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BTKi AEs of 
Special 
Interest, 
n (%)

TG-1701
200 mg Pooled

N=61

TG-1701
300 mg CLL

N=20

TG-1701 + U2
100 – 300 mg

N=21

TG-1701 + U2
100mg
N=19x

Any 
Grade

Grade 
≥3

Any 
Grade

Grade 
≥3

Any 
Grade

Grade 
≥3

Any 
Grade

Grade 
≥3

Arthralgia 4 (7) 1 (2) 1 (5) - 2 (10) - - -

Atrial fibrillation 1 (2) 1 (2) - - 1 (5) - - -

COVID-19 4 (7) 1 (2) 3 (15) 2 (10) ‡ - - - -

Hemorrhage+ 6 (10) 1 (2) 2 (10) 1 (5) 2 (10) - - -

Hypertension^ 5 (8) 3 (5) 2 (10) 1 (5) 6 (29) 1 (5) - -

Pneumonia 2 (3) - - - 1 (5) - - -
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BACKGROUND
 Deep remissions with BTK monotherapy in CLL are rare
 TG-1701 is a covalently bound BTK inhibitor with superior selectivity compared with ibrutinib1

 The triple combination of TG-1701 with umbralisib and ublituximab (U2) inhibited tumor growth in BTK-resistant xenograft 
models2

 Here we present updated results from patients enrolled in an ongoing Phase 1 study of TG-1701 alone and in combination 
with U2

Drug
Kinase Inhibition IC50 (nM)

BTK TEC TXK HER2 EGFR ITK JAK3

Acalabrutinib 5.1 93 368 1000 > 1000 > 1000 > 1000

TG-1701 3 4 136 > 3000 270 > 3000 > 3000

Ibrutinib 1.5 7 2 6.4 5.3 4.9 32

Kinase Selectivity Profiling at 1µM1 TG-1701+U2 Inhibits Growth in BTK-
resistant Cell Lines2

UPNRES

1Normant E, et al., EHA 2018 (absPF638); 2Ribeiro M, et al. AACR 2020 (abs 2205) .                                                                                     
BTK: Bruton’s tyrosine kinase; CLL: chronic lymphocytic leukemia

Key Inclusion Criteria
 R/R disease to prior standard therapy, 

histologically confirmed B-cell 
lymphoma or CLL that warrants 
systemic therapy
– For the disease-specific cohorts, 

previously untreated pts could be 
enrolled if unsuitable for standard 
front-line chemoimmunotherapy

 Adequate organ system function
Key Exclusion Criteria
 Prior therapy with a BTK inhibitor; any 

severe or uncontrolled illness or 
condition; concomitant warfarin 
therapy (other anticoagulants are 
allowed)

 Combination cohorts excluded prior 
PI3K exposure

Study Schema

TG-1701 Monotherapy

200 mg TG-1701 
Monotherapy

TG-1701 + ublituximab
and umbralisib

DOSE-ESCALATION PHASE

TG-1701 + ublituximab and 
umbralisib

DISEASE-SPECIFIC COHORTS: CLL, WM, and MCL

When an optimal dose has been determined

300 mg TG-1701 
Monotherapy

 Oral TG-1701 QD, continuously administered in 28-day (D) cycles (C). Intra-
patient dose escalations are permitted in monotherapy arm.

 1701 + U2 arm: escalating TG-1701 QD + umbralisib 800 mg oral QD (or 600 
mg QD) + ublituximab 900 mg IV on D1, 8, 15 of C1, and D1 of C2 through C6, 
and D1 every 3 C up to 24 cycles.

