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TG Therapeutics, Inc.

= Biopharmaceutical company focused on B-cell cancers (CLL and NHL) &

autoimmune-related diseases (RA, MS, NMO, Lupus)
Headquarters: New York, NY
NASDAQ: TGTX

= Developing portfolio of B-cell targeted agents

TGR-1202 - — Novel PI3K® inhibitor
Highly active and well tolerated as monotherapy and in combination treatment
Demonstrated best-in-class attributes
Currently in registration directed Phase 3 studies under FDA-Special Protocol Assessment

TG-1101 - (ublituximab) Novel Glycoengineered, Anti-CD20 monoclonal antibody
Enhanced ADCC profile for increased potency, similar to Gazyva® (GA101)
Robust activity demonstrated in CLL and NHL in Phase 1/2 studies
GENUINE Phase 3 Registration directed study results to be shared!

Anti-PD-L1 & Anti-GITR Research Programs

IRAK4 — Pre-clinical development program

TG Therapeutics
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Ublituximab, TGR-1202, IRAK4, PD-L1, GITH
and BET represent investigational pi 3
and/or targets. These products have not
been approved by the FDA. -
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TG Therapeutics Strategy For Building Value

GENIJINE

TG THERAPEUTICS

GLYCOENGINEERED UBLITUXIMAB + IBRUTINIB

PHASE 3 TRIAL IN HIGH-RISK CLL

< U TUVO

FDA Meeting
3Q/4Q17

BLA targeted for
1Q/20Q18

QUNITY®D
76 THERAPEUTICS ULTIMATE-MS

GLYCOENGINEERED UBLITUXIMAB + PI3K DELTA TGR-1202

PHASE 3 TRIALIN cLL TG Therapeutics

QUUNITYE "reeens

TG THERAPEUTICS

GLYCOENGINEERED UBLITUXIMAB + PI3K DELTA TGR-1202

TG1101 for MS

PREVIOUSLY TREATED NHL PATIENTS

Ph.3 to start mid-

TG1303: CLL, 2017

INHL and DLBCL

CLL complete
enrollment YE18

DLBCL 2b
complete by
YE17/Early ‘18

o
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Director, Center for CLL
University of Pennsylvania
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= Despite the introduction of
ibrutinib and other targeted agents,
patients with CLL continue to e -

relapse and complete remissions
are rare
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Group: — Del(17p) Del(11q) —— No del(17p) or del(11q)

+ Censored
Logrank p=0.0031

= Patients with high risk cytogenetic
features still have the poorest
outcome on ibrutinib
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" Impr0V|ng |brut|n|b thera py th r0ugh Months from Initiation of Study Treatment
combinations remains a high

priority

Byrd et al, Blood 2015




NK cell

Perforins/granzymes
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Ublituximab

Glycoengineered, anti-CD20,
type | monoclonal antibody

Glycoengineering

= Single agent activity @ [ SnanessANCE

observed in rituximab | 0

refractory patients? O
yP Binds novel o o

CD20 epitope ! f/: f}
= Phase 2 study in
combination with
ibrutinib: ORR ~88%
(investigator assessed)?

Type 1 maintains
CDC activity

= 90 minute infusion

times Complement

cascade
activation  Ciq
10’Connor et al, BJH 2016;

2Sharman et al, BJH 2016



= Open-label, multicenter, randomized, Phase Ill study in relapsed or refractory high-
risk CLL

= Originally designed with ORR and PFS as co-primary endpoints

* Due to enrollment challenges, lowered target enrollment and removed PFS as a co-primary

Rel d or Refractor Ublituximab + Ibrutinib
Slesss B s Ublituximab: 900 mg IV (D1, D8, D15,
CLL C1; D1, C2-6 then q3 Cycles)
Ibrutinib: 420 mg QD

Patients had centrally confirmed o

presence of del17p, del11q, and/or Stratification Randomized
TP53mut SOOI B TS 1:1

of Therapy

Target enrolment: 120*

Ibrutinib
Ibrutinib: 420 mg QD

“Originally 330 when PFS was a
co-primary endpoint

= Response assessments occurred at Week 8, 16, and 24, and every 12 weeks thereafter



= Primary endpoint: Overall Response Rate as assessed by Independent
Central Review Committee (IRC) by iwCLL (Hallek 2008) criteria —
Evaluated when all enrolled patients had at least two efficacy evaluations

= Secondary endpoints:
* CRrate
* MRD negativity
* PFS, DOR, TTR
» Safety

= Statistical Assumptions:

* 120 patients required to have 90% power to detect an absolute difference in ORR
of approximately 30%



