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• TIGIT is an inhibitory immune checkpoint receptor expressed on subsets of T-cells, and 
NK cells.

• TIGIT binds to 2 ligands; CD155 and CD112 and inhibits T-cell and NK-cell functions. 
• SEA-TGT is an investigational human, nonfucosylated monoclonal antibody directed 

against TIGIT and blocks TIGIT’s interaction with CD155 and CD112
 ◦ The sugar-engineered Fc backbone has shown enhanced effector function in preclinical 

models on tumor cells
• SGNTGT-001 (NCT04254107) is a phase 1, open-label, multicenter study evaluating 

SEA-TGT in advanced solid tumor and lymphomas malignancies, consisting of dose 
escalation (Part A), dose expansion (Part B), and combination therapies (Parts C and D)

• Based on data from dose escalation, the optimal biological dose is presented here 

Study Objectives 
• Primary 

 ◦ Evaluate the safety and tolerability of SEA-TGT 
 ◦ Identify the MTD, MAD, or recommended dose for SEA-TGT

• Secondary 
 ◦ Assess antitumor activity of SEA-TGT 
 ◦ Assess the PK and immunogenicity of SEA-TGT

• Optimal biological dose was defined by using the CUI (See 2023 AACR Abstract #5668;  
Poster 17, Section 44)

• Antitumor activity was based on RECIST v1.1 or Lugano classification with LYRIC

Key Eligibility Criteria 
• Patients (≥18 years of age) with histologically or cytologically confirmed advanced or 

metastatic malignancies that have relapsed, are refractory, or had progression
• Eligible diagnoses: Solid Tumors (NSCLC, GE junction carcinoma, cutaneous 

melanoma, HNSCC, bladder cancer, cervical cancer, ovarian cancer, TNBC) and 
selected lymphomas (cHL, DLBCL, and PTCL-NOS)

0.01 mg/kg 
(n=2)

0.1 mg/kg 
(n=4)

0.3 mg/kg
(n=5)

1.0 mg/kg 
(n=11) 

3.0 mg/kg 
(n=11)

6.0 mg/kg 
(n=6)

Total
(N=39)

Age (years),  
median (range)

56.0
(54, 58)

59.5
(24, 79) 

 52.0
(20, 75)

59.0
(21, 80) 

 52.0
(37, 71)

49.0
(25, 78)

 54.0
(20, 80)

Sex n (%)

Male 2 (100) 3 (75) 4 (80) 8 (73) 7 (64) 6 (100) 30 (77)

Female 0 1 (25) 1 (20) 3 (27) 4 (36) 0 9 (23)

ECOG Performance Status, n (%)

0 2 (100) 2 (50) 2 (40) 7 (64) 6 (55) 3 (50) 22 (56)

1 0 2 (50) 3 (60) 4 (36) 5 (45) 3 (50) 17 (44)

Number of prior therapies, 
median (range) 3.5 (3, 4) 6.5 (5, 8) 7.0 (3, 9) 5.0 (2, 7) 4.0 (2, 8) 3.5 (2, 8) 5.0 (2, 9)

Treatment-emergent adverse events are newly occurring adverse events (not present at baseline) or adverse events that worsen after first 
dose of investigational product.

Treatment-emergent adverse events are newly occurring adverse events (not present at baseline) or adverse events that worsen after first 
dose of investigational product.
At each preferred term, multiple occurrences of events within a patient are counted only once at the highest toxicity grade.
Coding and classification criteria: MedDRA v25.0 and CTCAE v5.0

a Treatment-emergent adverse events are newly occurring adverse events (not present at baseline) or adverse events that worsen after first 
dose of investigational product.

b Related to treatment with investigational product as assessed by investigator. 

