Long-term follow-up of the next generation PI3Kd inhibitor TGR-1202 demonstrates safety and high response rates in NHL:

Integrated-analysis of TGR-1202 monotherapy and combined with ublituximab
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Background Results

TGR-1202 Ublituximab

< PI3KS is highly expressed in cells of hematopoietic origin ~ ** Ublituximab  (TG-1101, UTX) is a novel, chimeric

and is often upregulated in lymphoid malignancies monoclonal antibody targeting a unique epitope on the
<» TGR-1202 (TGR) is a next generation PI3K& inhibitor, with CD20 antigen, and glycoengineered to enhance affinity for
a unique structure and activity profile distinct from other all variants of FcyRllla receptors, thereby demonstrating

greater antibody-dependent cellular cytotoxicity (ADCC)
activity than rituximab and ofatumumab.

“* Phase | trials of single agent ublituximab in patients with
relapsed/refractory CLL and NHL reported impressive
response rates with rapid and sustained lymphocyte

depletion. x
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PI3KO inhibitors in development, including:

“» A prolonged half-life that enables
once-daily dosing

“» A differentiated safety profile
from other PI3K& inhibitors in
development
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Study Design

TGR-1202-101: TGR-1202 Monotherapy

3+3 Dose Escalation Gohort 7

Study TGR-1202-101 (NCT01767766) is a first-in- conorts YN8B0 mg
. . . Schemao Cohort 5 1%3082,".9 Fasting

human, Phase | study of TGR-1202 in patients with - corats W) o W 800 mo .

relapsed or refractory hematologic malignancies coro1 N 100 mg o " _ B

<+ TGR-1202 dosed orally once-daily (QD) in S0mg J resis 200 mg N raoser s

Fed State

continuous 28 Day Cycles . )
Micronized TGR-1202

*»» Dose-limiting toxicities (DLTs) assessed in Cycle v
1 prior to escalation Dose Escalation Schema: conort 11 Q) 1800 mg
7 . . Cohort 10 1200 mg Fed State
** Intra-patient dose escalation allowed for " Cohort 9 800 mg Jif Fed st
. . . . oho 400 mg Fed State
patients in previous cohorts following 200 mg Jg recsee Expansion

Expansion 1200 mg

establishment of safety at higher doses Expansion W) 1000 mg Jiff e Sete
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Study UTX-TGR-103 (NCT02006485) is a Ph I/Ib
trial evaluating the combination of ublituximab +

TGR-1202 in patients with relapsed or refractory _
NHL and CLL. The study is divided into two parts: _ 500/600 mg NHL/CLL 800 mg
. | | PRI 900/600 mg NHL/CLL 1200 mg
** Phase I: 3+3 escalation evaluating Cycle 1 DLTs n 900 mg T
*» Phase Ib: Dose Expansion n 900 mg 600 mg (micronized)
5 900 mg 800 mg (micronized)
6 900 mg 1000 mg (micronized)
Treatment Schedule: 900 mg 1200 mg (micronized)

Efficacy is assessed Week 8, and every IEERNENN 7GR-1202 at 800 mg, 1000 mg, and 1200 mg micronized

12 weeks thereafter. After Month 12, all

patients remain on TGR-1202 single Cycle 1
agent. Ublituximab was initially N o)‘ UBLITUXIMAB INFUSIONS
.. N
administered on Days 1, 8 and 15 of rg\Q@* ,?}A\’ Cycle2 Cycle3 Cycled Cycle5 Cycle6 Cycle 9 Cycle 12

Cycles 1 & 2 and Day 1 of Cycles 4, 6, 9 & © Q
12. The protocol was amended to use a ¢¢¢ ¢ ¢ ¢ ¢ ¢ ¢ ¢
more convenient schedule as follows: IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII-

TGR-1202 DAILY

Demographics

Evaluable for Safety (n)

Median Age, years (range)
Male/Female

Histology

Median ECOG

Prior Therapies, median (range)
Patients with = 3 Prior Therapies (%)

Patients Refractory to Prior Therapy (%

Safety
All Causality AE’s Occurring in 2 10% of Patients (n = 165)
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<8% of patients discontinued due to a TGR-1202 related AE
13% of patients had a TGR-1202 dose reduction

Grade 3/4 AST/ALT increase was 3% (8% all grades), predominantly

observed above the Phase 3 dose
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Grade 3/4 pneumonia occurred in 5% of patients (8% all grades)
Two events of pneumonitis (<1.5%) were reported

Two cases of colitis (<1.5%) have been reported at doses exceeding the
Phase 3 dose and did not appear to be time dependent (1000 mg and
1200 mg, at 4 mos. and 24 mos., respectively, after initiating therapy).

Efficacy

Patients Treated at “Higher Doses” of TGR-1202
Best Percent Change from Baseline in Disease Burden
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** Median Duration of Response for TGR + UTX: 12.1 Months

Duration on Study (n=165)
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» 80 patients for 6+ cycles
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*» Longest patients on daily TGR-1202 for 3+ years

672 840 1008

Days on Study

* Extended durations of exposure:

UNITY Registration Program
Phase 2b UNITY-DLBCL Study

o Enrolling patients with
previously treated DLBCL
of all subtypes

o US Study Chair:
Owen A. O’Connor, MD, PhD

o Ex-US Study Chair:
Pier-Luigi Zinzani, MD, PhD

Presented at the 21st Congress of the European Hematology Association (EHA), June 9 — 12, 2016, Copenhagen, Denmark
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GLYCOENGINEERED UBLITUXIMAB + PI3K DELTA TGR-1202

PREVIOUSLY TREATED DLBCL PATIENTS

Ublituximab + TGR-1202
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» Higher Doses: 1200 mg of the initial formulation, or 2600 mg of
the micronized formulation

» ORR in iNHL for patients treated at Higher Doses was not only
greater with the combo (55%) as opposed to monotherapy (41%),
but the depth of response was significantly greater with the
addition of UTX (CR rate of 5% for monotherapy vs. 30% for the
combo)

«* Similarly, 3 complete responses observed in patients with DLBCL
treated at Higher Doses occurred in patients receiving TGR + UTX

“* A strong dose response was observed, with patients exposed to

800 mg of the micronized formulation achieving higher rates of

response

Conclusions

TGR-1202 is well tolerated and highly active in a broad population of heavily
pretreated & high-risk patients with NHL as well as CLL (see EHA 2016 Poster P207),
with the addition of ublituximab to TGR-1202 exhibiting greater frequency and
depth of response over TGR-1202 monotherapy

Discontinuations due to adverse events have been limited (¥8%); GR3/4 events
most associated with PI3K delta inhibitors have been rare, including pneumonia
(~“5%) and pneumonitis (<1.5%), ALT/AST elevations (~3%) and colitis (<1.5%), the
latter occurring with no apparent association to time on therapy

Safety profile supports additional multi-drug regimens: triple therapy combinations
adding novel agents to ublituximab and TGR-1202 are ongoing (including ibrutinib,
bendamustine, and pembrolizumab) with additional triple therapy studies planned

Marked activity observed in DLBCL being explored further in registration directed
UNITY-DLBCL Phase 2b Study, with a UNITY-iNHL study to commence by YE 2016. A
Phase 3 study in patients with CLL, the UNITY-CLL study, is currently underway




