

Phase | basket

Phase |l basket

Phase |/Ib

100—1,800 mg/m?*

Schedule A (n=19): fasted, 4 days on and 3 days off for

2| of 28 days

Schedule B (n=29): fed, continuous daily dosing for 28 days
Schedule C (n=6): fed, 4 days on and 3 days off for 28 days
100—1,800 mg/m?*

Fed, continuous daily dosing for 28 days (n=65)

600 mg
Fed, continuous daily dosing for 28 days

250 mg/m?
Fed, continuous daily dosing for 28 days

Liu Therap and Clinica Risk Man 2018
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Entrectinib: ALKA-372-001 / STARTRK-1

Centro Nacional
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SQSTMI-NTRK]

BCAN-NTRK]

MASC

ETV6-NTRKS

LMNA-NTRK1

ERE

[T
5 | ros1 NSCLC ROSI+ FISH
6 | rRosI NSCLC ROSI+ FISH
7 | Rrosi NSCLC CD74-ROSI NGS

n ROSI NSCLC ROSI+ FISH

n ROS1 NSCLC ROSI+ FISH
10 | ROSI NSCLC EZR-ROS]I NGS
11 | rRos1 NSCLC ROSI+ FISH
12 | rosI Melanoma GOPC-ROSI NGS

ROSI NSCLC ROSI+ FISH
14 | Ros1 NSCLC ROSI+ FISH
15 | ROSI NSCLC ROSI+ FISH
16 | ROSI NSCLC ROSI+ FISH
17 | ROSI NSCLC ROSI+ FISH

ROS1 NSCLC SDC4-ROSI NGS
19 | Ak NSCLC ALK+ FISH
0 | Ak NSCLC ALK+ FISH
o1 | Ak RCC VCL-ALK NGS
2 | ALK NSCLC ALK+ FISH
23 | Ak mCRC CAD-ALK NGS
% | ALk NSCLC ALK+ FISH
5 | ALk | Unknown Primary DSF3-ALK NGS

Drilon Cancer Discovery 2017
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Figure 2. Best Response to Entrectinib in TKI Treatment-Naive Extracranial Solid Tumor
Patients

Drilon Cancer Discovery 2017
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Studies of Tumor Alterations Responsive to Targeting Receptor Kinases

| STARTRK-2: Open-Label, Multicenter, Global Basket Study of Entrectinib |

| Patients with Solid Tumors (any line of therapy) |

IIIIIIIIIIIIIIIIIIIIIIIIIIII{ MOLECULARTESTINGCONSENT |

Local Testing [NGS, Sanger, RT-PCR, NanoString, EdgeSeq]
Submit tissue for independent central testing

Submit tissue for Central Testing

‘ o ‘ at Ignyta’s CLIA Lab

| Testing Results for NTRK1/2/3, ROS1, or ALK Gene Fusions |

I I
greserasdeeasaans : NO FURTHER
- Chemotherap -
- yperMD : A 4
--------- grennene | CLINICAL TRIAL CONSENT | NATURAL HISTORY FOLLOW-UP COHORT:
: | : Patients will be followed to collect data
_ regarding their alternate anticancer
. — treatment(s), including best response, and
v survival status every 3 months until death,
RLLELEEETEELEEEE >| Assignment by Gene Fusion and Tumor Ty|IJe | loss of f O"%;%;g; r“g;ggf ;?fsltof consent,

A 4
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Efficacy population®

Adult patients with NTRK fusion-positive, TRK inhibitor-naive solid tumors N=54
CNS metastases, n=12; no CNS metastases, n=42

Phase | Phase | Phase I
(ALKA-372-001) (STARTRK-1) (STARTRK-2)
Phase | dose-escalation study Phase | dose-escalation study Phase II, multicenter, global basket study
NTRK fusion-positive patient NTRK fusion-positive patients Entrectinib 600mg once daily, 28-day cycle
n= n=2 NTRK fusion-positive patients
n=51 J

* Primary endpoints? « Secondary endpointst
Data cut-off: 31 May 2018 — ORR — PFS and 0OS
— DoR — intracranial ORR and DoRS

— safety and tolerability

Doebele AACR 2019
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Baseline characteristics

Age, years

Sex, %

Race, %

ECOG PS, %

Prior lines of systemic
therapy, %

CNS mets at baseline, %

Entrectinib integrated analysis across phase I/

Median
(range)

Female
Male

White
Asian

Patient Characteristics and Tumor Types

NTRK+

patients

(n=54)

57.5
(21-83)

99.3
40.7

796
13.0

426
46.3

11.1
37.0
204
426

222

NTRK+ NSCLC
patients

(n=10)