"Age 218y

= Relapsed/refractory CLL requiring treatment
* Centrally confirmed presence of 17p del, 119 del, and/or TP53 mut

= Measurable disease
"ECOG <2

" No history of transformation of CLL

=" No prior BTK inhibitor therapy




Patient Disposition

= 126 patients randomized,
9 never treated

= 100% were either:
* dell7p, delllqg or TP53
" 64% of UTX + IB patients
and 66% of IB Alone

patients were dell7p or
TP53 mut

= 36% of UTX + IB patients
and 34% of IB Alone
patients were delllq only

= Median Follow up: 11.4
mo

Data Cutoff: February 15, 2017

|
UTX + IB (n=64)
«dell7p: 47%

«del11qg: 50%
*TP53mut: 42%

Treated (n=59)

Discontinued study (n=15)
*AE (2)

*Physician decision (3)
*Withdrew consent (1)
*Other (2)

12% off study from
disease progression or
death (n=7)

75% ongoing on

Randomized (n=126)

study study

(n=32)

(n=44)

IB Alone (n=62)

Treated (n=58)

55% ongoing on

:}Hﬂipopubﬂon
} Treated and

safety
population
Discontinued study (n=26)
*AE (5)
Physician decision (4)
*Withdrew consent (4)
*Other (2)
|

19% off study from
disease progression or
death (n=11)

«dell7p: 47%
«del11q: 47%
*TP53mut: 47%



Mean age, years (range) 67 (43 -87)
Mean time from diagnosis to randomization, years (range) 6.6 (3 mos — 22 yrs)
Male 44 (69%)
ECOG performance status at baseline
0-1 61
2 3
Rai stage lll-IV, % 32 (50%)
IGHV unmutated, % 51 (80%)
Bulky disease at baseline (> 5cm) 29 (45%)
Number of prior lines of therapy, median (range) 3(1-7)
Most common prior regimens
FC £ Rituximab 30 (47%)
BR 27 (42%)
Rituximab 54 (84%)
Obinutuzumab + Chlorambucil 5 (8%)
Idelalisib + Rituximab 5 (8%)

Ibrutinib
n=62

67 (51-86)
6.5 (3 mos — 20 yrs)

46 (74%)

60
2

26 (42%)

51 (82%)

16 (26%)
3(1-8)

29 (47%)

29 (47%)

57 (92%)
4 (6%)
4 (6%)




Ibrutinib
(N=58)
All Grades Grade 3/4 All Grades Grade 3/4
Infusion reaction 54% 5% - -
Diarrhea 42% 3% 40% 3%
Fatigue 27% - 33% 2%
Insomnia 24% - 10% 2%
Nausea 22% - 21% 2%
Headache 20% - 28% 2%
Arthralgia 19% 2% 17% -
Cough 19% - 24% -
Abdominal Pain 15% - 9% -
Stomatitis 15% 2% 9% 2%
Upper Respiratory Infection 15% - 12% 2%
Dizziness 15% - 22% 2%
Contusion 15% - 29% -
Anemia 14% 5% 17% 7%
Peripheral Edema 10% - 21% -
Pneumonia 5% 0% 9% 5%
Atrial Fibrillation 3% 3% 5% 2%
Febrile Neutropenia 3% 3% 2% 2%




Any Grade Grade 23 Any Grade Grade 23

n (%) n (%) n (%) n (%)

ALT elevation 1 (2%) - 2 (3%) 1(2%)
AST elevation 1(2%) - 2 (3%) 1(2%)
Anemia 8 (14%) 3 (5%) 10 (17%) 4 (7%)
Neutropenia 13 (22%) 5 (9%) 7 (12%) 6 (10%)
Thrombocytopenia 8 (14%) - 6 (10%) 2 (3%)
Blood creatinine increase 5 (9%) - 1 (2%) -

Blood uric acid increase 5 (9%) - 1(2%) -




Best Overall Response Rate (ORR) MRD-Negative

(p < 0.001) (Peripheral Blood)
78% (p <0.01)
7% CR —
19%
Patients
evaluable for
V)
45% B MRD included
those enrolled
71% PR — >4 months
prior to data
toff
— 45% PR e
2%
Ublituximab Ibrutinib Ublituximab Ibrutinib
+ lbrutinib + lbrutinib

ITT ORR: p < 0.01




Ublituximab + Ibrutinib Ibrutinib

0%

‘ | -25% | | | ‘ |
-50%
-75%

0

X

-25

X

-50

X

-75

X

66% (39/59) had >75% decrease 52% (30/58) had >75% decrease

-100% -100%




Absolute Lymphocyte Count (K/uL)
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Absolute Lymphocyte Count

median (interquartile range) =@=Ibrutinib Alone
=@=-Ublituximab + Ibrutinib

—e—Ublituximab + IB (CD20 Refractory)

