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refractory after = 2 therapies have a poor prognosis. Patients need
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cytotoxic T cells to kill CD20-expressing malignant cells. In the dose-
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demonstrated evidence of clinical activity in heavily pre-treated
patients with relapsed/refractory (R/R) NHL.'

Primary objectives of this study are to assess safety, tolerability, and

dose-limiting toxicities and to identify the maximum tolerated dose ReS U |tS EXpOS U I'e -ReS pO n Se
and/or recommended dose (RD) of plamotamab. Secondary

objectives are preliminary anti-tumor activity and pharmacokinetics

(PK)/pharmacodynamics. Table 1. Baseline Characteristics of Patients Treated at RD CRS After First Dose

Overall (N = 44) Overall (N = 44) Figure 3. Exposure-Response Plot of CRS at First Dose

We report exposure-response (ER) analyses of the dose-escalation Median age (range), years 69.0 (36, 86) Prior CAR-T n (%) 22 (50.00) Peak IL6 vs Cmax Grade 2+ CRS vs Cmax

cohorts (Partg A, B and C) from the same study. We also report Male, n (%) 28 (63.64) Primary disease at enroliment Population: Parts A, B, and C
safety and efficacy results from the follicular lymphoma (FL) and Baseline ECOG DLBCL/HGBCL 32 (70.45) (dose-escalation cohorts, both weight-based
diffuse large B-cell ymphoma (DLBCL) escalation (Part C) and 0/1/2 17 (38.64)/24 (54.55)/3 (6.82) DLBCL, NOS 6 (18.75) and flat dosing).

expansion cohorts at the proposed RD regimen. Ann Arbor stage at baseline, n (%) DLBCL, ABC 7 (21.88)

Limited: Stage I/Stage Il/Stage Il bulky 2 (4.55)/3 (6.82)/1 (2.27) DLBCL, GCB 5 (15.63) * Positive trend observed between
plamotamab Cmax post first dose and

Advanced: Stage lll/Stage IV 4 (9.09)/34 (77.27) DLBCL, other? 8 (25.00)
M et h o d s Median time since initial diagnosis, months 38.0 HGBCL 6 (18.75) peak ILG levels as well as Grade 2+
Median number of prior systemic therapies 4.0 Follicular lymphoma 10 (22.72) CRS events.

: Refractory to last therapy, n (%) 21 (47.73) Mantle cell lymphoma 1(2.27) « Minimal IL6 increases and Grade 2+ CRS
Figure 1. hem i jon, n (9 i | |  Grades
gure StUdy Schema Prior transplantation, n (%) 5 (11.36) Nodal marginal zone lymphoma 1(2.27) events observed in the lowest tertile. o Grade 3

a DLBCL, other: DLBCL associated with chronic inflammation (n = 2); DLBCL, unknown type (n = 2); EBV-positive DLBCL, NOS (n = 1); primary cutaneous DLBCL, leg type (n = 1); T-cell/histiocyte-rich LBCL (n = 1); primary mediastinal B-cell lymphoma (n = 1). I e Grade 4
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o Bd ﬁxedrtpupdosmg -~ ——— a Table 2. All AEs in >15% of Patients Table 3. Grade 23 AEs in >1 Patient CRS After Step-up Doses

Priming dose C1D1: 10 — 80 ug/kg Preferred Term,2 n (%) Overall (N = 44)

Peak dose (within 2 cycles): 125 - 360 ug/kg QW Patients with at least 1 TEAE 44 (100.0) Preferred Term,? n (%) Overall (N = 44) Figure 4. Exposure-Response Plot of CRS After Step-up Doses

Cycle 1 Cycle 2 Bi-weekly dosin

Flt dosig g e Ty v +'06 + v Vv ’ CRS 31 (70.5) Patients with at least 1 TEAE Grade 23 31 (70.5) | P = 0.0305 (N = 69) P =9e-04 (N = 63)
and then step-up dosing  [AC T IE I S I I I N Pyrexia 18 (40.9) Neutropenia 11 (25.0) « Grade 3 ICANS occurred in  As post-dose Cmax after step-up doses did - - -

Part C dosing schedule:

Oyeti08/2/20 Somgaw | Anaemia 16 (36.4) ArEETE 7 (15.9) 1 patient (1/44, 2.3%). not correlate significantly with incidence of
' | | oyete Syete 2 Shweakly dosin Nausea 15 (34.1) _ _ any-grade CRS after the 2nd or 3rd dose
Sem o Estabish an MTD® using . - , oo Neut . 15 (341 Lymphopenia 5 (11.4) * Atthe RD, 9/44 (20.5%) patients h he utilitv of th
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o e _ a N Asthenia 11(25.0) Thrombocytopenia ' Cmax,,./Ctrough, . fold-increase in serum
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. - 0 " [
e T o o coan ¥ S, Diarrhoea _ 10 (22.7) Hypophosphataemia 3(6.8) ?OVIP 19 d(4/ 44, QC? /Ot) dca r.zal plamotamab associated with each step-up
L 9T clEEie 9(20.5) WBC count decreased 3 (6.8) unnel synarome, LI10Stridioldes was explored as a metric to predict

