Clinical Activity and Safety Profile of TGR-1202, a Novel Once-Daily PI3SKO Inhibitor, in Patients with CLL and B-Cell Lymphoma
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Phase | study of TGR-1202 in patients with relapsed or refractory
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hematologic malignancies . . S . .
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Evaluable CLL & FL Patients Treated at “Higher Doses”
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“Higher Doses” of TGR-1202 (1200 mg initial formulation, or = 600
mg micronized) demonstrated rapid and profound responses

86% of CLL patients (6/7) treated at Higher Doses of TGR-1202
achieved a nodal PR (median nodal reduction of ~80%), with
remaining patient still on study pending second evaluation

50% of FL patients (3/6) treated at Higher Doses of TGR-1202
achieved a PR
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Per intra-patient dose escalation
guidelines, 37 patients have been
exposed to the micronized
formulation at dose levels > 800 mg
with 19 patients for a duration in
excess of 6 months
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25 of 37 patients exposed to = 800 mg micronized currently remain
on study
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“* Median PFS of 9.5+ months amongst these patients
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Overall Efficacy
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88% of CLL patients (14/16) achieved a nodal PR, remaining 2 patients still on study
pending further evaluation

63% of CLL patients (10/16) achieved a response per iwCLL (Hallek 2008) criteria

Clinical activity observed in follicular lymphoma, with 83% of patients (10/12)
demonstrating tumor reductions, and a preliminary 42% ORR (5/12)

Majority of FL patients remain on study awaiting additional efficacy assessments

Similar to activity seen in CLL, tumor reductions in indolent lymphoma have shown
improvement over time

Conclusions

TGR-1202 is a once-daily PI3K& inhibitor with single agent activity observed in patients
with a variety of relapsed/refractory hematologic malignancies.

An exposure-response trend was noted in both CLL and NHL, with higher plasma TGR-
1202 exposures correlating with increased responses; additionally, as with other BCR
pathway inhibitors, responses appear to improve over time with TGR-1202, especially in
CLL and FL.

TGR-1202 has been well tolerated with patients on daily TGR-1202 for upwards of 2+
years, demonstrating an adverse event profile which is differentiated from other PI3K-
delta inhibitors, especially with respect to hepatic-toxicity and colitis to date.

Marked single-agent activity has been observed in patients at doses > 800 mg of initial
formulation or any dose of micronized formulation, with:

A/

*»* Relapsed refractory CLL, with an 88% nodal response rate and an ORR of 63% based
on iwCLL (Hallek 2008) criteria; and

\/

*»* Relapsed refractory FL, including a preliminary ORR of 42% with the majority of
patients remaining on therapy with median tumor reductions of ~40% pending
further efficacy assessments.

Safety and activity profile supports combination therapy with other novel targeted agents
(including ublituximab, ASCO Abstract #8548).

Expansion cohorts open and enrolling at the 800 mg and 1200 mg dose levels of the
micronized formulation with Phase Ill studies in development and expected to be initiated
in 2015
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