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BACKGROUND STUDY DESIGN / METHODS (continued) RESULTS (continued)

Efficacy (continued)

 Vactosertib (TEW-7197) is a potent, highly selective, oral inhibitor of TGF-B type | Study Endpoints SEUCINY

receptor (TGFBRI) that has shown promise as a drug candidate for the treatment of « Primary endpoint: safety, including adverse events per CTCAE v.5 o o _ _ _
various solid tumors and hematological malignancies « Secondary endpoints: * No dose limiting toxicity (DL_T) was o_bserved with 100 mg twice daily (BID) and 200 Figure 4. Overall Tumor Response (RECIST v1.1)
. L . : : . mg BID vactosertib in combination with durvalumab
* TGF-B signaling is known to be associated with poor response to single-agent immune v" Tumour response was assessed per RECIST v1.1 _ o _
checkpoint inhibitors by immunosuppressive microenvironment through strong v Pharmacokinetic analysis of vactosertib (WinNonlin version 8.2) : Blood samples were collected * No cardiovascular toxicity was observed during the study 2 10
epithelial-mesenchymal transition (EMT) induction?:2 at predose, 0.5, 1.5, 3, 4.5, 8, and 12 hours post dose on Day 1 and Day 5 * Treatment-related adverse events (TRAE) were reported in 10 (66.7%, all grades) © _ 1207 - 288 mg S:B
- . . o m
« Combined inhibition of immune checkpoint and TGF-B signal is anticipated as a patients (Tab(l)e 3); the most common A%S were pruritus (40.0%), rash (33.3%), & ‘3\; 90~ )
promising therapeutic strategy because these two key pathways have independent and RESULTS nausea (20.0%), and hypothyroidism (20.0%) ES g0
complementary immunosuppressive functions? : * Most common adverse events of special interest (AESI) were rash (33.3%), L § 30~
| nypothyroidism (20.0%), drug eruption (13.3%), and AST increased (13.3%) S5
e Study MP-VAC-203 is a Phase Normal Epithelium Cancer 2o O
. - Cell-cycle arrest 00 9 ; 1 1 I _ o
1b/2b§ Sj[udy fevaluatm-g thﬁ i - 1’53) = Table 1. Baseline Characteristics Table 3. Summary of Treatment-related Adverse Events § IE -30-
combination of vactosertib wit 0%  ® 5 N 2 e x £
) . . 0%0% O@® do 100 BID (N=7) 200 BID(N=8) O Il (N =15 Cohort 1 Cohort 2 _ - -60=
durvalumab in patients with % 0 otk S 5,0 2 | mo (N=7) me (N=8)  Overall ) Event, n (%) 100 mg BID (N=7) 200 mg BID (N=8) Overall (N=15) 0
99 o930 mmunosuppression == Vactosertib _ D
advanced non-small cell lung > 8 %j/cfﬂ;::\ ° N Age, years, median (range) 65 (45-75) 66 (56-76) 66 (45-76) m 907 ——r—TrTr—T—T—T—TTTTT
cancer (NSCLC) who progressed ° e ) | — == Sex 1l (56) Male 4 (57) 5 (63) 9 (60) All Grades Grade=3 All Grades Grade=3 All Grades Grade =3 PD-L1expression %) 0 0 0 0 100 0 0 0 o 10 1 & s
chemotherapy Race, n (%) Asian 7 (100) 8 (100) 15 (100) Pruritus 3 (42.9) 3(37.9) 6 (40.0)
| | 1 4 (57) 2 (25) 6 (40) Rash 3 (42.9) 1(14.3) 2 (25.0) 5 (33.3) 1(6.7) Y Partial response
* Here we report the phase 1b part No. of Prior Anticancer 5 1 (14) 2 (25) 3 (20) Nausea 2 (28.6) 1 (12.5) 3 (20.0) . Off treatment
of the study in NSCLC patients Therapies, n (%) 3 of more 2 (29) 4 (50) 6 (40) Hypothyroidism 2 (28.6) 1(12.5) 3 (20.0) y S
with  low PD-L1 expression | p— < - 0 5 (o5 ) (13 Drug eruption 1 (14.3) 1 (12.5) 2 (13.3) g%
(Clinical trial information: ). Chcr st ros g .,.‘ ECO(/) erformance Status, . (100 6(75) 13( 87) AST increased 1 (12.5) 1(6.7) =
actosertl
NCT03732274) , ~ n () - 4( 57) 3(38) 7 Ew) ALT increased 1(12.5) 1(6.7) O 8 B0/ et
. c
Smoking Status, n (%) ever (4 ) (38) (47) Myalgia 1(14.3) 1(6.7) o m e e an e
Formefr 3(43) > (63) 8 (53) Platelet count decreased 1(12.5) 1(6.7) E g SRR
OBJECTIVES PD-L1 Expression, n (%) Negative 3(43) 7(88) 10(67) Anorexia 1(14.3) 1(6.7) h
1-10% 4 (57) 1(12) 5 (33) Stomatitis 1(14.3) 1(6.7)
- To evaluate the safety and tolerability of vactosertib plus durvalumab Wild-type 3(43) 4 (50) 7 (47) Blood TSHincreased 1 (14.3) 1(6.7) e
EGFR Status, n (%) Mutant 1 (14) 1 (12) 2 (13) Data Cut-off October 28, 2019 0 10 20 30 40

» To characterize the pharmacokinetics of vactosertib plus durvalumab Unknown 3 (43) 3 (38) 6 (40) ) .
Efficacy Time (Weeks)
. . . : No 4 (57) 4 (50) 8 (53)
« To document the preliminary clinical activity of vactosertib plus durvalumab _ _ _ _ _
ALK Translocation, n (%)  Yes 0 1(12) 1(7) * Among 12 evaluable patients, 2 patients achieved partial response (16.7%) and 5 SUMMARY & CONCLUSION
_ Sauams 2 0 v Cbieatve roaponse ra

