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BACKGROUND RESULTS

. Ublituximab is a glycoengineered, chimeric anti-CD20 IgG1 monoclonal antibody that targets a unique  Baseline Characteristics B-Cell Depletion

epitope of CD20; its low-fucose Fc region enhances FcyRllla binding and antibody-dependent cellular Fi 3 B-Cell Debletion After the First D Part 1 Fi 4. B-Cell Depletion bv 400 Fullv SC Reai
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CONCLUSIONS

Table 1. Baseline Demographics and Disease Characteristics
Part11IV  Part1SC/IV  Part2SC

e SC ublituximab showed an estimated SC

_ _ o o . . . . . Characteristic N=17 N = 45 N = 28 Participants with B-cells <10 cells/uL, % Participants with B-cells <10 cells/uL, %
bioavailability of 61.9%.  Ublituximab IV is approved for adults with relapsing forms of multiple sclerosis (RMS): 150 mg on Day - B - 0 0
1 (4-hour infusion), 450 mg on Day 15 (1-hour infusion), then 450 mg every 24 weeks.3 Follow-up, months, mean (SD) 21.4 (2.6) 20.0 (4.1) 1.7.(4.7) 100% 100%
 PKm ling predicted that 400 m . L - , , Age, years, mean (SD) 39.4 (9.7) 37.3(11.6)  41.5(11.3)
odeling predicted that 400 mg S_C « Subcutaneous (SC) formulations of ublituximab were developed to expand administration options. 80% 80%
every 12 weeks or every 8 weeks delivers | | N Female, n (%) 13 (76.5) 35 (77.8) 18 (64.3)
24-week exposure non-inferior to the TG110j-R_MS-S_C101 s a Phasg 1, two-part study evaluatln.g the PK, PD safgty and cllnlqal effects of Race, White, n (%) 17 (100) 45 (100) 28 (100) 60% 60%
: SC ublituximab in participants with RMS or MG who are ublituximab-naive. This presentation reports _
approved |V regimen (GMR 1.20 and 1.56; data on the RMS population Weight, kg, mean (SD) 73.9(21.5)  70.9(17.5)  77.2(20.0)
90% CI lower bounds 1.14 and 1.48, both BMI, kg/m?, mean (SD) 252 (6.6)  248(49) 2656 (6.5) 40% 40%
Y i di is, SD 7.2 (8.1 6.1 (7.8 5.8 (8.1
>080) M ETH O DS ears smce. iagnosis r'nean (SD) (8.1) (7.8) (8.1) 200% 200,
21 relapse in 2 years prior to 16 (94.1) 37 (82.2) 21 (75.0)
 100% of participants treated with 400 mg Phase 1, open-label, two-part dose-finding study of SC ublituximab screening, n (%) oy, 00% 00% 00% o,
fully SC regimens were depleted by Day 4 PART 1 - Initial-dose SC replacement EDSS score, median (range) 35(1.0-55) 20(0-55 20(1.0-55) BL D7 D15 BL W12 W16 W24 W32 W36
. Baseline B-cells, cells/uL, median 135.0 188.0 207.5
and remained depleted throughout the - Single SC dose on Day 1 in place of 150 mg IV, then - Day 1 (300 or 400 mg) and Day 15 (400 mg), then 400 mg (IQR) " (106.0-215.0) (135.0-227.0) (140.0-269.5) V150mg 17 ' 10 400 mg Q12W 9 9 9 9 8
tud approved IV regimen (450 mg Day 15, g24w) SC every 12 weeks or every 8 weeks _ . ' ' ' ' ' ' mg B B B B
stuay. Previously treated with DMT, n (%) 9 (52.9) 24 (53.3) 12 (42.9) SC 300 mg 27 21 27
° . I I [ . 1 1 22 ® D I h 24- k f h alues under the x-axis are n = participants with a B-cell count at the visit. Da ose: m or or m - or n = participants with a B-cell count at the visit; percentage is of n; eve weeks; subcutaneous.
