Abstract #4029: A phase 2 study of HLX07 as monotherapy or combination therapy in patients with locally advanced, unresectable, or
metastatic esophageal squamous cell carcinoma
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The encou raging antitumor activity and manageable « Baseline demographics and characteristics of group A and group B are shown in Table 1.

« Esophageal cancer is one of the most common cancers worldwide, with esophageal squamous cell safety prof"e support fu rther deve|opment of H LXO7 Table 1. Patient demographics and baseline characteristics
carcinoma (ESCC) accounting for about 84% of all esophageal cancer cases.” Most patients are . . .
as a new treatment option for patients with advanced

. . . 2’3
diagnosed at the advanced stage, and the prognosis remains poor. Median age (range), years 64.5 (48-74) 59.0 (46-69) EGFR expression levels, n (%)

About 50-70% of ESCC cases showed overexpression of epidermal growth factor receptor (EGFR) ESCC, both in first-line and late-line settings. Male, n (%) 26 (86.7) 19 (100.0) H score 2200 5 (16.7) 7 (36.8)

Group A Group B

(n = 30) (n =19)

which was related to shorter overall survival and disease-free survival, indicating that treatment Eff; ECOG PS, n (%) H score <200 24 (80.0) 12 (63.2)
targeting EGFR could be a promising strategy.4-% iIcacy 0 11(36.7) 8 (42.1) Not available | 1(3.3) 0
_ _ _ _ _ a: . . b 1 19 (63.3) 11 (57.9) Prior antitumor therapies, n (%)

« This study aimed to evaluate the efficacy and safety of HLX07, a novel recombinant humanized Table 2. Tumor response? in efficacy evaluable patients Disease status, n (%) Chemotherapy 2 (6.7)° 19 (100.0)
anti-EGFR monoclonal antibody, as monotherapy or combination therapy in patients with locally Group A Group B * Among the 42 efficacy evaluable patients, Locally advanced 5 (16.7) 1(5.3) Immunotherapy 0 18 (94.7)
advanced, unresectable/metastatic ESCC. (n = 29) (n =13) median follow-up duration was 2.9 months in Distantly metastatic 25 (83.3) 18 (94.7) Targeted therapy 0 7 (36.8)

T group A and 4.0 months in group B. Sites of metastases, n (%) Others 0 1(5.3)°
4 (35.7-73.6) (5.0-53.8) Investigator-assessed ORRs were 55.2% and Liver 8 (26.7) 4 (21.1) 1 0 4 (21.1)
« This was an open-label, multicenter, phase 2 study conducted at 10 hospitals in China (Figure 1). 224 38.5 23.1% in group A and group B, respectively. Lung 3 (10.0) 2 (10.5) 2 0 10 (52.6)
« Patients with no prior systemic antitumor therapy were assigned to group A and given HLX07 1000 DCR, % (95% Cl) ' ' : - Bone 2(6.7) 2(10.5) 3 0 3(15.8)
p y Py g group g (52.8-87.3) (13.9-68.4) Investigator-assessed median PFS was not Others 2 (6.7) » (105 4 5 2 (10.5)
mg + serplulimab 200 mg (anti-PD-1 mAb) + 5-FU 2400 mg/m2 + cisplatin 50 mg/m2, Q2W IV. CR. 1 (%) 0 reached in group A:; it was 1.5 months (95% C| ' (10.5) '
] ) ] ) ) ] . i , @ Adjuvant therapy; ® Calcium Levofolinate.
- Patients who had failed first-line immuno-chemotherapy combination or at least two lines of other PR, n (%) 16 (55.2) 1.2-NE) in group B.
) Y . .
systemic antitumor therapy were assigned to group B and given HLX07 1000 mg, Q2W IV. SD, n (%) 5 (17.2) a Unconfirmed tumor response assessed by investigators per RECIST v1.1. Safety
« Tumor imaging by computed tomography or magnetic resonance imaging was scheduled at S | | " Patients with at least one post-baseline fumor assessment or disd.
ging Dy P grapny g ging PD, n (%) 4 (1 38) ) Cl, confidence interval; CR, complete response; DCR, disease control rate; * Most HLXO07 related TRAEs were grade Tor2 (Table 3)
baseline, every 6 weeks for 48 weeks from the first dose, and every 8 weeks thereafter. Tumor NE, 1 (%) 4 (13.8) . Zg,snot eva/ua.ble;f ORR, opjeﬁt;:v: resTvlse rate; p{g,sgroirzjsicvfg il -+ AESIs were observed in 16 (53.3%) and 11 (57.9%) patients in group A and group B, respectively,
response was assessed by the IRRC and by InveStIgatOFS per RECIST V1 1 . p [PERHERERIRIES CERITER, Ll e st , StaDie disease. most Commonly rash and hypomagnesemla
. . Figure 2. Best percentage change from baseline in target lesion size assessed by investigators® . .
Figure 1. Study design 9 P 9 9 g 4 g * There was no serious adverse event related to HLX07 or serplulimab. No treatment-related death
60 ® Group A (n = 26)
Inclusion criteria: Group A 50 was reported (Table 3).
mGroup B (n=11)
» Age 18-75 years; ECOG PS 0 or 1 - HLX07, 1000 mg - Cisplatin®, 50 mg/m? = 40 « The most common TEAEs were rash, anemia, nausea, and hypomagnesemia (Table 4).
« Histologically or cytologically » Serplulimab?, 200 mg -+ 5-FUc, 2400 mg/m? 0 30
confirmed locally advanced, Q2W IV T . 20 I o T Table 3. Summary of TRAEs Table 4. Most common TEAEs (215%)
i Q)
unresectable/metastatic ESCC or . . o % ” Group A Group B o Group A Group B
esophageal adenosquamous Primary endpoints: g < n (%) (n = 30) (n=19) e (n=30) (n=19)

