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Figure 3. DoR, PFS and OS in patients with TRK
fusion cancer

Figure 2. Maximum change in target lesion size in
patients with TRK fusion cancer (N=35)1
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» For the post-hoc analysis, 22 patients stopped larotrectinib in the
absence of on-treatment progression and entered into the 'wait-
and-see' analysis.

TTwenty-two patients (IFS: n=12; soft tissue sarcoma: n=8; congenital mesoblastic
nephroma: n=2) were enrolled in a ‘wait-and-see’ analysis (patients with a response were
taken off drug and still enrolled in the trial).

NTRK1 (17)
TPR
IRF2BP2 (1)

%ﬂ] IS %ﬁ W

TOne patient had 4 different gene fusions (DCST1::NTRK1, DCST2::NTRK1,
TPM3::NTRK1 and ZBTB7B::NTRK1).
The number of patients with each fusion is indicated in the parentheses.

Efficacy
» Tumour responses for all patients are shown in Figure 2.

» Median duration of response (DoR), progression-free survival
(PFS) and overall survival (OS) are reported in Figure 3.

» Treatment duration ranged from 1 to 64+ months (median 31.2)
(Figure 4). The median time to response in all patients was
1.8 months (range 0.9-5.4).

* Ten (27%) patients permanently discontinued treatment, with
4 discontinuing due to tumour progression.
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Median PFS of the 22 patients was not reached 95% CI (25.5-NE)
at a follow-up of 41.3 months.

Of the 22 patients, 5 (23%) had documented progression and
resumed treatment.

Of these 5 patients, 4 showed re-response to treatment

(3 complete responses and 1 partial response; the fifth patient
had stable disease).

All 22 patients were alive at data cut-off.

Table 2. Baseline ‘wait-and-see’ post-hoc
analysis (N=22)

Best response before or at

the time of stopping
larotrectinib

Median time on treatment

prior to stopping larotrectinib, AuZ e [ i
months (range) (5-42) (3-15) (5-10) (342
Progressed off treatment, n 4 1 0 5

Median time from stopping
larotrectinib to progression,
months (range)

20.2 18.3 27.1 21.6
(0-44)

(0-44) (6-41) (27-27)

CR, complete response; PR, partial response; SD, stable disease.
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hypoventilation occurred in 1 patient each).

» There were no deaths due to TRAEs. One patient died due to a
treatment-emergent adverse event (respiratory failure).

ETV6 (19) @ W@@ @ * Nine patients had surgery prior to stopping larotrectinib; 11 did not 7S, Infanle fibrosarcomas pCR, pathological complete response.
@@ & have surgery, and the surgical status of 2 patients was unknown. Safety
@ § < @ « At the time of data cut-off, the ‘wait-and-see’ periods ranged from * Treatment-related adverse events (TRAESs) occurred in 33 (89%)
.S % 0 to 44+ months. patients and were mainly Grade 1 or 2 (Figure 5).
TPM3_ (10) « Best responses before or at the time of stopping larotrectinib, * Grade 3 and 4 TRAEs were reported in 15 (41%) patients. The
E @ bestes ) median time to stopping larotrectinib and median time from most common was neutrophil count decrease (8%).
‘% LDMC[\?ATl (1) stopping to subsequent progression are shown in Table 2. « Two patients discontinued treatment due to a TRAE (malaise and

Figure 5. AEs occurring in 220% of patients with TRK
fusion cancer (N=37)

All AEs TRAESs (AEs related to larotrectinib)

Total 89.2
SAE

Dose modifications
Discontinuations
VVomiting

Pyrexia

ALT increased
AST increased
Cough

Diarrhoea

Anaemia
Constipation
URTI
Nausea

Nasal congestion 27.0
Neutrophil t d d Grade
eutrophil count decrease 27.0 18.9 = Grade 23
Blood creatinine increased 24.3
) ) = Any grade
Weight increased 24.3 16.2
Hyperkalaemia 21.6
Pain in extremity 21 6
T
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AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase;
SAE, serious adverse event; TRAE, treatment-related adverse event;
URTI, upper respiratory tract infection.
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