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Background Results
“»* TGR-1202 is a next generation PI3K& inhibitor with a unique structure and activity Demographics Efficacy

profile distinct from other PI3Ké inhibitors in development including:
Evaluable for Safety (n) 14 Best % Change in Tumor Burden from Baseline

“* A prolonged half-life and accumulation that enables once-
Evaluable for Efficacy’ (n) 11 25%
Median Age, years (range) 34 (21— 81) I I I

daily dosing Overall Response Rate
“» A differentiated safety profile from other PI3K& inhibitors

in development, notably with respect to hepatic toxicity
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and colitis ) Male/Female 9/5 0%
Rl o/ 2770
Isoform PI3Ka PI3Kf PI13Ky PI13K6 . ' 959
TGR-1202 >1000 | >50 >48 1 )— Median Prior Therapies (range) 3(2—-6) 75%

idelalisib? >300 >200 >40 1 _ (1)
duvelisib? >640 >34 >11 1 Prior ASCT 4 (29%) L7 64A ORR 60% ORR

18%

IFlinn et al. 2009, 2Porter et al. 2012

** Single agent activity for TGR-1202 has been observed in a variety of hematologic

Prior Brentuximab Vedotin 6 (43%)

malignancies, including a 94% nodal response rate in relapsed/refractory Chronic  ** 3 discontinued prior to disease evaluation (2 AEs, 1 withdrew consent) -75% >07% PR
Lymphocytic Leukemia (Burris et al, ASH 2015) “* Of the 6 previously treated with BV, all were refractory to prior BV therapy [ BV Naive

<» TGR-1202 is currently in registration directed studies for patients with CLL and Diffuse (progressing on or within 6 months of a prior BV regimen) " BV Refractory
Large B-cell Lymphoma (DLBCL) ~100% 259,

Rationale for Study TGR-BV-107 Duration on Study

< Brentuximab vedotin (BV) monotherapy is 0% ORRand DOR for BV Monotherapy Adverse Events in TGR-1202 + BV Treated Patients

200 [T
active in pts with relapsed and refractory ““ w0 A All Causality Events in >20% of Pts (N=14) 0%,
Percent (95% Cl) Mos., Median (95% Cl)

Hodgkin’s lymphoma with a 73% ORR (3?% ; o All Grades Gr. 3/4 All Evaluable BV Refractory
CR), however the duration of response varies 2 =) a2 205 (2, M) I EEEESESESSSE===—In==—— N o N o n=11 n=5
significantly between patients achieving a CR 40 (32, 49) 3.5(2.2,4.1) e —— 0 0
compared to those achieving a PR (BV 73 (65, 83) 6.7 (4.0, 14.8) 4200 T CR - Transplant _ 10 71% - -
Prescribing Information) 2 <00 I S 64% 1 7%
% 600 I CR - Transplant 8 >7% 6 43% Conclusions
% The combination of TGR-1202 [ ——— 6 43% - -
synergy in pre-clinical studies Figure 1:1:;:""0 synergy ofTGl:i;ithBV B o Edema peripheral 2 ji;’ 7 = % The goal of this Phase 1 study was to assess
(Locatelli et al, Leukemia 2016) Pleowo bl . _ 0 0 combinability of TGR-1202 + brentuximab vedotin,
~ 8014 eviongm * * 801 80 1 . 600 _ H (0] (0]
<» Co-administration of TGR-1202 £ ef*™™=} - : ] ; 6 43% 1 7% and to assess the ability for the combination to
and BV resulted in marked 5 “ i : o A A Lost to Follow-up AST Increase 5 36% 2 14% drive complete response rate compared to that
mitotic arrest and in increase in A = 4 BT 1 . 400 VA W BV Refractory 5 36% 1 7% historically seen with BV monotherapy
Ce” death in 3 HOdgkIn’S Treitment :‘sration (iis) Tre(')atment:'lsjration (7I‘12rs) Treéitment:‘zration (7;12rs) 400 -AE . BV Na-l've 5 36% = =
Lymphoma cell lines (Flg 1) *P >0.0001 compared with single agent treatments 0 100 200 paysonstudy 300 400 500 Abdominal pain 4 29% _ _ ’:’ Data from this Phase 1 StUdy SuggEStS that the
. combination of TGR-1202 + brentuximab vedotin
StUdy DESign j ;g:ﬁ 2 Ll exhibits an acceptable tolerability profile and is
A - - . . :
. . _— . — — clinically active
Study T'GR-BV—107- (NCT0216400§) is a Phase I/II? study of T.GR.-1202-|n com-blnatlor? with Study Objectlves & E|Ig|bl|lty WBC count decreased 4 299, 1 79%,
the anti-CD30 antibody-drug conjugate, brentuximab vedotin, in patients with previously o o . : : :
treated Hodgkin’s Lymphoma: < Primary Objective: Safety and Maximum Tolerated Dose (MTD) ALT Increase 3 21% 1 7% ** Responses were observed in patients with
% 3+3 design evaluating two doses of TGR-1202 dosed orally once-daily (QD) in Secondary Objective: Efficacy (Overall Response Rate & Progression-Free m 3 21% 2 14% advanced _ Hosigkln > Lympho.ma, including
combination with brentuximab vedotin in continuous 21 Day Cycles Survival) 3 21% - - responses in 60% of F)atlents previously refractory
» Dose-limiting toxicities (DLTs) assessed in Cycle 1 prior to escalation Kev Eligibilitv Criteria: Chest pain 3 21% 1 7% to brentuximab vedotin
** Phase Ib expansion at optimal dose y g y ' 0
% Histologically confirmed Hodgkin's Lymphoma (HL) Dizziness 21% : - & 45% of pati - -
TER-1200 . T «* Histologically contirmea Hodgkin's Lymphoma + 45% of patients on this study achieved a complete
3+3 Dose Escalation GO . [ENEDUIADANECD T <* Disease status defined as refractory or relapsed after autologous stem cell M 3 21% - - response, including two patients previously
Schema: 1 400 mg 1.8 mg/kg transplant (ASCT) or at least two prior multi-agent chemotherapy regimens in 3 21% _ _ refractory to brentuximab vedotin monotherapy
2 600 mg 1.8 mg/kg ) Ea_t'e”ts hot Ca”f'dstestfor_ASiT totin is allowed od oatient did not Peripheral sensory neuropathy 3 21% - -
“* Prior exposure to brentuximab vedotin is allowed provided patient did no . X i i i inati
BRENTUXIMAB INEUSIONS P w P P Thrombocytopenia 3 21% _ _ ** Further studies evaluating this combination are
stop therapy due to toxicity warranted
Cycle 1 Cycle 2 Cycle 3 Cycle 4 Cycle 5 Cycle 6+ » Patients with Grade 2 or greater peripheral neuropathy excluded *» 2 patients discontinued due to AEs (1 Gr. 3 pancreatitis, and 1 Gr. 3 diarrhea occurring
W W W W W W < ANC = 1000/mm?2 11 days following treatment initiation); both the event of Gr. 3 diarrhea and a separate
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