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Background

“ First generation PI3K6 inhibitors such as m Prior Integrated Analysis of Safety (Davids et al., ASH 2017) Long Term Safety Analysis: Patients on Umbralisib For 6+ Months

idelalisib and duvelisib are active in patients

(pts) with lymphoid malignancies but are often Uf‘::raliSi_b (TGtR-12tOZ) IS j n?t.tgenefltic:jr? tl?BI:? inhib;’;or, Demographics Demographics All Grades, All Causality, Adverse Events
e PI3KS inhibitors n development, including: e S i st
adverse  events,  Including  transaminitis PI3KS inhibitors in development, including: Evaluable for Safety, n 347 Evaluable for Safety, n 177 Occurring After 6 Months on Umbralisib
- e " ’ ' _ ' _  Gradel | Grade2 | Grade3 | Grade4
d|arrhea/COI|t|S; and pneumonitis, as well as an “» A differentiated safety profile from other PI3Ko6 inhibitors, Age’ mEdlan (range) 66 (22 96) Age’ mEdlan (range) 66 (29 96) ““““
increased risk of serious infections.  These notably with respect to hepatic toxicity and colitis; Prior Therapies, median (range) 3 (0-14)° Prior Therapies, median (range) 2 (0-8)" . - : : &
. y P P y ‘ - . 18 10% 10 6% 14 8% - -
toxicities can be severe, and frequently lead to < A prolonged half-life that enables once-daily dosing; Patients with 2 3 Prior Therapies, n (%) 175 (50%) Patients with > 3 Prior Therapies, n (%) 80 (45%) T 17 10% 7 4% 3 2% - )
treatment discontinuation. “* High selectivity to the & isoform of PI3K; and *3 treatment naive patients *3 treatment naive patients 16 99 9 59 ) ) _ )
% The intravenous PI3Ka,§ inhibitor, copanlisib, ~ ** Also targets casein kinase-1 epsilon (CK-1¢), a protein which . . . - . . R B R IR e N R
- biti inhibit regulatory T-cell function (Burris et al., 2018 Umbralisib Regimen Histolo Umbralisib Regimen Histolo eutropenia ° ° ° °
recently received FDA approval exhibiting a may inhibit regulatory T-cell function (Burris et al,, ) 8 gy g gy 6 39 13 7% 2 1% _ _
lower rate of immune-mediated adverse events; M 4 29, 15 2% _ _ _ _
however, Gr. 3/4 hyperglycemia occurred in
240% of pati n/t ynpd %Z 3/4 hypertension Comparison of Structure and Lipid Kinase Inhibition Profile Vomiting 12 7% 4 2% 2 1% - -
°© 0 . patients, a. ' YPErtensio for Umbralisib and Approved PI3K Inhibitors 3 5% 5 3% 4 2% - -
< Previously, an integrated analysis of 347 patients F b e 42% 0 URT infection 4 2% 12 7% - - - -
treated with umbralisib monotherapy or F ENe N 9% e S Hypokalemia 10 6% 3 2% 2 1% - i}
umbralisib + the glycoengineered anti-CD20 mAb oy @%&\ . E : Umbralsib Ibrutinib - 26% Thrombocytopenia [ 5% 3 2% 3 2% 1 1%
ublituximab (“U2”) demonstrated a favorable B o SRt J\@'\ w2 13% g mbralsio ¥ Abdominal pain 7 4% 4 2% 3 2% - _
safety profile, with infrequent immune mediated g+ ! 28% (u2) Arthralgia g 59 4 29 _ _ _ _
adverse events (Davids et al., ASH 2017). - Dizziness [ 5% 4 2% 1 1% - -
. . . . . . I 0 0 0 0
“* Here we present an updated integrated analysis «» Median Duration of Exposure: 1.3 years (Range 0.5 — 5.1 years); with :;'ypo'?h“phatem'a 120 615; 2 i’;’ i i;’ e
of patients treated with umbralisib either as All Grades, All Causality, AEs 33% having 2+ years of daily exposure Pyrexia 0 0 S )
monotherapy or in combination with other o 0 o g : N : 8 >% 2 1% 2 1% i i
agents with a focus on long term (>6 month) ; : Occurring in >15% of Patients Grade 3/4, All Causality, AEs *** No events of Grade 4 diarrhea were reported ) ) 3 % 9 5o - )
tolerability. S ——— Diarrhea 44% Occurring in >2% of Patients » Of the 14 patients with Grade 3 diarrhea: 7 4% 4 20 - _ _ _
39% — T » Median time to onset was 14.6 months (range 7.0 — 43.3 months) 7 4% 2 1% 1 1% 1 1%
Fatigue 35% - » Median duration of the event was 8 days 7 4% 2 1% 1 1% - -
0
. : 0 D ' ' ' ' . : C . :
Study DESIgn/MEthOdS RESUDRENIS 2(2);’ T — 59 D?:e |rltekrrupt|on without supportive care was the most common <» Serious adverse events occurring in >1% of patients were
0 dClIOoN taken

limited to pneumonia (3%), diarrhea (2%), and cellulitis (2%)

