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INTRODUCTION Figure 4. Best response to therapy by line of prior systemic therapy relative to entrectinib

e Comparative efficacy is a key criterion of HTA. Comparative clinical trials are challenging in rare cancers especially for tumor No documented progression on prior therapy (N = 10) Documented progression on prior therapy
agnostic drugs with varying therapeutic choices. (N =21)
e Neurotrophic tropomyosin receptor kinase (NTRK) gene fusions can act as oncogenic drivers in a variety of cancer types!. NTRK
gene fusions occur in ~0.3% of solid tumors?.
e Entrectinib is a novel, systemic and central nervous system (CNS)-active, potent inhibitor of TRKA/B/C, ROS1 and ALK, specifically Earliest Most Earliest Most
designed to have systemic activity as well as to cross the blood-brain barrier3-°. Sitel Prior Recent BEntrecti| |Site| Prior Recent | Entrecti
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Figure 5. Time to next treatment entrectinib vs most recent prior therapy

METHODS Strata =+ Entrectinib (>0 Prior Therapy) =+= Most Recent Prior Therapy EP == PFS(BICR) == TTNT

Prior Therapy (N = 31) Documented progression on prior therapy ion (N = 21)

e Patients with NTRK fusion-positive cancers from STARTRK-2 who have received at least one prior systemic therapy for metastatic
disease were included. Only data from the STARTRK-2 Phase Il multicenter basket trial were used for analysis due to differences in
eCRF design for other studies included in the ISE (leading 3 patients to be excluded).

e As a conservative approach the reasons for prior therapy discontinuation were investigated and classified as valid if there was clear
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documentation in the eCRF that discontinuation was due to disease progression. 0.75 v
e For prior therapies time to next treatment (TTNT) is defined as time from start of therapy to start of the next line of therapy/start of : '++
entrectinib. If the start date day was missing it is imputed as 15t of the month. For entrectinib TTNT is defined as time from start of . |
.0.50 1 i

entrectinib until end of entrectinib therapy. Patients ongoing therapy are censored.

e [or entrectinib responses and progression-free survival (PFS) were assessed by a blinded independent central review using
RECISTS. For prior therapies this was recorded on eCRF per standard practice. -
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|