. 400 fully SC _ q _ Sequential dose escalation: 50, 100, 150, 225, 300 mg SC Ivo§:;;eescted to matc week exposure of the approved Prior anti-CD20, n (%)? 0 3 (6.7) 1(3.6) Veluesunder he xaxs ae n = parcpants wilh 8-l count al e i, Day 1 dose: 150 mg IV, or SC 50, 100, 160 or 225 mg (S01-8C4), o 5300 participants with a B ||. . tat the visit; percentag | fn; Q8W/Q12W, every 8/12 . ks; SC, subout
mg u y reglmens (un ergOIng * |V reference cohort for relative bioavailability Data cut-off 30 June 2026. Part 1 SC pools cohorts SC1-SC5 and the model-informed 300 mg cohort; Part 2 SC pools the 300/400 mg Q12W, 400/400 . : T ) : «  100% of participants treated with 400 mg SC regimens were depleted by Day 4.
. mg Q12W and 400 mg Q8W cohorts. 20crelizumab was the only prior anti-CD20 agent received. BMI, body mass index; DMT, disease-modifying therapy; A Slngle SC |nJeCt|On on Day 1 depleted B Ce”S as rapldly as the 150 mg IV
Phase 3 evaluatlon) We re We”'t0|erated EDSS, Expanded Disability Status Scale; IQR, interquartile range; IV, intravenous; SC, subcutaneous,; SD, standard deviation. ‘ infusion. ° Depletion was sustained thrOUgh maintenance dOSing: 100% at every visit
with injection reactions occu rring onIy Administration m « Baseline demographics and disease characteristics were balanced across each
_ _ o _ 7 population.
durlng the first two |nject|ons (1 participant « SC drc])sels givenbtéy study staff as a single injection (<2 mL) « PK: AUC and relative bioavailability by cohort - Safet Tol bilit
- . into the lower abdomen
Day 1, 2 participants Day 15) all of which - PD: proportion of participants with B-cell counts <10 cells/pL Xposure arety olerabiiity
were Grade 1. IV doses per approved regimen - Safety: AEs, and injection- and infusion-related reactions Table 2. Model-Predicted AUC(0-W24): SC Q12W and Q8W Table 3. Overall Safety Summary Figure 5. Injection Reactions, 400 mg Fully SC Regimens
* 1-hour post-dose monitoring on Day 1 and Day 15 Regimens vs Approved IV Regimen Part1IV  Part1SC Part2SC
. . * MRI (Part 2 only): collected at Week 24 and Week 48 Participants, n (%) G
- ’ = = = rade 1
* NO T1 Gd en hanCI ng IeSIOnS We re Seen at AE, ad\./e.rse event; AUC, area under the concentration—time curve; EDSS, Expanded Disability Status Scale; GMR, geometric mean ratio; IV, intravenous; PD, pharmacodynamics; PK, pharmacokinetics; RMS, relapsing multiple MOdel-prediCted AUC(O—W24), pg/mL N 17 M= Nkslas 50%
Week 24 or Week 48 with fully SC sclerosis: SC. subeutaneous pep— Any AE 13(76.5)  40(88.9) 20 (71.4)
. Regimen N Mean (SD Median [range |
regimens. Figure 1. Study Schema ? (SD) lrange] (90%Cl) | |SeriousAE? 0 3(6.7) 2(7.1) 40%
_ _ Approved IV 120 52,260 (12,830) 50,820 Referance AE leading to permanent discontinuation® 0 1(2.2) 0
* These results SUpport SC ublituximab as an PART 1: Initial-dose SC replacement — SC Day 1 dose replaces 150 mg IV; subsequent doses per approved IV regimen regimen ’ [20,410-114,300] Treatment-related AE 7 (41.2) 24 (53.3) 13 (46.4) 30%
alternative to IV administration, with non- N 400 ma SCQIZW 120 62,650 (14,850 61.120 120 Any infection 10(58.8)  26(57.8) 15 (53.6) 0
inferior predicted exposure, rapid and Cohort Day 1 (Dose 1) Day 15 (Dose 2) Week 24, 48, 72, 96 P mg : ( ) [20,570—134,400] (1.14-1.26) S O ' 2.2) ! (3.6) 20% 11.8%
. . (n=2)
sustained B-cell depletlon, and a well- IV reference 150 mgIvV  |»| 450mglv  |+> 450 mg IV 17 79,260 1.56 Systemic injection-related reaction 0 10 (22.2) 7 (25.0) 10% 9%
