
• Advanced gastric cancer (GC) pts have limited treatment options and poor 

prognosis. 

• Immune checkpoint inhibitors (ICIs) showed promising activities in pretreated 

pts, especially for those with a high PD-L1 expression1-2. 

• Blockade of TGF-β pathway may enhance the tumor response to ICIs3-5.

• SHR-1701 is a novel bifunctional anti-PD-L1/TGF-βRII agent.
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BACKGROUND

METHODS

Study design

• This was a multicenter, open-label, first-in-human phase 1 trial of SHR-1701

composed of a dose-escalation phase and a dose-expansion phase in advanced

solid tumors, followed by multiple clinical expansion cohorts (NCT03710265;

Figure 1A).

• Based on findings of the dose-escalation and dose-expansion phases, 30 mg/kg

q3w was determined as RP2D6.

• Here, we report the results from the GC clinical expansion cohort (Figure 1B).

RESULTS RESULTS

Patients

• Between Dec 26, 2019 and Mar 9, 2021, 35 GC pts were

recruited from 8 hospitals in China. 91.4% of pts had stage IV

disease, and 54.3% of pts were heavily pretreated with 2 lines of

prior systemic therapies (Table 1).

• By Apr 6, 2021, the median SHR-1701 exposure was 12.0 wk

(range 3.0-64.9). Fourteen (40.0%) pts remained on study

treatment, and 21 (60.0%) pts discontinued treatment mainly

due to radiographical progression.

• One CR and 7 PR were achieved (Figure 4), and the ORR was

25.8% (95% CI 11.9-44.6).

• Two PR were not confirmed yet as there was no consequent

scan after first PR as of data cutoff. Thus, the confirmed ORR

was 19.4% (95% CI 7.5-37.5; 1 CR + 5 PR).

• Responses were ongoing in 66.7% (4/6) of the responders

(Figure 4). The median DoR was not reached yet.

• DCR was 41.9% (95% CI 24.5-60.9).

• CBR (CR + PR + SD≥23 wk) was 25.8% (95% CI 11.9-44.6).

Safety outcomes

Figure 1. Study design

A. Whole study; B. Gastric cancer clinical expansion cohort.

Tumor response was assessed by investigators according to RECIST v1.1.

Continuation of study treatment beyond the initial RECIST v1.1-defined progression was permitted, if the patient 

had no investigator-assessed clinical deterioration and tolerated study treatment as agreed by the investigator.

RESULTS

Table 3. TRAEs with an incidence of ≥5%

ALT, Alanine aminotransferase; AST, aspartate aminotransferase; FT3, Tri-iodothyronine free; TSH thyroid stimulating hormone.
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CONCLUSIONS

SHR-1701 showed encouraging antitumor activity and manageable safety profile in pretreated r/r GC pts. PD-L1 might be a prognostic factor for SHR-1701, which needs further investigation.

Table 1. Patient characteristics

30 mg/kg q3w

20 mg/kg q3w 

30 mg/kg q2w

3 mg/kg q3w 

1 mg/kg q3w

10 mg/kg q3w 

Dose-escalation Dose-expansion

3 or 4 selected doses 

were expanded to

10-12 patients

Clinical Expansion

Cohorts

✓ Gastric cancer

✓ Renal cancer

✓ Urothelial cancer

✓ Esophageal cancer

✓ Others

A

Key Eligibility Criteria

✓ Pathologically confirmed 

advanced gastric cancer;

✓ progressed on or were intolerant 

to ≤2L standard therapies;

✓ Age between 18 and 75 yrs;

✓ ≥1 measurable lesions;

✓ ECOG performance status of 0-1.

Primary endpoint:

✓ ORR

Secondary endpoints:

✓ BOR

✓ DCR

✓ CBR

✓ PFS

✓ DoR

✓ OS

SHR-1701 

at the RP2D

B

PD-L1 CPS

<5 (N=10) ≥5 (N=9)

ORR, n (%; 95% CI) 1 (10.0%; 0.3-44.5) 4 (44.4%; 13.7-78.8)

DCR, n (%; 95% CI) 3 (30.0%; 6.7-65.2) 4 (44.4%; 13.7-78.8)

CBR, n (%; 95% CI) 2 (20.0%; 2.5-55.6) 4 (44.4%; 13.7-78.8)

Median PFS (95% CI), mo 1.4 (1.2-7.5) 1.4 (0.4-9.8)

6-mo PFS rate, % (95% CI) 30.0% (7.1-57.8) 44.4% (13.6-71.9)

• Exploratory analyses showed a trend towards favorable responses for pts

with a PD-L1 CPS ≥5 (Table 2).

Table 2. Efficacy outcomes* in subgroups by PD-L1 expression.

GC pts (N=35)

Age, median (range), yrs 61 (31-74)

Male, n (%) 28 (80.0%)

ECOG performance status, n (%) 0 / 1 4 (11.4%) / 31 (88.6%)

Metastases disease* 34 (97.1%)

No. of organs of metastases*, n (%) <2 / ≥2 14 (40.0%) / 20 (57.1%)

Lines of prior therapies, n (%) 1 / 2 16 (45.7%) / 19 (54.3%)

Efficacy outcomes

• Of the 31 pts with post-baseline scan(s), 16 (51.6%) showed

tumor shrinkage (Figure 2 and 3).

• Median PFS was 1.4 mo (95% CI 1.3-9.6), and 6-mo PFS

rate was 38.7% (95% CI 22.0-55.1) (Figure 5).

• Median OS was not reached yet.

Figure 2. Best change from baseline in target lesions. 

* represent patients with confirmed CR/PR

Figure 3. Percentage change from baseline in target lesion 

tumor burden over time

Figure 4. Tumor responses per RECIST v1.1 over time.

• TRAEs occurred in 21 (60.0%) pts (Table 3). Grade 3 or 4 TRAEs occurred in

17.1% of pts, and no pts died due to TRAEs.

• irAEs occurred in 16 (45.7%) pts. Four (11.4%) pts experienced grade ≥3 irAEs.

Any grade,

n (%)

Any grade,

n (%)

Rash 6 (17.1%) Protein urine present 2 (5.7%)

AST increased 5 (14.3%) Blood corticotrophin increased 2 (5.7%)

TF3 decreased 5 (14.3%) Cortisol decreased 2 (5.7%)

ALT increased 4 (11.4%) Blood TSH increased 2 (5.7%)

Pruritus 4 (11.4%) Pyrexia 2 (5.7%)

Anemia 3 (8.6%) Hypothyroidism 2 (5.7%)

Figure 5. Progression-free survival

* CR and PR were confirmed.

*Including regional lymph node involvement.