e Time-to-event analysis used Kaplan-Meier methods as implemented using R statistical software. 0257 . ol
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(N = 51) Sarcoma 25.5% 29.0 % 23.8 %
: NSCLC 17.6 % 194% 19 % e 31 patients in STARTRK-2 received prior systemic therapy of whom 21 had documented progression on the most recent prior
No Prior Therapy -
N = 20) therapy as shown in Figure 2.
— 0 0] 0] . . . . . . . . .
( MASC 11.8 % 0.5% 4.8 % e Of these 31 patients a variety of therapies were received including chemotherapy, immunotherapy and targeted therapies with full
Prior Therapy Breast 11.8 % 9.7 % 4.8 % details provided in Figure 3.
_ e Of the 31 patients with prior therapy there were 16 responses (PR or CR) to entrectinib compared to 4 responses on most recent
(N =31) Thyroid 9.8 % 9.7 % 14.3% prior therapy. For the 21 with documented progression on prior therapy there were 11 responses on entrectinib compared to 2
No documented* responses on most recent prior therapy. A full breakdown of response by line is shown in Figure 4.
progression on prior CRC 5.9 % 3.2% 4.8 % . . . - . . . .
therapy e Median TTNT and median PFS were similar for entrectinib and longer than estimated median TTNT in most recent prior therapy as
(N = 10) Pancreatic 5.9 % 6.5 % 4.8 % shown in Figure 5 and Table 1. The estimated median TTNT for prior therapy is similar to that seen in a weighted SoC arm derived
: 3 from a review of the literature.
Docugnnegﬁieoci*tﬁé?gs,ssmn Neuroendocrine tumors 5.9 % 6.5 % 9.5 %
(N =21) Gynaecological 3.9 % 6.5 % 9.5 % : _ :
Table 1. Time to next treatment entrectinib vs most recent prior therapy
respanse o herany) (NCS). Progressive Disease (1esponse followed by relapse) (N7 or Other reason Cholangiocarcinoma 2.0 % 2% A8%
combined with non missing date for progression (N=5) Subgroup Treatment Median (95% CI) TTNT Median (95% CI) PFS
(BICR)
Figure 3. Types of therapy received in prior lines Patients with Prior Therapy Most recent prior therapy 4.6 (3.5, 8.0) NA
(N =31)
Patients with Prior Therapy Entrectinib 14.8 (10.0, NA) 13.7 (7.7, NA)
No documented progression on prior therapy (N = 10) (N = 31)
Therapy Type
| chemotnerapy Documented progression on Most recent prior therapy 4.0 (2.9, 7.0) NA
I Chemotherapy + Hormone Therapy prior therapy (N = 21)
|  Chemotherapy + Monocional Antibody Documented progression on Entrectinib 10.0 (6.4, NA) 8.7 (6.2, NA)
I Chemotherapy + Targeted Therapy prior therapy (N = 21)
I Entrectinid
Documented progreSSiOI’l on pI‘iOI‘ therapy (N — 21) I Homone Therspy N/A, not applicable; NR, not reported, BICR blinded independent central review, TTNT = Time to next Treatment
‘ I Hormone Therapy « Targeted Therapy
I Immunotherapy CAV EATS
l iImmunotherapy + Targeted Therapy . . . . . .. . . . .
« Given for prior therapies TTNT is used, while for entrectinib duration of therapy is used, this can be expected to be a conservative
| Teroeted Theraoy analysis. Unclear relationship between TTNT and PFS.
Earliest Prior Therapy ) Most Recont Prior Therapy  Entrectonid « Potential that patients selected into a clinical trial are not representative of overall NTRK+ patient population.

Line of Metzstetic Therapy Reieiive to Entrecen® - Given the global population recruited into STARTRK-2, there is a heterogeneous mix of prior therapies that may not be considered

standard of care in all territories.