BTK: Bruton’s tyrosine kinase; CLL: chronic lymphocytic leukemia; IV: intravenous; MCL: mantle cell lymphoma; PI3K: phosphatidylinositol 3-kinase; 
PK: pharmacokinetics; QD: daily;  R/R: relapsed or refractor; U2: umbralisib+ublituximab; WM: Waldenstrom’s macroglobulinemia

Trial Design

Single Agent
Dose-expansion Cohorts

Combination
Dose Expansion

Combination
Dose Escalation

100 mg QD + U2  
(N=33)

 TG-1701 (1oo mg) & 
umbralisib (400 mg) 
administered at half 
of monotherapy 
doses
 Lower doses of TG-

1701 and umbralisib
were explored for 
potential to mitigate 
side effects while 
maintaining anti-
tumor activity

100 mg QD + U2  
(N=7)

200 mg QD + U2  
(N=6)

300 mg QD + U2 
(N=8)

Umbralisib dose varied 
based on TG-1701 dose:

100 mg TG-1701 + 
800 mg of umbralisib

200 mg TG-1701 + 
800 mg of umbralisib

300 mg TG-1701 + 
600 mg of umbralisib

200 mg CLL 
(N=20)

200 mg WM
(N=20)

200 mg MCL 
(N=21)

TG-1701
200 mg

N=61

TG-1701
300 mg

N=20

300 mg CLL 
(N=20)

CLL: chronic lymphocytic leukemia; MCL: mantle cell lymphoma; QD: Daily; U2: umbralisib+ublituximab; WM: 
Waldenstrom’s macroglobulinemia

EfficacyPatient Demographics and Disease Characteristics 

Characteristic

TG-1701
200 mg
Pooled

N=61

TG-1701
300 mg CLL

N=20

TG-1701 + U2
100 – 300 mgb

N=21

TG-1701 + U2
100 mga

N=33

Male, n (%) 32 (52) 10 (50) 10(48) 24 (73)

Age, years, median (range)
≥75 years, n (%)

71 (53 - 92)
16 (26)

71 (49 - 80)
6 (30)

69 (47 - 81)
5 (24)

68 (38 - 75)
1 (3)

ECOG 0 / 1 / 2, (%) 43 / 54 / 3 30 / 70 / - 76 / 24 / - 30 / 61 / 9

Treatment-naïve, n (%) 17 (28) 4 (20) - 9 (27)

Previously treated, n (%) 44 (72) 16 (80) 21 (100) 24 (73)

Prior therapies, median (range)* 2 (1 - 10) 2 (1 - 7) 2 (1 - 8) 1 (1 - 5)

Refractory to last prior therapy, n (%) 14 (23) 2 (10) 4 (19) 6 (18)

*Calculation excludes treatment-naïve patients; a= 400mg of umbralisib was in combination with 100mg 
of TG-1701; b= Umbralisib dose varied based on TG-1701 dose; 600mg of umbralisib was in combination 
with 300mg of TG-1701; 800mg of umbralisib was in combination with 200mg of TG-1701; 800mg of 
umbralisib was in combination with 100mg of TG-1701. CLL: chronic lymphocytic leukemia; ECOG PS: 
Eastern Cooperative Oncology Group performance status; n: number, U2: umbralisib+ublituximab

Patient Disposition

Cutoff: October 2021

TG-1701
200 mg 
Pooled
N=61

TG-1701
300 mg CLL

N=20

TG-1701 + U2
100 – 300 mg

N=21

TG-1701 +U2
100 mg

N=33

Median (range) Follow-up, mos 18 (12 - 24) 14 (10 - 16) 20 (3 - 30) 3 (0.2 - 6)

Pts continuing treatment, n (%) 42 (69) 18 (90) 18 (86) 33 (100)

Dose reduction (any agent), n (%) 2 (3) - 1 (5) -

Pts discontinued treatment, n (%) 19 (31) 2 (10) 3 (14) -

Reason for treatment discontinuation, n(%)