tolerated safety profile 400 mg SC Q8W 120 81,000 (18,830) (24,900—171,600] (1.48-1.64) (n=1)
. ' ' Local injection-site reaction 0 1(2.2) 1(3.6) 0% 0% 0% 0% 0% 0%
- _ ’ ’ - - - - - - — 0
REFERENCES. SC1 50mgSC > 450mglv  |» 450 mg IV 3 PriATJ?:ry endpoints: ntravenous, P, pharmacokinetc; GEW/G12W. every 8/12 weeke, SC. subotanaous; SD, standard devation. oo e Infusion-related reaction (IV doses) 2 (11.8) 13 (28.9) — 0% D1 D15 W8 W12 W16 W24 W32 W36
: - (0-D14) : : : :
1. Steinman L, etal. N Engl J Med. 2022:387(8):704-714. = Proportion of participants with « Data represents 120 unique patients simulated from the population PK model. Death 0 0 0 400 mg SC 17 17 3 9 3 16 3 5
CD19 B-cell 310 Il / L t ° i i i ili - — aSerious AEs: Pa — anal fistula, anal abscess, liver disorder rosalpinx (1 each); Pa — appendicitis, basal cell carcinoma (1 each). POne
2. Babiker HM, et al. Expert Opln Investig Drugs. 2018,27(4)407-412 Sc2 100 mg SC ” 450 mg IV - 450 mg IV 3 Day 1; (pfee-dsose) celsi-a Estimated SC bloavallablllty’ mean (95% CI) 61.9% (551 70 6870/0) iri‘usion-rggtegr:altigat Wele]L£4l led tolubtl)ituximélla disc(:jontir(]jua,tigsr/]fjInfusl?on-r(e1latedTgaF;tignzsﬁ]CPartF;pSCdoctcu,r?ed Wlith I”V doses fron(11Day qi; ° 400 g Q12W (No9) and 400 g QBW (NoB) oot P TE— - — t — —— p—
° i i i i - i - onward. AE, adverse event; IV, intravenous; SC, subcutaneous. m =9) an m =8) cohorts poole =17). Incidence = participants with 21 injection-related reaction (systemic or local) at the
3. BRIUMVI® (UblItUXImab-Xlly) Prescribing Information. TG Therapeutics, PK moqellng and ?Imlﬂatlon predICted non ”:]ferlor 24-week exposure for both fU”y visit, b?/ highest grade. Values ur?derthe x-axis are thepnumberof participants dosé)d at trrl)e visit. Week 81/16/32 visits apply to the éSW cohort only. SC,
Inc. 2026. Secondary endpoints: SC regimens relative to the approved IV regimen. « SC ublituximab was well-tolerated: no deaths, one discontinuation for an AE, and subcutaneous.
SC3 150 mg SC 450 mg IV e 450 mg IV 6 = CD19+ B-cells <10 cells/yL at » Both lower bounds exceed the 0.80 non-inferiority threshold that defines the serious AEs in 3 Part 1 SC and 2 Part 2 SC participants, none related to study * AllIRRs were Grade 1 and completely resolved without sequela.
ACKNOWLEDGMENTS: each visit primary endpoint of the ongoing Phase 3 trial. drug. * No IRRs were Grade 22, serious, or resulted in discontinuation.
The authors thank the participants and their families for their contributions to » Any grade and grade =3 AEs
the TG1101-RMS-SC101 study, the investigators and site staff at the SC4 225 mg SC > 450 mg IV > 450 mg IV 6 = |nfusion/injection reactions M Rl
participating centers, and Victoria Findlen for editorial support. The study is
sponsored by TG Therapeutics, Inc. . . . . . . 0 . = . . . .
e 300mgSC  »|  450mglv |- 450 mg IV 07 Figure 2. T1 Gd-Enhancing Lesions, Part 2 Fully SC Regimens Table 4. AEs Occurring in >10% of Participants in Any Group Table 5. Injection-Related Reaction Symptoms
DISCLOSURES: 0 Part1IV Part1SC/IlV Part2SC . . o Part 1 SC/IV Part 2 SC
KS has received honoraria for speaking, consulting and serving on advisory Mean number of T1 Gd-enhancing lesions Participants lesion-free, % ARBITEE il 10 2] N=17 N =45 N =28 FEIUEIEENT S, ), N =45 N =28
boards for Merck, Novartis, Roche, Biogen, Celgene, Bristol Myers Squibb T .