Cycles




Best “Possible” Overall Response Rate (ORR)
Including Active PR-L patients

(0 <0.01)
83%
5% Remain PR-L —

—

71% PR
; 59%

— 14% Remain PR-L

78% ORR  —
(iwCLL 2008)

_ 45% ORR
(iwCLL 2008)

Ublituximab Ibrutinib
+ lbrutinib
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=== |brutinib
— Ublituximab + Ibrutinib

Q
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c 0.8-
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©
E 0.4+
S . Survival Analysis
(o) -
a Hazard Ratio (95% CI) 0.559 (0.216, 1.443)
P-value (COX Model) 0.229
00 | | |
0 5 10 15
Time to Event (month)
Ubli+I1B 59 (0) 41 (2) 25 (6) 9 (7)
IB Alone 58 (0) 35 (6) 16 (9) 8 (11)

20

0(7)
1(11)



Conclusions

" The GENUINE study met its primary endpoint, demonstrating that

ublituximab in combination with ibrutinib yields superior ORR to ibrutinib
alone in high-risk CLL

* ORR 78% (UTX+IB) vs. 45% (IB), p<0.001
* CR rate 7% vs. 0 (secondary endpoint)
* MRD- rate 19% vs. 2% (secondary endpoint), p<0.01

= Secondary endpoint shows trend (HR=0.559) in improvement of PFS
however not statistically significant at time of analysis

= With the exception of infusion related reactions, ublituximab did not alter
the safety profile of ibrutinib monotherapy
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TG-1101 + TGR-1202 + Ibrutinib: Demographics

a8
36
o5 (215
29/
_ Y 20
DLBCL 6
Histology FL 6
MCL 4
MZL 2
w3
Prior Therapy Regimens, median (range) 3(0-6)
Patients with = 3 Prior Therapies, n (%) 21 (55%)
13 s
Refractory to Rituximab, n (%) 15 (39%)

T2 patients discontinued prior to first efficacy assessment (1 Pneumonia, 1 Investigator Discretion)

7

«* 3 CLL patients were treatment naive, all other patients were relapsed or refractory to prior therapy

e
‘O TG Therapeutics 28



TG-1101 + TGR-1202 + Ibrutinib: Safety

All Grades Grade 3/4
Adverse Event N % N %
1

18 a7% 3%

18 47% : :
14 37% 1 3%
13 34% - :
13 34% - :
12 32% 7 18%
12 32% : _
12 32% . -
11 29% 3 8%
11 29% 1 3%
11 29% 1 3%
10 26% 1 3%
9 24% - :
8 21% 1 3%
8 21% 1 3%

1 DLT (reactivated varicella zoster) was observed in the CLL cohort at level 1. No other DLT’s were observed.

Diarrhea was majority Gr. 1 (32%) and Gr. 2 (13%), with no Gr. 4 event reported. Pneumonia (18% all grades,

11% Gr. 3/4) and neutropenia were the only Gr. 3/4 AE’s in >10% of patients

Two patients discontinued due to an AE (sepsis and pneumonia) ®

Median time on study 11.1 months (range 0.4 — 30+ months) ‘0 TG Therapeutics 29

K/ K/
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*

)
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TG-1101 + T

R-1202 + Ibru . Efficacy
Best Percent Change from Baseline in Disease Burden
DLBCL FL CLL/SLL MCL

25%

0

=

-25

=

-50

S

-75

EN

-100%
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TG-1101 + TGR-1202 + Ibrutinib: Efficacy

e Lol D
yp %

>

CLL/SLL 6 19 (100%)

2 1 1 2 (100%) - -
4 2 2 4 (100%) - -
5 1 3 4 (80%) 1 -
6 - 1 1 (17%) - 5
Total 36 10 20 30 (83%) 1 5

TCLL: 4/6 CR’s pending bone marrow confirmation

> 8 CLL patients (50%) had a 17p and/or 11q deletion

All 3 treatment naive CLL patients achieved a PR

* 3 CLL patients had prior BTK and/or PI3K& inhibitor therapy, including one patient

refractory to both idelalisib and ibrutinib who attained a complete response (ongoing for

1.5+ years)

“» FL patients were heavily pretreated including 2 with prior ASCT, 1 refractory to prior
ibrutinib, and 1 with 5 prior lines of rituximab based therapy

*» DLBCL patients had a median of 4 prior therapies, and 4/6 were of non-GCB subtype

<&

L)