Clinical progression 11 MCL | 3 WM | 1 CLL - 2 -

Due to treatment-related AE - - - -

Pt/physician decision 1 - - -

Death 1‡ 2‡ - -

Other 2* - 1* -

*Non-treatment-related adverse event. (1 Glioblastoma, 1 Melanoma, 1 unknown); ‡Death due to SARS-
CoV-2 infection. AE: adverse event;  CLL: chronic lymphocytic leukemia; MCL: mantle cell lymphoma; 
Mos: months; Pts: patients; U2: umbralisib+ublituximab; WM: Waldenstrom’s macroglobulinemia

All-causality AEs of Interest Any Cohort

AEs ≥5% TG-1701 
200mg Pooled cohort 
or ≥20% in Triplet 
cohorts, n (%) §

TG-1701
200 mg Pooled

N=61

TG-1701
300 mg CLL

N=20

TG-1701 + U2
100 – 300 mg

N=21

TG-1701 +U2
100 mg
N=19x

Any 
Grade

Grade 
≥3

Any 
Grade

Grade 
≥3

Any 
Grade

Grade 
≥3

Any 
Grade

Grade 
≥3

Diarrhea 11 (18) - 2 (10) - 10 (48) 2 (10) 2 (11) -
URTI 7 (11) - 3 (15) - - - - -
Headache 7 (11) - 1 (5) - 2 (10) - - -
Contusion 6 (10) - 1 (5) - 9 (43) - 1 (5) -
Abdominal pain upper 5 (8) - - - 1 (5) - - -
Fatigue 4 (7) - 2 (10) - 8 (38) - 2 (11) -
Nausea 1 (2) - 3 (15) - 8 (38) 1 (5) - -
Infusion related reaction - - - - 6 (29) 1 (5) 1 (5) -
Hematologic & Lab Abnormalities
Neutropenia‡ 7 (11) 5 (8) 4 (20) 4 (20) 7 (33) 4 (19) 4 (21) 3 (16)
ALT increased 8 (13) 2 (3) 3 (15) 1 (5) 6 (29) 4 (19) 1 (5) 1 (5)
AST increased 5 (8) 1 (2) 3 (15) 1 (5) 6 (29) 3 (14) 1 (5) 1 (5)
Anemia 6 (10) 3 (5) - - 2 (10) - - -

§Excludes AEs of special interest. XOnly including patients that has been in the study for >2months (n/N= 19/33). 
‡Includes neutropenia & neutrophil count decreased MedDRA preferred terms
AE: adverse event; ALT: alanine transaminase; AST: aspartate transaminase; CLL: chronic lymphocytic leukemia; 
U2: umbralisib+ublituximab; URTI: upper respiratory tract infection

METHODS

BTKi AEs of Special Interest

‡Death due to SARS-CoV-2 infection. ^Pooled term to Include blood pressure increase and 
hypertension. +Pooled term to Include blood blister, conjunctival hemorrhage, epistaxis, 
hematoma, hematuria, hemorrhage, intracranial hemorrhage, mouth hemorrhage, skin 
hemorrhage, subdural hematoma evacuation. XOnly including patients that has been in the study 
for >2months (n/N= 19/33); AE: adverse event; BTKi: Bruton’s tyrosine kinase inhibitor; CLL: 
chronic lymphocytic leukemia; U2: umbralisib+ublituximab

American Society of Hematology 63rd Congress December 11, 2021.

The Selective Bruton’s Tyrosine Kinase (BTK) Inhibitor TG-1701 
as Monotherapy and in Combination with Ublituximab and 
Umbralisib (U2) in Patients with B-cell Malignancies 

Single Agent TG-1701 – MCL Progression-free Survival
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CI: confidence interval; MCL: mantle cell lymphoma; NE: not estimable; ORR: overall 
response rate; PD: progressive disease; PFS: progression-free survival

TG-1701 200 mg MCL
 PFS median (95% CI): 15.6

(3.7 – NE) months

CI: confidence interval; ORR: overall response rate; WM: Waldenstrom’s macroglobulinemia. ORR 
included MR, VGPR, PR, and CR

