Abstract #3100: First-in-human Phase 1 Study of Pimicotinib (ABSK021), a CSF-1R Inhibitor,

in Patients with Advanced Solid Tumors
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BACKGROUND CONCLUSION

Sl AN VeI S Ela e (S EIVEVRNINGIERURE * Pimicotinib has tolerable safety profile in patients with advanced solid tumors. MTD is determined as 75 mg QD and RDE as 50 mg QD.
the development of various types of cancer. —_—— — 7 - - - - - - -

e R R C Ll R s el ¢ Peripheral and tissue PD changes demonstrate Pimicotinib can block CSF-1R activity in patients with advanced solid tumor.
molecule CSF-1R inhibitor with significant pre-clinical anti-
tumor activity.

* Favorable PK profile supports exploration on QD dosing. No dose adjustment has been identified based on tested covariates.

Table 1. Demographic Characteristics Table 3. PK Parameters PK/PD Correlation
25 mg QD 50 mg QD 75 mg QD 100 mg QD

METHOD

. . . . 25 mg (N=6) 50 mg (N=58) 75mg(N=8) 100 mg(N=2) Total (N=74)  CSF-1 concentrations showed a positive correlation
* The escalation part employed a 3+3 design with a starting Age (Years) PK Parameters (N=6) (N=16) (N=8) (N=2) . R P i
dose of 25 mg QD (28-day/ cycle) to determine the ‘fv]edian 0 0 =0 5 0 Single |C,...(ng/ml) 175 (48.2) | 288(56.7) | 508(49.3) | 375 (144.6) with Pimicotinib plasma concentration increase
i - ' ' - ' - AUC,... (h*ng/ml) 1976 (31.5) 3182 (36.9) 4567 (27.0) 8402 (54.0) .
maximum tolerated dose (MTD) and the recommended dose| ["min, max 25, 72 31, 82 33, 76 61, 71 25, 82 dose st o T o 152 (Figure 3).
for expansion (RDE) of Pimicotinib in Patients with advanced | [Race, n(%) t__(h) 045.3.62) | (050,600 | (045 207 | (093 2.10)
solid tumor. Asian . . 3(50.0) 22 (37.9) 0 0 25 (33.8) — 52.7(35.0)" | 43.6(33.5)° | 29.3 (64.0)9 | 635 (NC)° Figure 3. CSF-1 vs Pimicotinib concentration
* The expansion part evaluated Pimicotinib at RDE in patients Black or African American 1(16.7) 11 (19.0) 1(12.5) 1 (50.0) 14 (18.9) Steady o g/l 355 528 | Sec(658) | 745 (@33 N
with pancreatic carcinoma, triple-negative breast cancer, _White o 2(33.3) 25 (43.1) 7(87.5) 1(50.0) BU73) 1 e [ (ng/m) 117 (51.7) | 192 (47.0) | 143 (204.4) NC ) s
lung cancer, and sarcoma. (ClinicalTrials. gov NCT04192344) o 5 18 (31.0) T(12.5) 5 15 25.7) AUC,.; o 3537 (43.2) | 5886 (45.8) | 6568 (46.8) NC % 60000+
. . 1 6 (100.0) 40 (69.0) 7 (87.5) 2 (100.0) 55 (74.3) (h*ng/ml) £ ®
Figure 1 Study Design Schema Metastatic n (%) ARc.. 2.21(102.6) | 1.96(44.0) | 1.62(50.0) NC o 40000- ® >
lati E ion P Yes 4 (66.7) 49 (84.5) 8 (100.0) 2 (100.0) 63 (85.1) ARauC 3.25(28.7) | 3.33(21.7) | 2.80(40.0) NC é o o
Escalation Part | Xpansion Part Number of Regimens Note:All PK parameters were reported using Geomean (%CV), except t.._. was reported as — 20000 ..’ ‘. @
I >3 2 (33.3) 40 (69.0) 7 (87.5) 1 (50.0) 50 (67.6) median (Min ~ Max); a:n=1;b:n=3;c:n=10; d: n =6; LL ®
I RDE in following Cohorts: 5 : ivh | Ph d . ) ®
' . Ppancreatic Carcinoma Table 2. TRAE with Incidence = 10% by Preferred Term Perip éra P armacodynamics _ o O 01¢ . . . .
: Triple-negative Breast Cancer B — R S —— I Total (N=74) In patients with advanced solid tumors, Pimicotinib 0 300 600 900 1200
I_,* Lung Cancer mg (N= mg (N= mg (N= mg (N= otal (N= . . pe
Cu treatment led to significant PD changes. s
1+ Sarcoma Preferred Term |Any TRAE| >=Gr 3 |[Any TRAE| >=Gr 3 |Any TRAE| >=Gr 3 |Any TRAE| >=Gr 3 |Any TRAE| >=Gr 3 o & o 5 : Pimicotinib Conc (ng/mL)
|« Tenosynovial Giant Cell Tumor (PT) n ) | nee | neEe | nee | nee) | nee | ne | nee | nes | nee ||© Average of 85%-92% decrease of non-classical monocytes
i Any TRAEs 5(83.3)| 0 |42(72.4)[12 (20.7)] 6 (75.0) | 2 (25.0) |2 (100.0)[2 (100.0)|55 (74.3)|16 (21.6) was observed in patients treated with all dose levels.|| Tissue Pharmacodynamics
