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OBJECTIVE CONCLUSIONS

» To evaluate the long-term clinical efficacy and safety of ublituximab (UBL) J . Ear![y init(ijatilon ofI ltJ)BL a;nd continued treatment over a period of 5 years provided MS patients with
sustained clinical benefit.

 The ARR in Year 5 of continuous treatment with UBL was 0.02, equivalent to one relapse occurring in
KEY F I N D I N G S 50 patient-years (PY).

* Upon completion of the double-blind period (DBP), over 85% of participants from each treatment arm » Patients treated with continuous UBL exhibited a lower rate of disability progression compared to
entered open-label extension (OLE). 70.4% and 76.2% completed 3-year UBL treatment during OLE in those initially treated with TER, demonstrating the benefits of early initiation of high-efficacy disease-
the continuous and switch cohorts, respectively. modifying therapies.

* Patients who continued UBL exhibited low and decreasing annualized relapse rate (ARR) throughout the - The overall safety profile of UBL remained consistent over 5 years of continuous treatment in an
observation period [ARR: 0.053, 0.032, and 0.020 for Years 3, 4, and 5, respectively. During OLE Year 1, exposure-adjusted analysis of adverse events (AEs), with no new safety signals emerging with
patients who switched from teriflunomide (TER) to UBL experienced a significant reduction (-58.4%) in prolonged treatment.

ARR (0.182 vs 0.076)].
( v ) « Immunoglobulin levels remained stable with prolonged treatment, and the mean IgM and IgG levels

» Confirmed Disability Progression (CDP) lasting 24 weeks at Year 5 was 8.0% in UBL vs 14.3% in TER- remained above the LLN. There was no association between decreased immunoglobulin levels and
UBL patients [HR (95% CI): 0.612 (0.414, 0.904); p=0.0126], and 92% remained progression free with risk of serious infections. /
continuous UBL treatment.

: : - : : : ACKNOWLEDGMENTS. The authors thank the participants and their families for their contributions in the
[ Y Y -
Confirmed Disability Improvement (CDI) lasting 24 weeks at Year 5 was 17.0% in UBL vs 12.2% in TER ULTIMATE studies and Victoria Findlen for editorial support. The ULTIMATE studies are sponsored by TG

UBL patients [HR (95% CI): 1.472 (1.048, 2.067); p=0.0249], resulting in one in six patients experiencing Therapeutics.

Copies of this
poster and previous
publications can
be obtained by QR
code. These are

improvement in disability after 5 years of continuous UBL treatment. REFERENCES o T

1. Babiker HM, et al. Expert Opin Investig Drugs. 2018;27(4):407-412. and(rjnay notrt:eI
. ' i 2. Alvarez E, et al. Presented at: CMSC; 1-4 June 2022; National Harbor, MD, USA. Oral presentation DMTO03. il
In the cohort that received continuous UBL for at least 5 years, the IgM and IgG I_ev_els [mean (SE)] were 3 Foloy J ot a1, Presentod at 75th AAN Annual Mesting. Anril 25:27. 2023, Boston, MA. P7-011 npartwihout
0.69 (0.04) g/L and 8.06 (0.13) g/L, respectively, and remained above the lower limit of normal (LLN). 4 4. BRIUMVI® (ublituximab-xiiy) Prescribing Information. TG Therapeutics, Inc. 2022. authors and study

5. Steinman L, et al. N Engl J Med. 2022;387(8):704-714.

Sponsor.

BACKGROUND METHODS

» Ublituximab is a novel monoclonal antibody that targets a unique epitope of CD20 and is glycoengineered for - The active-controlled ULTIMATE | (N=549) and Il (N=545) studies evaluated UBL 450 mg intravenous infusion
enhanced antibody-dependent cellular cytotoxicity (ADCC).’ every 24 weeks (following Day 1 infusion of 150 mg and Day 15 infusion of 450 mg) vs TER 14 mg orally once
» Ublituximab exhibits enhanced ADCC and Fcy-receptor (FcyR) binding relative to all other currently approved daily for 96 weeks.®
anti-CD20 therapies used in multiple sclerosis.>? -+ After 2 years of randomized, active-controlled, DBP, RMS patients either continued UBL treatment (UBL-UBL) or
» Ublituximab is administered in lower doses and with shorter infusion times compared with other currently infused switched from TER to UBL (TER-UBL).
anti-CD20 therapies,” administered in 1-hour infusions after the first infusion.* » Adjusted annualized relapse rates (ARR) were analyzed using generalized estimating equations. The 24-week
+ ULTIMATE | (NCT03277261) and ULTIMATE Il (NCT03277248) are identical, Phase 3, randomized, multicenter, CDP, 24-week CDI, were estimated by Kaplan-Meier method and Cox regression model.
double-blind, active-control studies evaluating the efficacy and safety of UBL versus TER in participants with . 24-week CDP was defined as an increase of 21.0 point from the baseline EDSS score if the baseline score was
relapsing multiple sclerosis (RMS).® <5.5 or an increase of 20.5 points if the baseline score was >5.5, sustained for at least 24 weeks.
* In ULTIMATE I and Il studies, UBL demonstrated significant reduction in disease activity vs TER over 2 years, . 24-week CDI was defined as a reduction from the baseline EDSS score of 21.0 point, or 0.5 points if the baseline
demonstrating a statistically significant reduction in ARR for UBL compared with TER as well as significant EDSS score was >5.5, sustained for at least 24 weeks.

improvements in the number of Gd+ T1 lesions and the number of new/enlarging T2 lesions.*® Results from an
additional 3 years of OLE are presented below.

