Phase Il results of Ivonescimab (AK112/SMT112) a novel PD-1/VEGF bispecific in combination with chemotherapy for first line
treatment of advanced or metastatic non-small cell lung cancer (NSCLC) without actionable genomic alterations (AGA) in EGFR/ALK
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METHODS SAFETY

METHODS Table 2. Ivonescimab Chemo Combination in 1L Advanced/Metastatic NSCLC
An open-label, multi-center phasell study evaluating the efficacy and safety of Safety Results

BACKGROUND RESULTS

Ivonescimab Chemo Combination 1L Advanced/Metastatic NSCLC
Overall Survival (N=135) - Median follow up 13.3 months

Ivonescimab Chemo Combination in 1L Advanced/Metastatic NSCLC
Median follow up 13.3 months

Since the initial approval of bevacizumab (bev) with chemo in NSCLC, the
subsequent focus of bev use in combination with PD1 therapy for first line

metastatic disease has largely focused on non-sguamous (non-sq) histology.

ivonescimab combined with chemotherapy in pts with advanced or metastatic NSCLC.
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lvonescimab is a novel anti-PD-1/VEGF bispecific antibody. The bispecific approach Pts were enrolled into 3 cohorts based on prior therapy and presence of AGA. Data from Summary of Safety (N=63) n (%) | (N=72) n (%) Percent Changes from Baseline in Target Lesions
. . . . . , - ST - Sum of Diameters (N=129*) 100-
to these targets has the potential to recalibrate the malignant immuno-architecture pts with prior therapy for advanced or metastatic disease were presented in ASCO 2022 L o
in favor of a more immune-responsive and anti-tumor microenvironment. In this and here we report additional pts and longer follow-up data (see Table 4) from pts with Grade >3 TEAE 38 (60) 40 (56) 60 9
trial, we aimed to assess the efficacy and safety of ivonescimab combined with NSCLC without AGA receiving first line therapy for advanced/metastatic disease. X ¥ Squamous (n=60) o
chemotherapy for first line advanced or metastatic NSCLC in patients (pts) with Pts were treated with 10 or 20 mg/kg ivonescimab once every 3wks combined with Grade >3 TRAE 26 (41) 14 (19) S 40- Non-Squamous (n=69) %D
squamous (Sq) or non-sq NSCLC. carboplatin and pemetrexed (non—sq.) or c.arboplat.in and paclitaxel (Sg). The primary % g 601 Squamous Cell Carcinoma — p——
endeInt Was ORR per RECIST 1'1 by InveStlgator (Flgure 1>' TESAE 21 (33) 25 (35) @ 20 T +2O% UE) Non-Squamous Cell Carcinoma - (egs% ,C:;‘o S(QS;Z]CC)I)
Ilvonescimab (AK112/SMT112): < H s . —
First-in-Class PD-1/VEGF Bispecific Antibody Study Design’ TRSAE 16 (25) 11 (15) 20 g N‘;“C""L?‘Z‘,Lisg) NR(NE,NE) | o055 974y
Brings two established mechanisms in oncology into ONE tetravalent molecule 15 ‘ ‘ ‘H 20- 8159
/ _ _ _ _ £ NR (13,4, NE) e
TEAE leading to AK112 discontinuation 7 (D 2 (3) g -20 1 (70.3,88.8)
: : e L LR R R R L A R T L T e e W | -30% ]
Cohort ‘I IvoneSCImab * 2 I!Zonels.lc;;nab; ) + qC_) PRoRPRon 30 ’ | | | | | | | | | | | | | | | | | | | | | | | |
. pemetl’exed 500 mg/m + paciitaxe mg/m TRAE leadinag to AK112 discontinuation 7 ('”) 2 (3) & -40- PRSDPRPRPRPRPRPRPR 0 1 2 3 4 5 6 / 8 9 10 T 2 13 14 1B ® 17 8 19 20 2 22
: ' g
1L without EGFR/ALK | >
It ti carboplatin AUC 5 carboplatin AUC 5 U) Number at Risks (Event) Time (Month)
Anti-VEGF alterations mg/min/ml mg/min/ml f=
\ / (non-squamous) (squamous) TEAE leading to death 1(2) 7 (10) o -60 - 63(0) 63(0) 63(0) 63(0) 63(0) 62() 60() 56(2) 53(3) 5I(4) 46(4) 40(4) 35(5) 235) BG) UE) TG) 12G) 95 605 45 006)
/ ; 5—‘%
TRAE leading to death 0 (0) 3 (4) O -801 Median follow-up was 13.3 mo. Pts with Sq experienced a 67% ORR with median DOR
4 ’ 15 mo, 93% DCR, the 9-mo PFS and OS rate was 66% and 93%, respectively. Pts with
Cohort 2 TEAE: Treatment-emergent adverse event TRAE: Related Treatment-emergent adverse event @ -100- non-Sq experienced a 52% ORR. median DOR 18 mo. 93% DCR. the 9-mo PFES rate
- ] d (non-sq) Ivonescimab + TESAE: Treatment-emergent serious adverse event TRSAE: Related treatment-emergent serious adverse event 4 OS 599 d 82% ’ Vel ’ ’
