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Background Results

“* PI13K& is highly expressed in cells of hematopoietic origin and is often
upregulated in lymphoid malignancies
*»* TGR-1202 is a novel, next generation PI3Kd inhibitor, with a unique
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Adverse Events in TGR-1202 Treated Patients
All Events (All Causality) in >10% (n=55)
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confounded by Intra-patient dose escalation in most patients but
ranged from ~60 days to 420+ days

TGR-1202

L)

* Intra-patient dose escalation allowed for patients in previous
cohorts following establishment of safety at higher doses

L)

3+3 Dose Escalation
Schema:

Cohort 7
1800 mg

Fasting

Cohort 6
1200 mg

Fasting

Overall Efficacy

Cohort5
800 mg

Cohort 4

coroz N 200 mo oo " All Grades Grade 3/4 o _ Current Status of Evaluable Patients
conort1 N 100 mg ) Festing _ | Q) Exversin o o Best Percent Change from Baseline in Nodal Size
50 mg Fasting L Expansion 1200 mg Events % Events 7 . - _
Fasting 800 mg Fed State . o o Evaluable Patients Treated at 2800 mg of Initial Formulation
Fed State Diarrhea 17 31% 1 2% L : mo mu
. . or any Dose of Micronized Formulation o W ouc | B v
MiCI‘OhiZEd TG R'1202 Enrolling Cohort 13 m 16 29/0 - - 1202::;:: R [_len
: - Fatigue 14 25% - - > Onsuay
Dose Escalation Schema: h e SOUBNITE
Cohort 11 m ed State O/ I D O 1200mg
CONOIEEO 1200 mg PeEE g Cough 13 246 ; ] PR PR PR PR PR PR PR PR PR PR CRu PR 1200m8(:ji:§
Cohort 9 800 mg Fed State Anorexia 11 20% - - 0% mZMicro
;g’gl’t8 400 mg Fed State : 0 o o 00 mg Micro
Fed State nrotiin _ _ N 200 mg Fed
200 mg = ExpanSion Headache 10 18% § o
S 1200 mg Vomiting 10 18% - - g v Median Time on Study of 24 Weeks
L 50 mg Rash [ 16% 2 4% (Range 3 - 90+ Weeks)
T 'Neutropenia 8 15% 7 13% S e
Study Objectives S o o
Constipation — _ _ S
“* Primary: To determine the Safety, Pharmacokinetics (PK), and Dyspnea 6 11% ’) 4% -50% - - e
Maximum Tolerated Dose (MTD) of TGR-1202 o o
M cL M HL 00 m Fed >
<* Secondary: To determine the Pharmacodynamics of TGR-1202 and Thrombocytopenia 5 = : o Wosc W omz romare
assess Efficacy (overall response rate and duration of response) “* No drug related hepatotoxicity observed -75% oroEm -
T .y - “* No events of pneumonitis reported to date t

Key Eligibility Criteria » Diarrhea events have been early and transient, with no events of colitis o
“ Histologically confirmed B-cell non-Hodgkin lymphoma (NHL), reported to date (median time on study 6+ months) o

-100%

)

CLL/small lymphocytic lymphoma (SLL), Hodgkin’s lymphoma (HL), o
and select other B-cell lymphoproliferative disorders

** Relapsed after, or refractory to, at least 1 prior treatment regimen
with no limit on prior therapies

** ECOG performance status <2

“» Adequate organ system function: ANC > 750/uL; platelets > 50 K/pL

«* Patients with prior therapy with any drug that specifically inhibits
PI3K and/or mTOR are excluded

Pharmacokinetics

Only 2 patients (< 4%) have come off study due to an adverse event (one
unrelated, one possibly related)
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Conclusions

** TGR-1202 is a once-daily PI3K& inhibitor with single agent activity observed in patients with a
variety of relapsed/refractory hematologic malignancies
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Marked activity has been observed in patients with relapsed/refractory CLL, with a 93% nodal
response rate at doses = 800 mg of initial formulation or any dose of micronized formulation.
Of these patients, 50% (7/14) achieved a partial response per iwCLL (Hallek 2008) criteria
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1200 mg »* Additional studies are ongoing evaluating TGR-1202 in combination with approved and novel
agents, with Phase Il studies in development
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