Treatment-Emergent AEs

TEAEs related to SEA-TGT by Preferred Term occurring in ≥ 10% of 
patients with at least 1 event 

Study Design

TEAEs of Special Interest

• SEA-TGT pharmacokinetics were approximately dose proportional at doses ranging 
from 0.3 to 6.0 mg/kg

• For more information see 2023 AACR Abstract #5668; Poster 17, Section 44

• SEA-TGT demonstrated a manageable and tolerable safety profile
• 1 DLT, pruritic rash, was observed in 1 patient at 6.0 mg/kg and MTD was not reached
• Immune-mediated AEs were limited to infusion- related reactions and rashes
• 1.0 mg/kg Q3W was selected as the optimal biological dose for the expansion cohorts based on PK and pharmacodynamic data  

(2023 AACR Abstract #5668; Poster 17, Section 44)
• Initial antitumor activity is encouraging and warrants further exploration of SEA-TGT as a single agent and in combination

Monotherapy 
Dose Escalation 

N=27 Total 

A
Monotherapy  

Dose Optimization
1 and 3 mg/kg

n=6 each

A

0.01 mg/kg
n=2

0.1 mg/kg
n=4

0.3 mg/kg
n=5*

1.0 mg/kg
n=5

3.0 mg/kg
n=5

6.0 mg/kg
n=6

SEA-TGT is administered intravenously on a 
Q3W 21-day cycle at escalating doses (0.01 to 6.0 mg/kg)  

• TEAEs related to SEA-TGT most frequently reported (≥10% of all patients) 
 ◦ IRR, chills, pyrexia, fatigue, rash maculopapular, and rash

• Grade 3 or higher TEAEs related to SEA-TGT reported by patients 
 ◦ Rash, anemia, hyperlipasaemia, lymphopenia, pancreatitis, rash macular, rash pruritic

• TE SAE related to SEA-TGT reported by patients
 ◦ Chills, hypotension, hypoxia, and pancreatitis 

• No Grade 4 or 5 TEAEs related to SEA-TGT were reported by patients
• One patient experienced a DLT of rash pruritic at 6.0 mg/kg dose level 

Data cut off: 05 October 2022

*One patient was enrolled at 0.3 mg/kg and was treated at this dose for Cycles 1-4 before switching to 3.0 mg/kg

0.01 mg/kg 
(n=2)

0.1 mg/kg 
(n=4)

0.3 mg/kga 
(n=5)

1.0 mg/kg 
(n=11)

3.0 mg/kg 
(n=11)

6.0 mg/kg 
(n=6)

Total
(n=39)

Patient with any TEAEsa 2 (100) 4 (100) 5 (100) 11 (100) 11 (100) 6 (100) 39 (100)

Treatment-relatedb TEAEs 2 (100) 3 (75.0) 2 (40.0) 7 (63.6) 7 (63.6) 6 (100) 27 (69.2)

Patient with ≥ Grade 3 TEAEs 0 1 (25.0) 3 (60.0) 6 (54.5) 8 (72.7) 3 (50.0) 21 (53.8)

≥ Grade 3 treatment-related 
TEAEs 0 0 0 2 (18.2) 3 (27.3) 2 (33.3) 7 (17.9)

Patients with any TE SAEs 0 3 (75.0) 1 (20.0) 6 (54.5) 4 (36.4) 1 (16.7) 15 (38.5)

Treatment-related TE SAEs 0 1 (25.0) 0 0 1 (9.1) 0 2 (5.1)

TIGIT

SEA-TGT

Tumor cell

Activated T-cellCD226

CD155

Sugar-engineered antibody 
(SEA) technology is used 
to create non-fucosylated 
antibodies with enhanced 

CD112/155 to bind CD226

SEA-TGT binds to TIGIT, 
blocking its interaction 
with CD112 and CD155

functions, activates innate 
cells, and depletes Tregs

Generates and activates naive 
and memory CD8+ T-cells

Treg

Fc 
receptor

Enhanced antitumor immunity

APC
Activated
CD8+ T-cell

Activated  
naive or 
memory 
T-cell

Tumor 
cells

Activated 
innate cell

CD112

directed to the immune checkpoint TIGITSEA-TGT

. Proposed mechanism of action based on preclinical data.
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Individual Patients (N=16)

6.0 mg/kg
3.0 mg/kg
1.0 mg/kg

0.3 mg/kg
0.1 mg/kg
0.01 mg/kg PmR

NmR
PmD

Treatment
SD
PD

Total 
(N=16)
n (%)

Best overall responsea,b

CmR 0

95% CIc  for CmR rate (0, 20.59)

PmR 2 (13)

95% CIc for PmR rate (1.55, 38.35)

NmR/SD 3 (19)

PmD/PD 11 (69)

NE 0

Objective response rate
(CmR+PmR) 2 (13)