ngineere ' % (N= an rate was o an o, respectively.
F _ " R . EGFR+ adv pemetrgxed 500 mg/m2 + *azﬁdsi/sslk\)lj;czt?with at least one post-baseline tumor assessment
c-null kegion Progée;;e_lc_iKTfter carboplatin AUC 5 mg/min/ml The most common treatment-emergent adverse events (TEAES) in SCC were anemia,
] neutrophil count decreased, and alopecia. In non-SCC, they were anemia, neutrophil ORR. DCR. and Median DOR Table 4. Updated Ivonescimab in Combination with Chemo in >2L for Cohorts 2 & 3
count decreased, and constipation (details see figures above). Grade >3 TEAES occurred Cohort 2 Cohort 3*
Cohort 3 iIn 60% and 56% of pts in Sg and non-Sq, respectively. Sguamous Non-squamous (EGFR-TKI Relapsed (PD-1/Platinum
Progressed after lvonescimab + N=60" N=69" NSCLC) Relapsed NSCLC)
platinum-doublet docetaxel 75 mg/m? ORR! 579 =50 N=19 N=20
* Anti-PD-1 Il (et Ivonescimab Chemo Combination in 1L Advanced/Metastatic NSCLC TEAE >=20% (%) [95% CI] [53, 78] [40, 64] Median Follow Up (range) 16.8 (3.8, 22.3) 16.8 (2.2, 20.3)
0 20 40 60 80 100 . 0 20 40 60 80 100 D C R 95 93 ('y 9 3 (y
Anemia I Neutrophip;nczr:ri... [95% Cl] [84 908] [84 908] Confll’med ORR, % 68 (43, 87) 40 (19, 64)
_______________ - Neutrophil count decreased N &\ Constipation J J
Simultaneously engages both PD-1 & VEGF via 4 binding sites ; | @ st | m—— E it coint..| — Median DOR 15 18 DCR, % (95% Cl) 95 (74, 99) 70 (46, 88)
Designed to optimize the balance of anti-tumor activity and safety | ORR Safety : ‘.;.’ WBC decreased  IEG——— S ALTincreased [ E—— [95% CI], mo [8, NE] [11, NE]
. // < Decreased appetite I 1 Epistaxis 00
T T T T T T T T TS TS s s e i ®) ASTIncreased . (N 8 A P;““”‘;Ta [r—— *includes subjects with at least one post-baseline tumor assessment DoR, mo (95% D) 8.5 12.4
d AlTincreased - N Z S | —— + ORR & DCR based on confirmed BOR
- - - Baseline Characteristics (£ Pmtei:j:: EE— § Hypoalbumi;aemia —— *NE=Non-estimable Median PFS, mo (95% CI) 8.5 /.1
lvonesimab Mechanism Of Action As of data cut-off Feb 1, 2023, 135 pts were enrolled with advanced or metastatic § rlatele count derrezsad | — £ Amisscicoed m—— . o
: : : o oo _ _ _ _ _ _ _ Pyrexia I ° o — Median OS, mo (95% ClI) NR (10.4, NE) 15.6 (8.4, NE)
Dual, simultaneous PD-1/VEGF blockade drives anti-tumor activity?* NSCLC received ivonescimab plus chemotherapy including 63 with Sg and 72 with % Pain in extremity  EEG—_— o M m— .
» PD-1 blockade helps activate T cells* - 0 0 o > rihrolga | — g Vilise  mm— Squamous NSCLC (N=60%) Non-Squamous NSCLC (N=69%)
K o activ _ | non-Sqg. Median age was 61 yrs. 78% male, 3% and 97% pts had ECOG PS O and 1, g Nousea  ESESEG— S Ocdema peripheral  m— oo Est 12 mo OS, % (95% CI) 74 (50, 88) 65 (40, 82)
" Antagon|2|ng VEGF inhibits angliogenesis and leads to a more respective'y, and 20% pts had brain metastasis at baseline. Epistaxis  EEG— Z xz::tl::;::g [r— " 92.9 100
Immuno-responsive tumor microenvironment (TME)> _ o welght decreased m—— Diarrhea  EE— 70 80 Median duration of treatment (range), mo 8.5 (1.4, 23.0) 5.9 (1.4, 20.3)
See Table 1 for Baseline Characteristics. Hypoalouminaemi | EEEE—_—_- Arthralgla  — 80 . 80 .
o . X
Ivonescimab’s structure enables higher avidity with >10-fold increase in _ o L SRC 63.6 o 7O Percent of patients on treatment at 12 months 6 (31.6) 7 (35.0)
PD-1 affinity in the presence of VEGF in vitro® Table 1. Baseline Characteristics D o o0 o
8 0] In Sq, 4 (21%) and 15 (79%) pts received 1 and 2 prior line of therapy, respectively,
P o] i i b h healthy ti Non-Squamous = |[n Squamous NSCLC: all grade and grade =3 creatine increase were 8% and 0%, § 0 g > In non-Sa, 14 (70%), 5 (25%), and 1(5%) pts received, 1, 2, and >3 prior line of therapy, respectively.
otential to steer Ivonescimab to the tumor versus healt y tissue Squamous NSCLC NSCLC Total all grade and grade >3 blood pressure increased were 13% and 2% § 0 § 40 335 *n=7 (35%) are squamous and n=13 (65%) are hon-squamous pts

