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A Phase I Tolerability Study of XC302, a PI3K Inhibitor, Administered Daily in Chinese
Patients with Advanced Solid Tumors
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Abstract;  [Objective] To determine the dose limited toxicities and maximum tolerated dose of continuous daily XC302 in
Chinese patients with advanced solid tumors, as well as it’s tolerability and preliminary antitumor activity. [ Methods] Patients with
histologically confirmed advanced/refractory solid tumors were assigned into 4 cohorts to received oral XC302 once or twice daily.
Dosing of XC302 escalated from 50 mg/d and guided by a “3+3”model or modified according to previous results. Adverse events were
recorded according to NCI CTCAE version 3.0. Assessment of response was performed radiologically according to RECIST version 1.0.
[Results] Totally 30 patients were enrolled. Frequent treatment-related adverse events included leukopenia (23.3% ), Ganemia
(30% ), nausea (20% ), increased ALT (63.3% )/AST (50% )/ALP (23.3% )/GGT (26.7% ) levels. Reversible abnormal hepatic
function (increased ALT/AST levels) was documented as it’s DLT. MTD for continuous administration of XC302 was 100 mg qd
(fasting) and 75mg qd (postprandial). Best overall response was stable disease for 12 of 23 patients who underwent response
evaluation, including one experienced long PFS of 64 weeks. [Conclusion] Continuous daily XC302 treatment demonstrates a
manageable safety profile and promising disease control rate in Chinese patients with advanced solid tumors, which deserves further
investigation.
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Table 1 Patient baseline characteristics

Characteristic N %
Sex Male 20 66.7
Female 10 333
Primary tumor NSCLC 6 20.0
Breast cancer 1 33
Esophageal carcinoma 1 3.3
NPC 6 20.0
Colon cancer 1 33
HNSCC 4 13.3
Soft tissue sarcoma 11 36.7
Prior Surgery
treatment Yes 20 66.7
No 10 333
Radiation Yes 17 56.7
No 13 433
Chemotherapy Yes 27 90.0
No 3 0.0
0 4 133
ECOG PS 1 24 80.0
2 2 6.7

NSCLC: non small—cell lung cancer; NPC: nasopharyngeal
carcinoma; HNSCC: head and neck squamous cell carcinoma;

ECOG : eastern cooperative oncology group; PS: performance status.
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Table 2 Dosing schedule in each cohort

Cohort N Schedule Dose Administration =2 cycles of treatment ( cases )
A 7 14/21d 50 mg qd Fasting 0
4 100 mg qd Fasting 0
B 3 21728 d 50 mg qd Fasting 0
4 50 mg qd Postprandial 2
2 75 mg qd Postprandial 0
C 7 28/28 d 50 mg qd Postprandial 1
D 1 28/28 d 25 mg bid Postprandial 0
2 37.5 mg bid Postprandial 0
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Table 3 Adverse events by treatment cohort and grade (postprandial )

A B C D
Cohort 50 mg 100 mg 50 mg 50 mg 75 mg 50 mg 25 mg 37.5 mg
n="7 n=4 n=3 n=4 n=2 n=7 n=1 n=2
/2 G3/4 G1/2 G374 G172 G3/4 G1/2 G3/4 G1/2 G3/4 G1/2 G3/4 G1/2 G3/4 G1/2 G3/4
0 1 0 0 0 2 0 0 0 0 0 0 0
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Confusion
ALP 1
ALT 1
AST 1
GGT 1

Proteinuria

S ©O o o o <o
_ O O O O O O = O O = O =

SO O O O O O O O o o o o o o
—_

NN OO O O O O O O O O = N

—

—
—

Hemorrhage
ST-T change
LVDD

S O = O NN
S O O O O O = N O O O O O o o o o o o o
S DO O O O O O O o o o o o o~ o o o
SO O O O O O O O O OO 0O O O o oo o o o o o
SO O O O O O O O O O O O O o o oo o o o o
S O O O O NN O R, O O O O O o o o o o o
SO O O O O O O N O O O O O oo o o o o o o
— O O O O A LN LW N O O O O O O o o O = ==
SO O O O O O O N O O O O O o oo o o o o oo

S O O O O O O O O O o o o o o o o o o
SO O O O O O O O O O O O O o o oo o o o o

S = = O O O NN A= ===
o O O O o o O

oS O = N O

o O O O O

o O O O O O

=)
=)

Hyperglycemia

ALP; alkaline phosphatase; ALT; alanine aminotransferase; AST: aspartate aminotransferase; GGT: gamma—glutamyl transferase; LVDD . left

ventricular diastolic dysfunction.

A pre—treatment; B at the end of Ist cycle; C; at the end of 8" cycle; D at the end of 12" cycle. The tumor located next to the gallbladder
was shown by the arrow
B2 16IERERANABELBEBRRZHILE XC302 8T ERBEE

Fig.2 A patient with refractory sarcoma demonstrated long term stable disease on XC302 treatment
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Table 4 Clinical activity of XC302 in patients with

advanced solid tumors (cases)
Cohort  CR/PR  SD PD NE ALL
A 0 8 2 1 11
B 0 3 3 3 9
C 0 3 3 7
D 0 0 3 0 3
Total 0 12 11 7 30
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