STUDY DESIGN / METHODS Squamous 3 (43) 4 (50) 7 (47) * Safety

* Objective response rate (ORR) was 16.7% and 14.3% by per protocol (PP) and by

Histology, n (% Non-squamous 4 (57 2 (25 6 (40 : : . : . - i iC i i
Figure 1. MP-VAC-203 Study Design gy, n (%) — q - (0 ) i 225; i 513; intention-to-treat (ITT) analysis, respectively: disease control rate at 24-weeks (DCR No DLT or cardiac toxicity was observed with vactosertib and durvalumab
enocarcinoma
. — . . o - =) | 24wks) were 33.3% (PP) and 28.6% (ITT) treatment
i i Abbreviations: I;COG = East(?rn Cooperative Oncology Group; N = number of subjects; EGFR = epidermal growth factor receptor; _ | - Most adverse events were grade 1 or 2 and generally manageable
i : P ALK = anaplastic lymphoma kinase Figure 3. Duration of Treatment L
! ICl-naive pts, PD-L1 <25% : ICl-naive pts, PD-L1 positi No. of Pri BoOR f L * Pharmacokinetics
I -naive pts, -L1 <25% i -naive pts, -L1 positive : : c 0. of Prior oR from Latest ) . . . . . ; ;
i (n=12 i (n=45) Pharmacokinetics of Vactosertib amicancer  Antieancer  PDALL()  BoR Vactosertib’s pharmacokinetic profile supports twice daily dosing
! Vactosertib 200 ma B1D SO/ Figure 2. PK Profile Table 2. PK Parameters Therzp'es Thggpy : o * Efficacy: ORR (16.7%) ahd DCR 24wks (33-3%) .
i burvalumab 1500 mg QAW | | 1 3D 0 - - The chemo-free regimen of vactosertib and durvalumab showed promising
! = Vactosertib RP2D BID 5D/W ~ 10000~ Cyele 1 Day 1 Cyele 1 Day 5 2 SD 1 SD early anti-tumor activity, compared to the historical data in difficult-to-treat
' ! Durvalumab 1500mg Q4W E Parameters 159 mgBID  200mgBID  100mg BID 200 mg BID S 4-10
= - : 5 mg mg mg mg 2 D 0 SD NSCLC patients with low/negative PD-L1 expression*
e g =1 =9 =1 =9 i R sTRR P > b |
I i c  1000- o
e , g b % 0 ; % T ? T () 15[05-3] 3.0[15-45] 05[05-3] 23[L5-45] 1 SD 0 SD * The ongoing phase 2a study is further evaluating the efficacy and safety of
i = 1 PD 10 SD TR C At :
Study Design S 100 I §  Cra(ugll) 119122728 2117+10446 101842848 1550 45504 i b 5 o5 vactosertib in combination with durvalumab |
. . . 2 ’ - Phase 2atargets ICl-naive NSCLC patients with PD-L1 = 1%
 Dose escalation assessment of the safety and tolerability of 2 doses of vactosertib (100 mg BID 5 AUCo10n o054 , 15676 11502 + 4752.5 3999 + 1958.9 7886 + 1508.6 1 PD 0 PD
: : o : P h/L) - ' - ' - ' - ' 3 SD 0 PD B 100 mg BID : : :
and 200 mg BID) given 5 days on/2 days off in combination with durvalumab (1500mg Q4W) was £ 104 (Mg x 5 5 5 = For more information, please contact us at sarahskim@medpacto.com, +82-10-4213-3926
performed (Figure 1) 2 e 10mgeD ( lﬁﬁ;i) 4578 + 1801.9 12606 + 5475.9 4289 + 2417.0 8674 + 1745.5 2 =5 5 o 200 mg BID
o = Ongoing
- - - ] . O *
- Eligible patients are 219 years old, ECOG PS <1, and have no prior exposure to immune s P —— V,JF (L) 88 + 294  84+382 914220 844177 3 PD 0 PD O Time to first response References | | N |
T . T 0 4 8 12 0 4 8 12 - - - - 4 SD 0 PD* DHugo et al., Cell. 2016;165(1):35-44. 2Xia et al., Trends in Molecular Medicine. 2016;22(6):448-451. 3Colak et al., Trends in Cancer.
checkpoint inhibitors (ICls), or TGFBR1 kinase inhibitors (Table 1) Day 1 Day 5 CL/F (L/h) 26 + 12.5 19+ 78 28 + 10.7 24 + 5.6 2017:3(1):56-71. “Herbst et al., The Lancet. 2016:387:1540-1550. 9Garon et al., New England Journal of Medicine. 2015:372:2018-2020.
: . . i - - - - LI I T ®Brah t al., New England J | of Medicine. 2015;373:123-135. "Borghaei et al., New England J | of Medicine. 2015;373:1627-
h ranmer et al.,, New englan ournal o edicine. ; . . orghael et al., New Engian ournal o edicine. ; .
* Tumor PD-L1 expression was evaluated in pre-treatment tissue samples by the Ventana SP263 rime () ti () 25 + 0.40 3.2 + 0.99 25+ 0.70 25+ 0.52 0 10 20 _ 30 40 1639. ®Rittmeyer et al., The Lancet. 2017;389:255-265. 9Antonia et al., Journal of Clinical Oncology. 2017;35:9085-9085. 10Paz-Ares et al.,
IHC assay i I R - - Treatment Duration (Weeks) Journal of Clinical Oncology. 2018;36:9017-9017.

*Median (range); Parameters are shown as mean = SD Data Cut-off October 28, 2019; *Disease progressed prior to the completion of the first cycle of treatment
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