62.5
(46—76)

20.0
20.0

70.0
30.0

30.0
20.0

20.0
30.0
30.0
40.0

60.0

Neuroendocrine _
6% '
Pancreatic

60/0 g ...-I' : N\

Breast
11%

Gynaecological
Cholangiocarcinoma 2%

600 g ‘
Cnio

Centro Nacional
de Investigaciones
Oncologicas

Doebele AACR 2019
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Efficacy

NTRK+
Efficacy s NSCLC
patients ;
outcomes (n=54) patients
(n=10)
$ ORR*, % 57.4 70.0
Q0100 R DT OO AT T o
g &l
% = 11 - CR* n (%) 4(74) 1(10.0)
[
& - *
: om0 NE
(95% ClI) (7.1-NR) (10.4—-NE)
Median PFS* 112 149
# Sarcoma M NSCLC m MASC m Breast = Thyroid m CRC = Pancreatic months 3 0_1 49 47 .NE
¥ Neuroendocrine tumours W Gynaecological ® Cholangiocarcinoma (95% CI) (3 = EhaNE)
Results per Blinded Independent Central Review (BICR) Median OS, 209 NE
months :
(95% CI) (14 .9-NR) (5.9-NE)

Doebele AACR 2019
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13.7

-10 —
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-80 =
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Best % change from baseline

Entrectinib integrated analysis across phase /Il

Efficacy by NTRK gene

600 g ‘
Cnio

de Investigaciones
Oncologicas

NTRK1 (n=22)

NTRK2 (n=1)

NTRK3 (n=31)

ORR (95% CI)

59.1% (36.3-79.3)

0%

58.1% (39.1-75.5)

- —— ——— —— - —— - —————

* * ok

* Kk ok * * #*

-100

W NTRK1 B NTRK2 PBBINTRK3

Results per Blinded Independent Central Review (BICR)

*NSCLC patients

Data cut-off date: 31 May 2018

Note: Patients (n=6) without matched pre/post therapy scans were excluded from the plot

ORR: overall response rate

Doebele AACR 2019
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Treatment-related AEs NTRK fusion-positive safety

reported in 210% of patients population (n=68)*1
Patients, n (%) Grade 1/2 Grade 3 * Most AEs were grade 1/2 and reversible
Dysgeusia 32 (47.1) 0 - : :
Constipation 19 (27.9) 3 Treatment-related AEs leading to
Fatigue 19 (27.9) 3 (7.4) — dose reduction: 39.7%
Diarrhea 18 (26.5) 1(1.5) . - =
Edema peripheral 16 (23.5) 1(1.5) — dose interruption: 30.9%
Dizziness 16 (23.6) 1(1.5) — discontinuation from treatment: 4 4%
Blood creatinine increased 12 (17.7) 1(1.5)
Paresthesia 11 (16.2) 0 « No grade 5 treatment-related events were
Nausea 10 (14.7) 0 reported
Vomiting 9 (13.2) 0
Arthralgia 8 (11.8) 0 « Treatment-related AEs reported in the
Myalgia 8 (11.8) 0 NTRK fusion-positive and the overall
Weight increased 8 (11.8) 7 (10.3) safety populations were comparable
Aspartate aminotransferase 7 (10.3) 0
increased '

Anemia 5 (7.4) 8 (11.8)

Doebele AACR 2019
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Larotrectinib in TRK Fusion-Positive Solid Tumors with
Brain Metastases: Treatment Duration

Overall Response to Larotrectinib in TRK Fusion-Positive
Solid Tumors with Brain Metastases

Time to response and overall treatment duration

Overall efficacy n=5 evaluable patients* . >
5D *

Objective response rate* 60% (95% Cl: 15-95) - b g W Trvroid [ Lung

PR

Best overall response”, n (%)
Partial response 3 (60%)° st
Stable disease 2 (40%) "

Progressive disease 0 (0%) ¢ 2z 4 & 8 10 12 14 16 18 20
Time (months)

Range:
0.95+ to 18.4+ months

lﬁ'l' Dase increased to 150 mg BID

P Treatment angoing
Start of partial respanse

E Treatmient after progression

Data cutaff date July 30, 2018, Disease asesments were performed by investigators, Intracranial target tumor respanses in patients with mesurable deease,
hased on RECIST 1.1 sum of longest dismeter. *Hontarget PO in asymptomatic leptomening=al focus. tUpdate of this patient case presented in subseguant slide.
ME, not evaluahle: PR, partial respanse; BECIST, Besponse Evaleation Criteria In Solid Tumors; SD, stabls disesgs.