= High levels of PD-1 and VEGF expression in and around tumor tissue potentially 30

(N=63)

(N=135) 30

(N=72) * In Non-squamous NSCLC: all grade and grade =3 creatine increase were 19% and 0%,

llowing ivonescim imultan ly bin h tar within the TME"” 20 20
allo g IVemESEinED 10 SimiimaeEly [Bivel Ue [oedn WEligees wil the all grade and grade >3 blood pressure increased were 8% and 0% o o
_ _ Age, median (range), years 60 (40 - 76) 62 (38 - 72) 61 (38 - 76) CONCLUSION
Engineered Fc-null region could lead to reduced adverse events 0 0
_ e : _ : AT : : : _ _ _ _ _ Overall TPS <1% TPS > 1% TPS > 50% Overall TPS <1% TPS 2 1% TPS > 50%
Modification of Fc-null region reduces FcgR binding leading to reduction in Male. n (%) 52 (83) 53 (74) 105 (78) Table 3. Ivonescimab Chemo Combination in 1L Advanced/Metastatic NSCLC - . . . N=69 N 36 N=3 N1s | o | o
ADCC, ADCP, and CDC in vitro?® and no meaningful infusional cytokine release P TIAO Adverse events of interest * lvonescimab plus chemotherapy has shown promising anti-tumor activity
(IL-6 and TNF®) in patients? in patients with advanced/metastatic NSCLC without EGFR and ALK
f , f ECOG PS 1, n (%) 61(97) 70 (97) 131 (97) Immune-related Adverse Events VEGF-related Adverse Events genomic alterations.
Ivonescimab’s T, of 6-7 days provides sufficient blockade of both targets. . : . .
. . SQ Non-SQ I[vonescim hem mbination 1L A n M ic NSCL : . : L : :
A shorter T, could potentially lead to a favorable safety profile!”? - Total Total e i vonescin ab Chemo C_o binatio d\_/a ced/Metastatic NSCLC . lvonescimab can be administered safely in combination with platinum doublet
< NS (N=135) | (N=135) = = Progression Free Survival (N=135) - Median follow up 13.3 months chemotheraoy to patients with Sauamous and Non-Sauamous histolo
Former or Current 47 (75) 43 (60) 90 (67) Adverse Event I Adverse Event | Any |[Grade| Any |Grade 2L d g gy.
in >1% = In >1% Grad >3 | Grad > . . . . .
Never 16 (25) 29 (40 45 (33) ’ (%) (%) ’ (r;,)e (%) (r;))e (%:f) - Ivonescimab is currently being evaluated in Phase Il studies in
Med PFS, mo |Est 9 mo PFS
O _ o o NSCLC (NCTO05184712).
- ' Ivonescimab PD-L1TPS, n (%): <1 % 24 (38) 38 (53) 62 (46) Hypothyroidism 8 (5.9) 0 () - - A 1 007+ - e Bl e G \_ J
Cytotoxic T Cell “"°kPo gp==e . 1-49% 24 (38) 17 (24) 41 (30) Epistaxis (206)| (O) |G47 | A4 | SO oo g B
Y\_{ W >50% 14 (22) 15 (21 29 (22) Immune-mediated 5 s 2D E g0 (N=69) 55168 (516, 766)