and TG Therapeutics. ¥ ° YErs =4 PART 2: Fully SC regimen — model-informed doses targeting 24-week exposure comparable to the approved IV regimen 1.0 125% Any AE 13 (76.5) 40 (88.9) 20 (71.4) Any injection-related reaction 11 (24.4) 8 (28.6)
JI'has nothing to disclose. 100.0%  100.0% Upper respiratory tract infection 4 (23.5) 15 (33.3) 7 (25.0) Systemic injection-related reaction 10 (22.2) 7 (25.0)
74 TES METE 10 CIEEess: Cohort Day 1 (Dose 1) Day 15 (Dose 2)  Maintenance to Week 96 Participants 0.8 100% : : :
HM, TT, JP, and CR are employees of and hold stock or stock options in TG Primary endpoints: 78.6% Infusion-related reaction (IV doses) 2 (11.8) 13 (28.9) — Chills 5 (11.1) 0
Therapeutics, Inc. : : L :
EK has received honoraria for speaking, consulting, and serving on advisory Q12W 3001400 mg 300mgSC  |»| 400mgSC || 400 mg SC Q12W y = AUC (o w24 0.6 75% Injection-related reaction (SC doses) — 10 (22.2) 7 (25.0) Headache 4 (8.9) 1(3.6)
boards for Merck, Novartis, Roche, and Biogen. L . ,
This study was funded by TG Therapeutics, Inc. _Segg?gfrg enlcljpgirci)ts. IS/ul at 0.4 50% Headache 1(24.4) 3(10.7) Pyrexia 2(4.4) 2(7.1)
Q12W 400 mg 400 mg SC »> 400 mg SC - 400 mg SC Q12W 9 each ViSit-Ce s =1Ucelsipl-a Urinary tract infection 3 (176) 3 (111) 2 (71) Influenza-like illness 2 (44) 2 (71)
(o)
r Any grade and grade 23 A 0.2 25% Pharyngitis 1(5.9) 5 (11.1) 1(3.6) Myalgia 2 (4.4) 1(3.6)
" InTtusion/injection reactions
Q8W 400 mg 400mgSC > 400mgSC > 400 mg SC Q8W 8 « T1 Gd-enhancing lesions 0.0 0.0 0.0 0% Nasopharyngitis 2 (11.8) 1(2.2) 4 (14.3) | |Local injection-site reaction 1(2.2)2 1 (3.6)°
Baseline Week 24 Week 48 Baseline Week 24 Week 48 Influenza 1 (59) L 3 (1 07) E;rrt);rusc(l}r;;?scltri]ogrs];cé:gﬁpDay1 SC injection (subsequent Part 1 doses were 1V infusions); Part 2 SC: all SC injections. Symptoms shown if reported in
aInjfaction site pain (Grade 1). PInjection site erythema (Grade 1).
Week 24 primary analysis — Week 120 end of study | Population: Age 18-65 years; RMS (McDonald 2017); EDSS <5.5: Naive to ublituximab; B-cells 240 n 28 28 11 n 28 28 11 Cough — — 3(10.7) 'V, Intravenous; SC, subcutaneous.
cells/uL Part 2 SC cohorts pooled. Participants in MRI-mITT: baseline n=28, Week 24 n=28, Week 48 n=11 (Week 48 reached by the 300/400 mg Q12W cohort Preferred terms shown if reported in 10% of participants in any group; sorted by Part 1 SC incidence. In Part 1 SC, infusion-related reactions cccurred Premedications:
only). Gd, gadolinium; MRI-mITT, magnetic resonance imaging modified intent-to-treat; SC, subcutaneous. y - Ak, adverse event; 1V, » O : Part 1 SC: antihistamine, corticosteroid and antipyretiC (a” Oral) 30—60 min before
Intravenous Subcutaneous EDSS, Expanded Disability Status Scale; IV, intravenous; PK, pharmacokinetics; « Mean T1 Gd-enhancing lesion count fell from 0.4 at baseline to 0.0 at Week 24 and <+ Upper respiratory tract infection and injection- or infusion-related reactions were the each dose
ublituximab ublituximab q8w/q12w, every 8/12 weeks; RMS, relapsing multiple sclerosis; SC, subcutaneous. remained 0.0 at Week 48. most common AEs. Part 2: antihistamine, corticosteroid and antipyretic (all oral) 30—60 min before first
* 100% of participants were lesion-free at Week 24 and Week 48. dose; antihistamine and antipyretic only for all subsequent doses
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