J
0‘0 L)

4

L)

L)

4

4

)
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Histology
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81% of patients on study >6 months
»  Median time on study 11.1 months
(range 0.4 — 30+ months)
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Integrated An , <
1202 + TG-1101: Demographics

Evaluable for Safety (n)

Median Age, years (range)
Male/Female

Histology

Burris et al, ASCO 2016

apy a

165

(90 Single Agent,

75 Combo with UTX)

65 (22 - 86)
106/59
CLL
FL
DLBCL
MZL
HL
MCL
SLL
WM
T-Cell
HCL
Richter's
1
3(0-14)
94 (57%)
85 (52%)

43
42
40
11

R R, N W W

®
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TGR-1202 Integrated Analysis: Safety

All Causality AE’s Occurring in 2 10% of Patients (n = 165)

N i % *» Grade 3/4 AST/ALT increase was

N X
78 47% 5 3% o/ (Q0

I 74 4% 2 1% 3% (8% all grades),

61 37% 5 3% predominantly observed above
a4 27% : - the Phase 3 dose

34 21% 30 18%

32 19% : -

30 18% 6 4% < Two events of pneumonitis

| Dizziness  [BEPE 18% - - o

8 % 2 1% (<1.5%) were reported

26 16% 2 1%

2 16% - - “» 13% of patients had a TGR-1202
[Rash I 16% 6 4% .
sinusitis [EPTRRT 2 1% dose reduction

[Anemia  [BEr 15% 9 5%

24 15% 1 1% : : :

73 14(y: i _o 2 <8% of patients discontinued
22 13% 5 3% due to a TGR-1202 related AE
20 12% 1 1%

18 11% 4 2%

18 11% : -

®
O TG Therapeutics 35
Burris et al, ASCO 2016 ®



Integrated Analy

6 cycles

12 cycles

men

24 cycles 36 cycles

o aippppppppPepaprappeapiepFErepanzpazrprpalenprpPizplafpaa; e
v

3

Burris et al, ASCO 2016

336

*» Extended durations of exposure
*» 80 patients for 6+ cycles
“» 43 patients for 12+ cycles
“» 14 patients for 24+ cycles

*» Longest patients on daily TGR-1202

for 3+ years

' i
504 672 840 1008

Days on Study

®i176

‘O TG Therapeutics 36
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Safety Summary — Common Toxicities GR 3/4 Events

1101+1202+ 1101+1202+ 1202 + 1202 + 1202 + Integrated TOTAL
Ibrutinib Benda Ibrutinib Ruxolitinib B-Ved Analysis
N=31 N=14

N=38 N=19 N=12 N=165 N=279

Diarrhea 3% 5% - 17% 7% 3% 3%

Colitis - 5% - - 7% 1% 1%

AST/ALT 3% - - - 14% 3% 3%

Pneumonia 11% - - 8% - 1% 2%

Neutropenia 18% 21% 13% 8% 43% 18% 18%

URI - - - - - - 0%

Thrombocytopenia 8% 5% 3% - - 5% 5%

TG Therapeutics 37



Integrated Analysis: Common “Delta” Toxicities

Toxicities 800mg Dose All Patients
(Gr. 3/4) n=40 n=165

AST/ALT 5% (2)* 3% (5)*
Pneumonitis 0% (0) 1.5% (2)
Colitis 0% (0) 1.5% (2)

* Fisher's exact test. The two-tailed P value equals 0.6243

_ TG Therapeutics 38
Burris et al, ASCO 2016



Integrated Analysis: TGR-1202 Monotherapy and TGR-1202 +
Ublituximab - CLL/SLL Efficacy
Patients Treated at “Higher Doses” of TGR-1202

Best Percent Change from Baseline in Disease Burden

CLL/SLL

25%

0% -

-25% -

-50%

-75%

(O 17p/11q del
B 1202 Single Agent

B 1202 + ublituximab

-100%

Higher Doses: 1200 mg of the initial formulation, or 2600 mg of the micronized formulation

TG Therapeutics 39
Burris et al, ASCO 2016 ®



LL

~175 Pts
Per Arm

- EEENR * . .
- Superiority
3 based on
;H; HEEEN ’ PFS
H . -
= Superiority File for
8 based on Full
<Z‘ ORR
o Approval!

TGR-1202 File for

= Accelerated
Contribution Approval!
Single Agent Arms based on
- ORR
Terminated!