95% CIc  for ORR (1.55, 38.35)

a CmR, PmR, NmR, and PmD per response 
 criteria: Lugano with LYRIC.
b CmR, PmR, NmR, PmD, and NE are 
 mutually exclusive.
c Two-sided 95% exact confidence interval, 
 computed by using the Clopper-Pearson 
 method (Collett 1991).
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Infusion Related Reactions

Grade 1 Grade 2 Grade 3

20
27.3

66.7

30.8

18.2
50 50

20 18.2
9.1

17.9

25

36.4

27.3
33.3

25.6

25
16.7

5.1

25

20 18.2

33.3

15.4

9.1

18.2

16.7

10.3

Rash

0.0
1 m

g/k
g

0.1
 m

g/k
g

0.3
 m

g/k
g

1.0
 m

g/k
g

3.0
 m

g/k
g

6.0
 m

g/k
g

To
tal

0.0
1 m

g/k
g

0.1
 m

g/k
g

0.3
 m

g/k
g

1.0
 m

g/k
g

3.0
 m

g/k
g

6.0
 m

g/k
g

To
tal

Preferred Terms Included in TEAEs of Special Interest
• Infusion-Related Reactions*: IRR, chills, pyrexia, nausea, arthralgia, hypertension, 

hyperventilation, hypophosphatemia, hypotension, hypoxia, tachycardia, vomiting
• Rash*: rash maculopapular, rash, rash erythematous, rash macular, rash pruritic 
* Some of the terms included under IRR and rash were also considered by the investigators as immune mediated. No other immune-mediated 
adverse events were seen 

-100

-80

-60

-40

-20

0

20

40

60

80

100

Su
m

 o
f D

ia
m

et
er

s 
(M

ax
 %

 C
ha

ng
e 

fro
m

 B
as

el
in

e)

Individual Patients (N=21)

6.0 mg/kg
3.0 mg/kg
1.0 mg/kg

0.3 mg/kg
0.1 mg/kg
0.01 mg/kg

Treatment

Total 
(N=23)
n (%)

Best overall responsea,b

CR 0

95% CIc  for CR rate (0, 14.82))

PR 1 (4)

95% CIc for PR rate (0.11, 21.95)

SD 2 (9)

PD 18 (78)

NE 2 (9)

Objective response rate
(CR+PR) 1 (4)

95% CIc  for ORR (0.11, 21.95)

a CR, PR, SD, and PD per response criteria: 
 RECIST v1.1 (Eisenhauer 2009).
b CR, PR, SD, PD, and NE are mutually exclusive.
c Two-sided 95% exact confidence interval, 
 computed using the Clopper-Pearson method 
 (Collett 1991).

PR
SD
PD

-30%

20%

Maximum reduction or minimum increase if no reduction.
2 patients (0.1 mg/kg and 6.0 mg/kg) had partial metabolic reduction
• 1 patient with DLBCL
• 1 patient with cHL 
1 patient (1.0 mg/kg) with cHL had a 60% reduction of target lesions but had progressive metabolic disease

Maximum reduction or minimum increase if no reduction.
1 patient (1.0-mg/kg dose level) with PR – gastric cancer
1 patient (0.3-mg/kg dose level) with PD had 31% reduction of target lesions, but developed new lesions – gastric cancer 
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6.0 mg/kg (n=6)
3.0 mg/kg (n=11)
1.0 mg/kg (n=11)

0.3 mg/kg (n=5)
Total (n=39)

0.1 mg/kg (n=4)
0.01 mg/kg (n=2)

Treatment

0.01 mg/kg 
(N=2)

0.1 mg/kg 
(N=4)

0.3 mg/kg
(N=5)

1.0 mg/kg 
(N=11) 

3.0 mg/kg 
(N=11)

6.0 mg/kg 
(N=6)

Total 
(N=39)

Patients with any TEAEsa 

resulting in dose modification 0 1 (25.0) 1 (20.0) 7 (63.6) 4 (36.4) 3 (50.0) 16 (41.0)

Dose discontinued 0 0 0 0 0 1 (16.7) 1 (2.6)

Dose reduced 0 0 0 0 0 0 0

Dose interrupted 0 1 (25.0) 0 3 (27.3) 4 (36.4) 1 (16.7) 9 (23.1)

Dose eliminated 0 0 0 3 (27.3) 1 (9.1) 1 (16.7) 5 (12.8)

Dose delayed 0 1 (25.0) 1 (20.0) 3 (27.3) 0 0 5 (12.8)


