Evaluating the maintenance of efficacy and tolerability of transitioning from IV anti-CD20
therapy to ublituximab: ENHANCE Study Interim Data

Barry Singer?, Tamara Miller?, Martin Belkin®, Sal Napoli*, Sibyl Wray®, April Erwin®, Derrick Robertson?’, Heidi Crayton?, Craig Herrman?®, Gabriel Pardo™, Theodore Brown', Emily Riser', Lily Lee', Koby Mok, Peter Sportelli’’, Edward Fox', Hari Miskin'®, John Foley®

'MS Center for Innovations in Care, St. Louis, United States “Advanced Neurology of Colorado, LLC, Fort Collins, United States , *MS Center for Innovations in Care, St. Louis, United States, *Michigan Institute for Neurological Disorders (MIND), Farmington Hills, United States, *“Neurology Center of New
England, Foxborough, United States, *"Hope Neurology PLLC, Knoxville, United States, °Rocky Mountain Multiple Sclerosis, Salt Lake City, United States, “University of South Florida, Tampa, United States, ®MS Center of Greater Washington, Vienna, United States, °JWM Neurology, Indianapolis, United
States, '°Oklahoma Medical Research Foundation, Oklahoma City, United States, ""EvergreenHealth, Kirkland, United States, '“Alabama Neurology Associates, Birmingham, United States, TG Therapeutics, Inc, Morrisville, United States

BACKGROUND STUDY DESIGN

0 BJ E CT IVES * In clinical practice, transition between therapies may occur for a variety - Prior exposure to anti-CD20 therapy was excluded from the ULTIMATE - ENHANCE is a 48-week, Phase 3b, open label, multi-center study designed to assess:

+ To present the ENHANCE study design, baseline of reasqns, mT:I)uihng subcz{p’::rnal reirr)]or(;sle, tgleral:;!ﬂy and pfa’ftlent | | and I.I tnzls,.tﬂet:]e.fotre, d_ajta Is needed to inform the efficacy and safety » the radiologic and clinical outcomes of transition from IV anti-CD20 therapy to ublituximab
demographics and data from cohorts transitioning from IV convenience. Lata on switching methodologies, efticacy, satety an asso.czlate with this rarllsmon. - | - the tolerability of transition, the incidence of infusion related reactions and infusion times, with
anti-CD20 therapy to ublituximab IE'erablhty are therefore necessary to confirm the benefits of the new . previously reported anti-CD20 transition studies demonstrated that elimination of the 150 mg loading dose

rapy. _ - ith i . L .
e.ap3./ | | | | | T[he presence of CD1S?+ B Cel.ls.(>1 %) was assomateq with increased « the impact of ublituximab on patient reported outcome measures
 Ublituximab is a novel monoclonal antibody targeting a unique epitope iInfusion related reactions.® Similarly, post-hoc analysis from ULTIMATE . . . . . i
. . . . . e  This study is evaluating two cohorts of participants receiving an initial dose of 450 mg of
on the CD20 antigen and is glycoengineered for enhanced antibody- | and |l revealed that the presence of B-cells at nadir was significantly ublituximab with varying infusion time (1-2 hrs) in an open-label design
KEY F I N D I N G S dependent cellular cytotoxicity. associated with infusion related reactions at week 24, 48 and 72.* ying P 9
— In the ULTIMATE | and Il studies, ublituximab met its primary endpoint - Patients transitioning from previous anti-CD20 therapy in a B-cell Ublituximab 450 mg

« In cohort 1, no infusion related reactions (IRRs) were of signiticantly reduced annualized relapse rate, and key secondary depleted state were therefore hypothesized to not require a 150 mg
observed for any of the participants transitioning from endpoints of significantly reduced T1 gad‘)"_”'“m'ef‘ha?c'”g [Gd+] lesions  starting dose prior to initiating a full 450 mg IV infusion. Cohort Week 1 infusion time | Week 24 infusion time
ocrelizumab directly to 450 mg ublituximab administered and- ne?/v/enl’argmg 12 Ie3|.ons. relative to te-rlflun.omlde. » The ENHANCE study is designed to evaluate the efficacy, safety
over 2 hours — Ublituximab’s Iabel_ed dosing is 450 mg I\( |nfu.3|on over 1 hourzevery 24 and tolerability of transition from previous IV anti-CD20 therapy to Cohort 1 2 hours T

» No infusion interruptions or infusion rate slowing was weeks after a starting dose of 150 mg IV infusion over 4 hours. ublituximab, with elimination of the 150 mg starting dose. our
observed, resulting in a median infusion time of 120 min RESULTS Cohort 2 1 hour

* |n cohort 2, which is ongoing, 4 (19%) study participants who
tranglt!oned from ocrelizumab d_lrectly to 450 mg ublituximab Demographics Premedications
administered over 1 hour experienced mild IRRs (all Grade . . L . . . . .