TG-1701 200 
mg WM
 ORR – 95% 

(19/20)
 Median 

follow-up: 
17.6 (13-23) 
months

Efficacy in Triplet Cohorts Dose Escalation & Dose Expansion

*18 patients have completed at least 1 post-baseline assessment and all 33 patients remain on 
therapy. ^1 patient discontinued due to PD prior to 1st assessment and is not included on waterfall. 
CLL: chronic lymphocytic leukemia; CR: complete response; FL: follicular lymphoma; MCL: mantle 
cell lymphoma; MZL: marginal zone lymphoma; ORR: overall response rate; U2: 
umbralisib+ublituximab; WM: Waldenstrom’s macroglobulinemia 
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TG-1701 100 mg + U2 (n=18)*

 ORR: 83% (15/18)
 CR: 6% (1/18)
 Median follow-up: 2.7

(0.2-5.5) months

TG-1701 100 – 300 mg + U2 
(n=21)^

 ORR: 86% (18/21)
 CR: 19% (4/21)
 Median follow-up: 20.2 

(2.6-29.6) months

TG-1701 100 mg + U2
TG-1701 100 – 300 mg + U2
CRP
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Single Agent TG-1701 – CLL 

** * *** ***
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TG-1701 200 
mg CLL (n=20)
 ORR – 95% 

(19/20)
 Median 

follow-up: 20 
(17-23.7) 
months

TG-1701 300 
mg CLL (n=19)†

 ORR – 100% 
(19/19)

 Median 
follow-up: 
13.8 (10.3-
15.9) months

Single Agent TG-1701 – CLL Progression-Free Survival
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Censoring 
COVID Deaths

Investigator-PFS

TG-1701 200 mg CLL
 1 death due to COVID
 1 progression
 Median follow-up: 20

months

Single Agent TG-1701 – MCL
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TG-1701 200 mg MCL (n=21)
 ORR – 71% (15/21)
 Median follow-up: 17.2 (12.4-22) months

250 5 10 15 20

Months
At Risk
200 mg 20 20 18 18 9 0 19 19 18 5 0

At Risk
300 mg

†1 additional patient in 300 mg CLL cohort died due to COVID prior to 1st assessment and is excluded from 
efficacy assessments. CLL: chronic lymphocytic leukemia; PD: progressive disease; PFS: progression-free survival
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* * *
Investigator-PFS

TG-1701 300 mg CLL
 1 death due to COVID†

 No PD events
 Median follow-up: 13.8

months

Censoring 
COVID Deaths

Safety

RESULTS

*Treatment naïve. †1 patient in 300 mg CLL cohort died due to COVID prior to 1st assessment and is 
excluded from efficacy assessments. CLL: chronic lymphocytic leukemia; ORR: overall response rate

*Treatment naïve. Waterfall includes patients with at least 1 post-baseline assessment 
(n=19). 1 patient discontinued due to PD prior to 1st assessment. 1 patient did not have 
nodal disease at baseline; however, was considered a responder by investigator due to 
reduction in splenomegaly. MCL: mantle cell lymphoma; ORR: overall response rate; PD: 
progressive disease

 TG-1701 exhibits an encouraging safety profile with manageable adverse 
events 

 TG-1701 shows promising antitumor activity in patients across B-Cell 
malignancies
– Only 1 PD event among CLL patients treated at the 200 & 300 mg dose levels
– TG-1701 200mg exhibits an ORR of 71% in the MCL cohort
– TG-1701 200mg exhibits ORR of 95% in the WM cohort
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 The combination of TG-1701 + U2 has been well 
tolerated with limited occurrences of AEs of special 
interest. Combination therapy is associated with 
encouraging clinical activity, including early CR rates

 This study (NCT03671590) is ongoing and future 
registration trials are being planned

 Acknowledgements: Thank you to the patients and their 
families for their participation.

SUMMARY AND CONCLUSIONS
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