RESULTS

- Safety analysis contains patients treated with UBL in DBP and OLE, and patients who received UBL in the OLE
phase after switching from TER. COVID events were excluded.

Population disposition Figure 1: Patient disposition in ULTIMATE I/ll and OLE phase Safety
* In the pooled ULTIMATE | and I Pationts randomized during the double-blind, active-controlled * The rate of all AEs were calculated using exposure-adjusted incidence rate (EAIR) per 100 PY with 95% CI.
groups, upon completion of DBP, treatment peri(oNd_ n gk;WMATEIand" Treatment-emergent adverse events (TEAE) in the overall UBL population in the pooled DBP+OLE period was
over 85% of participants from each — 205.08 [200.46, 209.81], which was lower than the rate observed in UBL cohort from DBP (374.84 [363.79,
treatment arm entered OLE (Figure 1) Assigned to Uintltximabduring DBP Assigned toTeriqurtomideduring DBP 38622]) (Figure 5)
* 85.4% (N=422) continued UBL (N=546) Lo  The EAIR per 100 PY [95% CI] for serious adverse events (SAE) in the pooled UBL cohort was 5.88 [5.14, 6.73],
treatment and entered OLE, and 87.4% l l which was consistent with the rate observed in DBP (5.59 [4.37, 7.14]).
— - : Completed week 96 of DBP Completed week 96 of DBP
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in OLE. e I — T (80.92 [75.88, 86.30]).
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UBL treatment during OLE in the ’ cohorts
continuous and switch cohorts, l | l | '
respectively. T comeiets S - IRRs were lower in the pooled UBL cohort (26.69 [25.06, 28.43]) compared to DBP (54.12 [50.02, 58.55]).
*OLE period:15-Nov-2019 until data cutoff on 01-Jan-2024. DBP= Double-blind period; OLE= Open-label * |ncidence rate of all malignancies was 0.17 [007, 037] In the pooled UBL COhOrt, which was consistent with DBP
extension; Patients completing DBP had to re-enroll for OLE. The median gap between DBP and OLE was (0 17 [004, 070])

approximately 8 months.

 TEAE leading to treatment discontinuation in the overall UBL population in the pooled DBP+OLE period was 1.69

ARR [1.32, 2.18], which was consistent with DBP (1.66 [1.06, 2.60]).
* During OLE Year 1, patients who Figure 2: Annualized relapse rates (ARR) during Years 1 and 2 « No cases of PML were identified in the overall UBL exposed population in the pooled ULTIMATE DBP and OLE
) _ P POp P
switched from TER to UBL experienced of DBP and Years 1-3 of OLE studies, as of the analysis cutoff date of January 1, 2024.
a significant reduction [-58.4%] in ARR . . . . . .
: - p=0.0001 p=0.0001 B TERduring DBP « The overall safety profile remained consistent with up to 5 years of continuous UBL treatment.
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y g ) g HR: 0.612: p=0.0126 : : : ! 0 IRR = Infusion-related reactions; TEAE-Discon = Treatment-emergent adverse events leading to treatment discontinuation; SAE: Serious adverse events; Sl: Seri-
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period for patients treated with ublituximab

for UBL-UBL and TER-UBL, respectively; 0 24 48 72 9 120 144 168 192 216 240 . There was no association
p=0-0142 (Flgure 4)- Number of patients at risk Time to onset of CDI (Weeks) found between decreases in
= TER/UBL 546 515 488 474 446 401 383 366 350 327 320

» At the end of Year 4 and Year 5 since UBLUUBL 543 512 482 458 421 377 346 323 305 286 275 iImmunoglobulins and infections.

randomization, 24-week CDI was

. 0 0 —_ Data Cutoff: 01-dan-2024. The 24-week CDI was derived for OLE based on Double Blinded Phase EDSS
observed in 15.0 /0 vs 10.3 /0 (p—00290), baseline. CDI = Confirmed disability improvement; DBP= Double-blind period; OLE= Open-label extension;

and 1 7_0% VS 122% =00382 Of UBL = ublituximab; TER = teriflunomide; HR = Hazard ratio
(p ) *Estimation by Kaplan-Meier method & hazard ratio is estimated using Cox regression model with treatment

patients, respectively (Figure 4). group as covariate. Time to onset of CDI is the time from randomization in DBP to the onset of CDlI, includ-
ing gap period between DBP and OLE where applicable
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