Drata cutoff date luly 30, 2008, *Cnverall {systemic) respanse by RECIET 1.1 including intracranial and extracranial disease when applicable. tinvestigator assessment based on RECIST 1.1,
11 patient nat shown here initisted treatmeant with larotrectinib but has not et bad an on-treatment scan to evaluate response, §0ne patient pending confirmation, RECIST, Bespanse Evaluation Criteria In Solid Tumars.

101? ASC e FREESEMTED BY: ALENAHDER DRILON FRESEMTED & 201? ASC e o remn i FEESEMTED BY: ALEXAWDER DRILOKN

AMMLUAL MEETIMG wembrian P Asrd e P A M LAL MEETIMG

Drilon ASCO 2019
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Entrectinib integrated analysis across phase I/

CNS Activity

CNS mets at baseline (n=12)

No CNS mets at baseline (n=42)

ORR (95% Cl)

50.0% (21 1-78.9)

50.5% (43 3-74 4)

CNS mets at baseline

B No CNS mets at baseline

Results per Blinded Independent Central Review (BICR)

*NSCLC patients

600 g A
Cnio

Centro Nacional
de Investigaciones
Oncologicas

Intracranial response — CNS metastases at baseline by BICR

NTRK+ NTRK+ NSCLC
patients patients
(n=11%) (n=67)
Intracranial ORR, n (%) 6 (54.5) 4 (66.7)
(95% CI) (23.4-83.3)
CR 3 (27.3) 2(33.3)
PR 3 (27.3) 2 (33.3)
SD 1(9.1) 1(16.7)
PD 3 (27.3) 0
Non CR/PD, Missing or unevaluable NE 1(16.7)
(5.0-NE)
Intracranial median DoR, months 14.3 NE
(95% CI) (5.1-NE)
Doebele AACR 2019; Paz-Ares WLCC 2019
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On-target resistance
—--— i oty
s Selitrectinib

Il 2nd generation TRK Inhibitor

Entrectinib
Larotrectinib

|I 1st generation TRK Inhibitor

Ofi-target resistance

Potential mechanisms identified
« KRAS mutation

 MET amplification

 BRAF mutation

* |GF1R activation

Standard of care
or clinical tnal when available

Drilon Ann Oncol 2019
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Table 1. TRK inhibitors

Larotrectinib Entrectinib Selitrectinib Repotrectinib

Generation
First v v
Second v v
Inhibits
TRKA/B/AC v
ROSI
ALK
Resistance

Inhibits most NTRK mutations v v

NS S
SN N

Drilon Ann Oncol 2019
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Neuroendocrine carcinoma

3 %
Thyroid
3 %

Characteristic Total (N=31) _

Glioblastoma '\ Melanoma

Gender, n (%) 3 9% 39,
Female 22 (71) |
Male 9 (30) Kidney

3 %

Median age (range), years 37 (1.25-72)

Pediatric (<18), n (%) 7 (23) Colorectal
Adult (>18), n (%) 24 (77) 3 %

Prior TKI*, n (%) 31 (100) Cervical
Larotrectinib 21 (69) 3 %

Entrectinib 9 (28)
PLX7486 16) Biliary trac

Median duration* of prior TRK TKI, 11 6 %

months (range) (2-30)

TRK fusion, n (%) F’a1n0c:r$as
NTRK1 15 (48) NSCLC 0
NTRK2 1 (3) 6 %

NTRK3 15 (48)
Enroliment, n (%)
Phase | 20 (65)
BreastT
SPP 11 (35) 10 %

Tumor types (n=15)

Hymann ASCO 2019
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ORR by Resistance mechanism

ORR, % (n/

Patient cohort Patients, N CR/PR, n N)
TRK kinase mutation 20 9 6 2 3 45 (9/20)
Solvent front 14 7 4 2 1 o0 (7/14)
Gatekeeper 4 1 1 0 2 25 (1/4)
xDFG 2 1 1 0 0 50 (1/2)
Identified bypass 3 0 0 3 0 0 (0/3)
Other/unknown 6 1% 3 0 2 17 (1/6)
Total 29" 10 9 S S 34 (10/29)

Hymann ASCO 2019
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Treatment duration by Resistance mechanism

Best Tumor Change by Resistance Mechanismt

Resistance mechanism:

SF

GK
B xDFG
B Bypass
¥ None

Treatment Duration by Resistance Mechanism

_—

SF
GK

Bl xDFG

B Bypass
Other/none
Treatment post progression

Treatment continuation

Hymann ASCO 2019
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