= Design, Endpoints, and Statistics agreed to via Special Protocol Assessment (SPA)
= Enrolling ~450 patients with previously treated and previously untreated CLL QUUNITY®

TG THERAPEUTICS
GLYCOENCINEERED UBLITUXIMAB + PIK DELTATGR-1202

= Target Complete Enroliment by Year-End 2017

®
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UNITY-CLL Study Update

= Open to enrollment at 100+ Sites in the US, UK, Italy, Poland,
Russia and Israel
Additional sites to open in Spain, Ukraine, and Bulgaria

= Enrollment proceeding ahead of projections in 2017
Averaging ~40 patients/month with approximately half from ex-US

= Targeting completion of enroliment Year-End 2017

41 TG Therapeutics 41



" Data Safety Monito

*“The DSMB did not find any safety concerns and
recommended the study continue without
modification”

*“The DSMB reviewed safety data from more than 270
patients, finding no safety concerns and recommended
continuation of enroliment without modification”

= “Contribution of single agents in the combo regimen
successfully established; DSMB recommends no further
enrollment to single agent arms”

e
.O TG Therapeutics 42
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Idelalisib Related Hepatotoxicity Front-Line CLL

* Brown et al reported high rates of immune-mediated hepatotoxicity in patients with front-

line CLL treated with idelalisib
» Decreases in Treg population implicated

« Transaminitis rates of 79% all grades (gr.3/4 of 54% (13 of 24)), with median onset at 28

== Currently on drug
mm Currently off drug

Y¢ Hepatotoxicity (16 of 24)

Y Colitis/Diarrhea
Y Pneumonitis
s Other

Time to Onset of

e 1 atweek?7
e 1 atweek9

> Gr. 3 hepatotoxicity:
« 11 of 13 by week 5

days
IR : | Time to Onset of > Gr. 2
— : :
X7 :
X .
— :
X,
* L] L]
l L] L]
:
i) 'y
(& 3.¢
o
L] L] * L]
28 56 130 225 500

Days on Therapy

Lampson, Brown, et al, Blood 2016

23
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CLL Treatment Landscape Discussion




Anth'ony M

1St
Line

2nd
Line

3rd
Line

Fit

v

y

v

Un-Fit

v

y

v

No

No

deﬁ%pl dell7p/ de(l)1r7p deﬁ?lpl dell7p/ de(l)l:p Ibrutinib Ibrutinib
IGHV mut 'G':n‘{.:‘“' TP53mut  IGHV mut 'G';'n‘:l:‘“‘ TP53mut | 'Mtolerant | Refractory
v v v v v
. : CD20 +/-
FCR Obin+/- Obin or
BG/BR Ibrut Ibrut clb Ibrut Ibrut (_Zlb or VEN
idela
Prog: V. Ven Idela or
lbrut | | oo | | Ven Ibrut Or veneto Ven ScT
Ibrut
Ven Idela +/- | | Idela +/- ven Idela +/- | | Idela +/- SCT or
R R R R Idela
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Anthony Mz

1St
Line

2nd
Line

3rd
Line

Fit

v

y

v

Un-Fit

v

y

v

reatment Pathway

No No
deﬁ?,p, delizp/ | =~ 9el7P de'l“l‘i,p, delizp/ | 9U7P ibrutinib | ibrutinib
GHY mut | 'CHVAR T rps3mut  1GHY mut| 'RV MR rpggmyy| | Intolerant Refractory
v v v v v
: . CD20 +/-
FCR Obin+/- Obin or
BG/BR Ibrut Ibrut clb Ibrut Ibrut C_)Ib or Ven
idela
Prog: Ven Idela or
lbrut | oE Ve | Ven Ibrut Or veneto Ven SeT
Ibrut
Ven Idela +/- | | Idela +/- ven Idela +/- | | Idela +/- SCT or
R R R R Idela
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Levine Cancer Center: CLL/SLL Untreated Disease

1t Line Relapsed/Refractory
Dell7p or -
Observe Th5a brutinib * Ibrutinib (preferred) *Requires referral
mutation * Venetoclax* to LCI Main for
.. : Initiation of
any age .
No (any age) Idelalisib + Rituxan reatment
Indication Elderly +  * Ibrutinib (preferred)
com_orbidit « Obinutuzumab + * lbrutinib (preferred)
les Chlorambucil + Idelalisib + Rituxan
Treat? . Ibrutinib e Obinutuzumab +
Elderly/Fit utini | Chlorambucil
 Bendamustine +
(>65) .
Rituxan -
« Ibrutinib (preferred) Referral to LCI
. _ . : Main for
Indication « Consider FCR * Idelalisib + Rituxan transplant
P t
haael Youna/Eit (preferred for IGHV + Bendamustine + Rituxan | evaluation for
J mutated) select patients
(< 65) N
* |brutinib
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