f\z;':g::::g ;ggg; 8 ig E‘z‘gg; 6(100-3) ;8;(5); 1(102 5 2(180-0) 2(180-0) ig E‘z‘igz 81((110:3)) (Figure 2A) o _ * Baseline and on-treatment skin biopsy and tumor
. . . . . 4) ||, ) ) _
LDH increased | 2(33.3)| 0 [14(24.1)] O 0 0 0 0 |16(21.6)] O Plasma CSF-1 levels were significantly increased from samples from patient with lung cancer showed a
1933 222 219 25mg QD to 50mg QD, and reached the plateau at 50
HBDH increased| 2 (33.3) 0 10 (17.2) 0 0 0 0 0 12 (16.2) 0 mg . 0 mg , and reacnhe € plateau a mg marked reduction in CD163+ macrophages in post_
Patients Anaemia 2(333)| 0o [8(13.8)| 2(3.9) 0 0 0 0 [10(13.5) 2(2.7) QD. (Figure 2B) .
, . treatment at 50mg QD. (Figure 4)
* As of Dec 31, 2022, 74 pts received at least one dose of Hyponatraemia | 3(50.0)] 0 6(103)] O 0 0 0 0 |9(122)] © : :
Pimicotinib at 25 (n = 6), 50 (n = 58), 75 (n = 8) Nausea 1167 o0 l8@e]| o 0 0 0 0 19122 ] o Figure 2. Changes of non-classical monocytes and CSF-1
16nalrcr<]3 I(nnl —a2) QDmg N=0),0MEN=58), /oMEN =8), OF | I cessed 2@ o 72y o 0 0 0 0 808 | 0 ) in pre- and post-treatment Figure 4. Changes of CD163+ macrophages
. 8 - ) o . o ALP increased 0 0 8 (13.8) 0 0 0 0 0 8 (10.8) 0 8 M 25mg,QD in skin and tumor Samp|es
* Median age was 59 years old; 47.3% were white,33.8% were —— 5 8 B 50ma QD
_ . : Lipase increased 0 0 8 (13.8) 0 0 0 0 0 8 (10.8) 0 o g, skin bi Tumor sambles
Asian and 18.9% were African American.85.1% had Note. S = o : :g(r)ng,QgD - '_':h I'_OPSVC P
P : : : : ) mg, atient wi un ancer
metastasis; 67.6% had =3 lines of prior systemlc anti-tumor * CPK=Blood creatine phosphokinase; AST=Aspartate aminotransferase; LDH=Blood lactate dehydrogenase; A ks ‘£| 4 ( — ?5( _ ) - —
thera pies_ (Tab|e 1) ALT=Alanine aminotransferase ; ALP= Blood alkaline phosphatase; HBDH=Alpha hydroxybutyrate I s i\ T S X2
: - dehydrogenase S = 2- Vo R el Y, B s
* Median duration of treatment was 49.5 days (range 4-377 _ o . . & e S TR e PR ST SR
DLT:One patient (75 mg QD, breast cancer with liver and bone metastases, and abnormal liver function test at S . ANISE T gl Fam B N /{ W
days). baseline) with blood bilirubin increase (Grade 2/3/4). One patient (100 mg QD) with Grade 4 CPK increase. One = o o o e 6 o % " g 7 i I by a . AT
Safety patient (100 mg QD) with Grade 3 CPK increase leading to less than 75% planned dose administration. & 'boeo,\o'\ bo‘*‘o,\o'\ 'bo"’o,\o" bo‘*‘o,@" ;Wg\ﬁ e BT ;4 IRERENTA
@ N\ @ < g A SO L I R X ) o 2NV U
* Treatment-related adverse events (TRAEs), TRAEs > Gr 3, and % A < R = 25mg.QD L AP AP S g R
serious TRAEs occurred in 74.3%, 21.6%, and 4.1% patients, | Pharmacokinetics 20000- | - ?gmg,gg e ,% Rt SN BT
. .. . L . . . . . ~ * 75mg, N6y gl VPRI 3 i vy 2PRCINC
respectively. The most common (210%) TRAEs were serum * Pimicotinib is rapidly absorbed after oral administration, with t,, from £ = 15000 | »

. . . . . . . . . — ~ PN R o7 ) ":. ' -; ‘ > ' _t \‘" A‘!‘M‘;‘ R
enzyme elevations, which were all believed to be Pimicotinib 43.6 to 63.5 h. In the 25 -75 mg dose range, exposure increases slightly B 2% o000 o and A S O RSO
MOA related. (Table 2). _ o less than dose proportional and exposure showed 2-3-fold accumulation - St | el e i At b

 Serious TRAEs included 1 ascites (50 mg), 1 blood bilirubin : "= y o g vk H N SR R I e St
) : at steady state under QD dosing (Table 3); it Pa PR
increase (75 mg), and 1 vaginal hemorrhage (50 mg). , o , , , 6 & 3 e 7 SN i Ay Al I

Efficacy * Population PK model indicated no dose adjustment is required based on ; a S ] 2 N A .

* By cutoff, 12 out of 51 (23.5%) response-evaluable patients the covariates investigated including body weight, ethnicity, age and AeEY o
achieved stable disease. etc. Note: CSF-1, colony stimulating factor-1; C, cycle; D, day. Cut-off data 30 October,2022. arn o B R O R VCEﬁ,
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