Safety data were pooled from 4 completed or ongoing Phase 1 or 2 studies containing umbralisib. All studies shared Vomiting 19% Diarrhea 4% ¢+ 1 patient had biopsy confirmed colitis and discontinued umbralisib
similar key eligibility criteria: enrolling patients with hematologic malignancies with an ECOG PS < 2 without limit to
number of prior therapies. Adverse events were graded by CTCAE v4.03 criteria.

&

18% Pneumonia 4%

Thrombocytopenia 18% Dyspnea 3%
Cough 17% Hypokalemia 3%
Decreased appetite 16%

‘0

* No events of Grade =23 rash were reported

* 3 events of pneumonitis were reported (2 Gr. 2, 1 Gr. 3)

* Grade >3 transaminitis was reported in 5 patients (3%)

+ 12% of patients discontinued umbralisib after 6 months due to an AE,
Headache 16% with only 2% of discontinuations for diarrhea/colitis of any grade

Duration on Therapy

Conclusions

o

o

TGR-1202-101: Single Agent Umbralisib

&

¢ Umbralisib is associated with low rates of immune-mediated
toxicity and exhibits a favorable long-term tolerability profile
at a median follow-up of 1.3 years, with up to 5 years of
exposure in this integrated cohort of patients. In particular:

‘0

Phase 1, first-in-human, dose-escalation study evaluating umbralisib monotherapy in patients with relapsed or
refractory hematologic malignancies. Umbralisib administered daily until progression or off study (50 mg — 1800 mg).
(Burris et al., Lancet Oncology 2018)

** Median duration of exposure was 6.5 months
UTX-TGR-103: Umbralisib + Ublituximab +/- Ibrutinib or +/- Bendamustine » Serious adverse events occurring in >1% of patients were

pneumonia (5%), febrile neutropenia (3%), sepsis (2%), and

“** Only 2% of patients discontinued as a result diarrhea/colitis
after being on umbralisib for more than 6 months; and

Phase 1, dose-escalation study evaluating the combination of umbralisib + ublituximab (U2), U2 + ibrutinib, and U2 +

bendamustine, in patients with hematologic malignancies. Umbralisib administered daily; UTX administered D1, 8 and pyrexia (2%).
15 of Cycles 1 & 2, and D1 of Cycles 2-6; Ibrutinib 420 mg CLL/560 mg NHL; Benda 90 mg/m?. (Nastoupil et al., ICML *»» Diarrhea events mostly occurred early, and resolved in a median ¢ Discontinuations due to other AEs of interest for prior
2017; Lunning et al., ICML 2017) of 7 days generation PI3K inhibitors were also rare.
”’ I I l 0 . . . . 0 .
TGR-1202-201: TKI Intolerant CLL ‘ Dlszontmuatlons due to AEs were rare at under 10% for all <» The mechanism for decreased immune-mediated toxicity is
studies Median Duration of Exposure: : : : : Al

Phase 2, multi-center, single arm study evaluating umbralisib monotherapy (800 mg QD) in CLL patients who are 1.3 yrs (Range 0.5 — 5.1 yrs) still be.mg EIL!C'datEd : t.hrough o.ng.go:ng prg Flmlcal and
intolerant to prior PI3K6 or BTK therapy. Umbralisib administered daily until progression or off study. (Mato et al., EHA correlative studies examining umbralisib's selectivity for PI3K6
2018) Immune-mediated adverse events were infrequent: o:c/er PII3Kv, compllllr?enta_ry CK1e inhibition, and enhancement
TGR-IB-105: Umbralisib + Ibrutinib in CLL & MCL transaminitis (9%; Gr.3/4 2%); of regulatory T-cell function.

colitis (<1.5%; Gr.3/4 <1%); *»» Registration directed trials in CLL and NHL for umbralisib have
Phase 1, dose-escalation study evaluating umbralisib + ibrutinib in patients with relapsed or refractory CLL or MCL. pneumonitis (<1.5%; Gr.3/4 <0.5%) completed enrollment with data pending

Umbralisib (400, 600, or 800 mg) + Ibrutinib (420 mg CLL/560 mg MCL) administered daily. (Davids et al., ICML 2017)
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