* No prior therapy with systemic anti- Secondary endpoints: %*g """""""""""""""""""""""""""""""""" Related to serplulimab 17 (56.7) 0 Nausea 15 (50.0) 4(21.1)

R L . - DOR . Safety 58 Related to HLX07 25(83.3)  13(68.4)  Rash 13(433)  9(474)

. tC:]roup A.(;o prlcl;r s];cy.sltedrr:c ?Ttltumor . DCR . Pharmacokinetics § Grade 1 13 (43.3) 6 (31.6) Hypomagnesemia 10 (33.3) 7 (36.8)

erapy; Group B: failed first-line . 0 Hyponatremia 9 (30.0) 0 (0)
- TTR . @
R e e rapy combination Immunogenicity & Grade 2 6 (20.0) 5 (26.3) Vormitin 6 (20.0) 1 53)
5o | £ oth temi * OS, 12-month OS rate » Biomarker explorations Grade 3 6 (20.0) 1(5.3) 9 : :
or 22 lines ot other systemic . ) . . COVID-19 6 (20.0) 1(5.3)
antitumor therapy 6- and 12-month PFS rate * Quality of life T Grade 4 0 1(5.3)
; Decreased appetite 6 (20.0) 0 (0)

. . o . . : : . : 0 0 . .

Up to 2 years (52 cycles); > Up to 8 cycles; © Up fo 12 cycles. _ Figure 3. Percentage change from baseline in target lesion size assessed by investigators¢ Grade 5 . _ Sinus tachycardia 5(16.7) 5(26.3)
DCR, disease control rate; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; ESCC, esophageal Treatment interruption 5 (16.7) 0 Platelet td d 16.7 5 (1
squamous cell carcinoma; IRRC, independent radiological review committee; 1V, intravenous; mAb, monoclonal antibody; ORR, objective response rate; 60 —o—Group A (n = 26) (HLXOQ7 related) ' ate e' count decrease 5(16.7) (10.5)
OS, overall survival; PD-1, programmed cell death protein 1; PFS, progression-free survival;, Q2W: every 2 weeks; RECIST, Response Evaluation Criteria 28 —e—Group B (n = 11) Permanent treatment Asthenia 5(16.7) 2(10.5)
in Solid Tumors; TTR, time to response. discontinuation 0 0 Neutrophil count decreased 5(16.7) 1(5.3)

30
Resuts . o] — e e o e O
18 Serious 1(3.3)2 0 Hypercholesterolemia 5 (16.7) 0 (0)
« As of February 4, 2023, 49 patients were enrolled in group A (n = 30) and group B (n = 19), with a 10 ] —— = Grade 5 0 0 Dry skin 2(6.7) 3 (15.8)

-20 ;
-30 - B @ Related to chemotherapy.

-40 : : AESI, adverse event of special interest; TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse event.
-50 )

median follow-up duration of 2.9 months.
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« The median age of patients in group A and group B was 64.5 and 59.0 years, respectively. 14
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(46.7%) patients in group A had PD-L1 combined positive score 210 tumors. .60 S— — Acknowledgments and Disclosures
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