1) - In cohort 1, patients were transitioned from prior |V anti-CD20 therapy to an ublituximab dose of 450 mg over 2 hours » All study participants were administered premedications prior to infusion, as indicated in Table 2.
» 86% of participants completed the infusion with no — 13 participants met the eligibility criteria for inclusion. The median age was 37, most were female (n=10, 77%), white Table 2. Premedications Administered - ITT Population
interruption or slowing, resulting in a median infusion time (n=12, 92%), had a median BMI of 29 and a median of 4.3 years since MS diagnosis (Table 1). Ublituximab Ublituximab Ublituximab
of 60 min . . . . . . Route of Cohort 1 - Week 1 Cohort 2 - Week 1 Week 24
— 8 participants (62%) experienced wearing off with prior ocrelizumab treatment ey N=13 N=21 N=7
* |n cohort 2, which is ongoing, patients were transitioned from prior IV anti-CD20 therapy to an ublituximab dose of 450 N (%) N (%) N (%)
mg over 1 hour
CONCLUSIONS 9 )
— 21 participants met the eligibility criteria for inclusion. The median age was 44, most were female (n=13, 62%), white methylprednisolone (100-125 mg) 13 (100) 21 (100) 7 (100)
_ o . . . . . _ :
. Ublituximab administration was well tolerated in all cohorts. (n=18, 86%), had a median BMI of 28 and a median of 5.0 years since MS diagnosis (Table 1). Antupyret.lcs
with mild IRR observed in a small proportion of participants — 12 participants (57%) experienced wearing off with prior ocrelizumab treatment %cetar?mo(%%%n (5()30'1000 mg) Oral 2 gg?g 174 (8637)) ‘31 EZQ
. . L ibuproren mg
(none greater than grade 1) - Amongst the participants who did not meet eligibility criteria, 5 cases were due to elevated B-cell = 10 cells/uL (211, Antihistamines
» Consistent with previous reports and post-hoc analysis 103, 60, 93, 210 cells/uL) cetirizine (10 mg) 9 (69) 15 (71) 4 (57)
of ULTIMATE | and |l data, participants with low absolute ) ) ) ] loratadine (10 m Oral
. ’ o . - 9) 4 (31) 6 (29) 2 (29)
B-cell count at nadir have an excellent infusion tolerability Table 1. Baseline Demographics - Intention to Treat (ITT) Population diphenhydramine (25-50 ma) ) 4 (19) ! (14)
experience Ublituximab Ublituximab
_ _ o _ Iiuxima Iuxima Infusi Tol 1M
« The ENHANCE study is ongoing, and additional efficacy, Cohort 1 Cohort 2 niusion Tolerability
safety and tolerability will be reported in the future . N=13 N=21 * In cohort 1, no infusion related reactions were observed in any of the ublituximab doses administered
Characteristic o | | | | | | | o | | |
o e T o Age, years, median (range) 37 (22, 51) 42 (30, 61) — All study participants (I:o.mpleted thellnfu3|o.n W|t.hout mterruptlon.or slowing, w!th a median infusion dutatloh of 120 min |
aiiies or el e ions i (e ENEANGE Sluey sie Vil Sex female. % 10 (77) 13 (62) * In cohort 2, 4 (19%) participants experiences infusion related reactions, all of which were Grade 1 (allergic rhinitis, n=1; flushing, n=1;
Findlen for editorial support. The ENHANCE study is sponsored by TG ’ ’ headache, n=2; scratchy throat, n=1)
Therapeutics. Race. n (0/0)
REFERENCES: White | | 12 (92) 18 (85.7) — 18 (86%) of participants completed the infusion without interruption or slowing, with a median infusion duration of 60 min
1.steinman N Engl ] Med 2022 Aug 25:387(8):704-714. Black or African American 1(7.7) 2(9.9) » No infusion related reactions were observed during any of the ublituximab doses administered at week 24 (n=7)