Tumor Cell e lung disease : : o | c o . 5 3 12.3 58.8% Acknowledgements
PD1 receptc Y//// - Gingival bleeding g9 | © | @3 | © o (8.3,19.3) (46.4, 69.3) _ _ _ _ _
) g Stage IV, n (%) 45 (71) 70 (97) 15 (85) : : T oo = We are grateful to the patients and their care givers, to investigators
£ Rash ° 4.4 107 2 1 and all site staff who participated in the ivonescimab-201 study
-L1bi - ic si . 6 1 3 0 i % . _
S % Distant metastatic sites >3 8 (1) 32 (44 40 (30) Pruritus 6 (4.4) 0 (0) Hemoptysis 9.5) | 16) | @2 | (©) g 40 ; « This study was sponsored by Akeso Biopharma, Inc.
® Brain metastasis, n (%) 5(8) 22 (31) 27 (20) S _ _ _ _ _ _
_\Q «..L o . Liver metastasis, n (%) 10 (16) 14 (19) 24 (18) | 1 ) 1 ) % , = Editorial assistance was provided by Summit Therapeutics, Inc.
o ‘,,Antigen 41\\\ Bone, n (%) 13 (21 34 (47) 47 (35) TSH increased 5 (3.7) O (0) Hematochezia 0.6 o (.4 o g Squamous Cell Carcmomé
receptor \\\i}\\:. o Non-Squamous Cell Carcinoma
n N L
), Hyperthyroidism 4 (3.0) 0 (0) 0+ : : :
o Central squamous NSCLC 28 (600 n/a n/a Proteinuria 18 O 17 O e et Please contact the author at zhangli6é@mail.sysu.edu.cn for questions or comments
Vessels get smaller so the tumor 12 (19) n/a n/a (28.6) | (0.0) | (23.6) (0) 0 T 2 3 4 5 6 / 8 9 10 1 2 13 14 15 W® 17 18 19 20 2 22 25 24
u o - c o
no longer has a good blood supply Tumo.rs with necrosis/cavitation AST increased 2 (1.5) 1(0.7) Number at Risks (Event) Time (Months)
:_I’I1.V<':S|0n :c)fhlarl;?e \‘Zes.sels 9 ( 1 4) = /a n /a ’ t _ 9 2 5 5 63(0) 60(0) 55(3) 53(3) 52(4) 48(7) 44(1) 41(14) 38(17) 34(19) 28(24) 24(27) 14(28) 13(29) 9(30) 9(30) 9(30) 4@31) 43 43 03
IStOIy O NEMOPLySls 13 (21) n/a n/a ALT increased 2 (1.5) 1(0.7) ypertension 14.3) | (4.8) | (6.9) | (2.8) References
1. Zhao V., et al. JCO (June 01, 2022) 40, no. 16_suppl 9019 2. Manegold C., et al. JTO (2016) 12:2.194-207 3. Summit

Therapeutics Inc. Data on File 14,15 4. Pardoll D. Nature Reviews Cancer (2012) vol. 12,4 :252-64 5. Tamura R., et al. Med
Oncol (2020) 37:2,10.1007 6. Zhong T., et al Journal for ImmunoTherapy of Cancer (2022) 10(2) 512 7. Zhou C., et al. JCO
(June 01, 2022) 40, no. 16_suppl 9040 8. Huang Z., et al. Frontiers in immunology (27 Jun. 2022) vol. 13 924542,

By use of the QR code you agree to
Summit’s privacy policy located at smmtx.com
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