Tumor Therapy Type Preferred Term « Missing data from screening eCRF
Bgﬁgiﬂﬁ:g:ﬂ fn.;g;;iAI\fSEITfA;ESEN;\D(:SiAXEL "= — for most recent prior therapy 6/31 response assessments are unknown. Overall 12/62 response assessments are unknown.
Sarcoma Chemotherapy DOXORUBICIN HYDROCHLORIDE — IFOSFAMIDE (n = 1), GEMCITABINE (n = 1), — for most recent prior therapy 2/31 start days have the date of month imputed.
GEMCITABINE - DOCETAXEL - DOXORUBICIN (n = 1), IFOSFAMIDE (n = 1),
IFOSFAMIDE - DOXORUBICIN (n = 1), TEMOZOLOMIDE (n = 1)
Sarcoma Chemotherapy + Monoclonal Antibody DOXORUBICIN - OLARATUMAB (n = 1) CONCL USIONS
Sarcoma Chemotherapy + Targeted Therapy GEMCITABINE HYDROCHLORIDE - DOCETAXEL - PAZOPANIB (n = 1) _ _ _ _ _ _ _ _
Sarcoma Hormone Therapy ANASTROZOLE (n = 1) - The wide variety of regimens that NTRK+ patients have received illustrates how multiple SoC/regimens would make
Sarcoma Targeted Therapy PAZOPANIB (n = 1) very difficult any randomized trial with entrectinib or for other tumor agnostic therapies.
NSCLC Chemotherapy gﬁigggtﬁ:m : EE?EIEESEZTSZ) CARBOPLATIN - PEMETREXED DISODIUM (n = 2), - The intrapatient response analysis indicates the trial population is not a heavily selected population predetermined to be
NSCLC Chemotherany + Monoclonal Antibod PEMETREXED DISODIUM HEPTAHYDRATE - CARBOPLATIN - PEMETREXED DISODIUM HEPTAHYDRATE good responders to any therapy.
i ¥ |- BEVACIZUMAB - BEVACIZUMAB (n = 1) - The intrapatient TTNT analysis suggests
NSCLC Immunotherapy PEMBROLIZUMAB (n = 3), NIVOLUMAB (n = 1) . . . : : . . . . :
o - CARBOPLATIN - GAPECITABINE (n = 1), DOXORUBICIN (= 1), GEMGITABINE (1= D), — despite rece|V|_ng entrectinib in a later line patients tend to remain longer on therapy with entrectinib than with their
eMOterapy VINORELBINE - CISPLATIN (n = 1) most recent prior therapy
MASC Hormone Therapy GOSERELIN - BICALUTAMIDE (n = 1) — despite duration of entrectinib therapy being heavily censored as trial ongoing the observed median is longer than
Breast Chemotherapy cFEAAgLElcTzlATXAgN(E :(nl): 2), DOXORUBICIN (n = 1), GEMCITABINE HYDROCHLORIDE - PACLITAXEL (n = 1), seen on most recent prior therapy
Breast Chemotherapy + Hormone Therapy CARBOPLATIN - PACLITAXEL - ANASTROZOLE (n = 1) - Median duration of prior therapy is consistent with estimated literature-based weighted analysis of PFS®.
Breast Chemotherapy + Targeted Therapy CISPLATIN - VELIPARIB (n =1)
Breast Hormone Therapy TAMOXIFEN (n =1)
Breast Hormone Therapy + Targeted Therapy FULVESTRANT - PALBOCICLIB (n = 2), EXEMESTANE - EVEROLIMUS (n=1) REFERENCES
Thyroid Chemotherapy CISPLATIN (n=1)
Thyroid Immunotherapy + Targeted Therapy LAMBROLIZUMAB - LENVATINIB (n = 1) 1. Stransky, et al. Nat Commun 2014 Copies of this poster obtained through QR
Thyroid Targeted Therapy LENVATINIB (n = 2), PAZOPANIB (n = 1) .
IRINOTECAN - FLUOROURACIL - CETUXIMAB (n = 1), OXALIPLATIN - FLUOROURACIL - PANITUMUMAB 2. Okamura, et al. JCO Precis Oncol 2018 (Quick Response) code are for personal
CRC Chemotherapy + Monoclonal Antibod -l : i
Py y (n=1) 3. Rolfo, et al. Expert Opin Investig Drugs 2015 use only and may not be reproduced
Dancrentic Chemotherapy CALCIUM FOLINATE W/FLUOROURACIL/IRI/08193001/ (n = 1), CISPLATIN - GEMCITABINE (n = 1), 4. Menichincheri, et al. I Med Chem 2016 without written permission ?f the authors.
FLUOROURACIL - IRINOTECAN - OXALIPLATIN (n = 1) 5. Ardini, et al. Mol Cancer Ther 2016 NB: There_ may be associated costs for
Neuroendocrine tumors | Chemotherapy CAPECITABINE - TEMOZOLOMIDE (n = 1), IRINOTECAN (n = 1) _ _ downloading data. These costs may be
cvmecological Chemothera PACLITAXEL - CARBOPLATIN (n = 2), CARBOPLATIN - PEGYLATED LIPOSOMAL DOXORUBICIN 6. Drilon, et al. Cancer Discov 2017 high if you are using your smartphone
Y J by HYDROCHLORIDE (n = 1) 7. https:/lwww.roche.com/media/releases/med-cor-2019-08-16.htm abroad. Please check your mobile data
Gynaecological Immunotherapy OTHER ANTINEOPLASTIC AGENTS (n = 1) 8. Demetri, et al. Ann Oncol 2018 tariff or contact your service prov(ijdetr _flor
Cholangiocarcinoma Chemothera CAPECITABINE (n =1), CISPLATIN - GEMCITABINE (n=1 more aetalis.
: by a2 o=2 9. Orfanos, et al. PCN94 ISPOR New Orleans 2019