2. BRIUMVI® Prescribing Information https:/www.tgtherapeutics.com/ Asian -- 1(4.8)
label-prescribing-info/uspi-briumvi.pdf _ — All study participants completed the infusion without interruption or slowing, with a median infusion duration of 60 min
3.Alvarez Multiple Sclerosis Journal—Experimental, Translationaland BMI, median (range) 29 (18, 50) 28 (21, 52) _ _ _
Clinical January—March 2022, 1-10 | _ _ _ Table 3. Infusion Experience for ITT Population
4.Fox Presented at the 38th Congress of the European Committee for Years since MS DlagnOSIS’ median (range) 4.3 (2'7’ 7'7) 5.1 (1 1 ’ 9'7) : : : : : _
gci?)tt;?;gtég?friz?:r;c:rx tl\rf: Ilt\ll[felteh(?rcllirgs IE;ES TRINS) | 26-28 Years since MS Onset, median (range) 6 (2.8, 22.6) 6.5 (1.3, 20.9) U%'gﬁg:,infb U%'::#g:;";b V\l’JebelLtuz)‘(llrSglsoe
Treapoutcsan conslinganlorspoain oo fom Ao, S 161 yers S, i, Gy, EMD Seono,Genentch, o, Janssn Number of relapses in prior 2 years, median 0 0 Infusion Experience N=13 N=21 N=7
i vesttr o s S, g, EMD S, A, RohalCnerah,Sanoh Goryme TG Teapetcs, iz, A, A Number of prior anti-CD20 therapy, n (%) nfusions completed, n (%) 13 (100) 21 (100) 7 (100)
e e e e e B L e S, ocrelizumab 13 (100) 21 (100) nfusions completed without interruption or slowing, n (%) 13 (100) 18 (86) 7 (100
Centym,an oo compeneaton for st . Exer Winess o e iy, S e v compnsaton ot s on a st Adion o nfusion duration, minutes, median (IQR) 120 (120-124) 60 (60, 65) 60 (60, 65)
Data Safe,ty Monitoring board for for Biogen, Bristol Myers Squibb/Celgene, EMD Serono, Novartis, Roche/Genentech, and Sanofi/Genzyme; and has received Number Of prIOr antl'CDZO |nfUS|OnS, medlan (range) 9 (5, 12) 7 (3, 14) IQR: Interquartile Range
Wray has received research support from Biogen, Hope, Bri’stc:IISI:/Io;el\:lsy Zr:u?t?t;ﬁt;;gz:ﬂ: 32221,?:::55:::::;’1 ,a;]:nso:;zz/nij?nzr:relg:; ::2::2:25;3'.3[ . o . 0 L
AE hasreceive.dcompensationasa.Spe.akerBureau m.emberforBiogen, Novartis, Genentech, anc.ITGTherapeutic.sandasanAdvisoryBoard r.nemberfor Absolute B_Ce” Count (medlan, Ce”S/“L) O (O, O) O (O, O) At basellne, 31 (91 /O) Of pal’tICIpantShad Table 4. Proportion Of participants With undeteCtable B-ce"
e e e undectable B-cells. Following ublituximab
receiv.ed consultingfeesfr.om.AIexion, I.3iogen, Brist.ol Myers Squibb, EMD Sero.no, Gclanentechj Greenwich Bio.sciences, Horizon, Janssen, MaIIir.lckrodt, Novartis, ImmunOQIObUIlnS, med|an (range, mg/dL) treatment, a” part|C|pantS (100%) had UndeteCtable TimepOint Proportion Of partiCipants With undetQCtable B-ce", 1] (%)
SRIME GHE, Saat a4 G Trrsasio HO s et spstr o o Sl Gy, S, M Sator, S s S 16 Taptes 9A 133 (59, 502) 147 (66, 420) B-cells measured at weeks 12 and 24.
consulting fees from Biogen, Bristol Myers Squibb, EMD Serono, Roche, Sanofi Genzyme, and has done research with Biogen, Novartis, Roche, Sanofi Genzyme, gG 909 (743, 1153) 863 (497, 131 O) Basellne 31 (91)
e o e 1 S e, ko e g B b e s M >9 (17, 120) 59 (17, 248) Week 12 18 (100)
Caucaton an ISAA. T8 s rocehe reseah grats o ot 5 hasnothin o sl LL KI5, CF an i e oy by 16 Thrapoutes, BMI, body mass index; MS, mulple sclerosis; Immunoglobuin Normal Ranges: IgA: 70-400; 1gG: 700-1800; Igh: 40 - 230 Week 24 11 (100)
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