Hypophosphataemia 9 (20.5) - difficile infection, neutropenia, L
Parts A and B are weight-based dosing, and Part C is a flat, step-up Hypotension 9 (20.5) éIE)T Vlrr;:_rf;sed 2 Ej:; -almar-plantar probability of CRS.
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dose Ctrough is a significant predictor of | = Gratie 2

any-grade CRS after 2nd and 3rd dose.

dose regimen with biweekly dosing from Cycle 3 Day 1, enabling a Thrombocytopenia 9 (20.5) erythrodysaesthesia syndrome, The ratio of post-dose Cmax to pre- Grado 1 *

: . Fatigue 2(4.5
more convenient dosing schedule. COVID-19 8 (18.2) H gr caemi 5 (4 5; and Pneumocystis jirovecii
Constipation 8 (18.2) ypercalcaemia (4.

Part C uses a priming dose level of 0.8 mg, which was informed by Eatique 8 (18.2) Hypokalaemia 2 (4.5) pneumonia (1 patient each, 2.3%).
Parts A and B to mitigate CRS. Vorr?iting 8 (18'2)

RD from Part C Cohort 1C was used in the DLBCL and FL expansion AST increased 7 (15.9) Sepsis 2 (4.5)
grOUpS, n= 20 eaCh Decreased appetite 7 (159) a All AE terms were coded using MedDRA version 25.0. Grading is per Common Terminology Criteria for

a All AE terms were coded using MedDRA version 25.0. Grading is per Common Terminology Criteria for Adverse Events (CTCAE). Adverse Events (CTCAE). Ex p OS u re VS C I i n i ca I Res p o n S e Ex p Os u re -S afety Res p 0 n s e at Ta rg et D Os e

6 30 3 10 30 100
Pneumocystis jirovecii pneumonia 2 (4.5) C1D8 Cmax/C1D1 Ctrough Ratio C1D15 Cmax/C1D8 Ctrough Ratio

ER analysis was conducted based on exposure metrics calculated

using population PK (popPK) model for plamotamab vs observed Figure 6. Exposure-Response Plot

responses related to efficacy/safety from Parts A (n = 39), B (n = 43), Cytokine Release Syndrome at RD Figur.e 5. Exposure-Response Plot of Safety
and C (n = 14). of Efficacy

- Figure 2. Distribution of CRS Grade by Visit _ _
Data are presented on all patients enrolled and treated at RD by llabloEbisies s eylandibulatienientie 9 y P=001(N=49)

= Safety Population at Cycles 1 and 2: Part C/Expansion Combined . TS : 0
30 June 2022 (Part C and Expansion, n = 44) with a data cutoff of Overall (N = 44) No Grade 3 CRS observed. Significant correlation 100%

_ _ CRS event, n (%) 31 (70.5) 100% between plamotamab - |
24 August 2022 and 30 new patients at the RD since the ASH 2021 Grade 1 13 (29.5) et moees * CRS generally resolved by . exposure metric
: Cycle 2. exposure metric that | /

presentation.’ Grade 2 18 (40.9) accounts for vs Grade =3 AEs post

. . . Grade 3/4 0(0.0) « Median time to onset ~24 hours. competition for target dose.
Key InCI usion C”te Fiad Median time from start of last dose to onset of 25.97 8 (20%) CD20 binding - Indicates the potential

CRS, hours : :
. : : ’ . . . . ituxi for a wide therapeutic
B-cell NHL in patients aged 18 years or older. Median duration of CRS, hours 14.75 For this analysis, AEs with preferrd form cytokine. between rituximab P

 Ineligible for or have exhausted standard therapeutic options and not CRS leading to treatment discontinuation, n (%) 0 (0.0) 5 (13%) o multiple CRS events at a dosing visit, the record with and plamotamab vs | dwmdow at the target
a candidate for or refusing hematopoietic stem cell transplantation. Treated with tocilizumab, n (%) 15 (34.1) c1b1  CiD8  C1D1S 12 2 cop8  CaD15  CaD22 ?eaé'é?&‘a”;ecﬁf’ tﬁreagﬁrfbfri?'pgqizgén(mrfstg;f;)treach ORR. OS¢ CRS grade
. . o/ \a e Pact
Last dose of anti-CD20 antibody > 4 weeks before plamotamab. Treated with steroids, n (%) 13 (29.9) 08mg 2mg 20mg 35mg 50mg 50mg 50mg 50 mg visit. CRS was graded per the ASTCT consensus criteria. Response No CRS
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: ! rade 1
ECOG performance status of 0 to 2. ° SD 0.1 1 10 * Grade 3

a Part C/Expansion includes all patients treated at the RD. n=44 n=44 n=40 n=38 n =34 n=28 n =26 n=24 e PR  Srade ? 1 . . .
: : e ® PD Calculated RO at C2D1 Trough o Grade 4 Calculated RO at C2D1 Trough
Diagnoses for expansion cohorts were limited to DLBCL and FL. Best Objective Response Rate _ DLBCL and FL at RD

Methods for Exposure-Response Analysis

, : : Effi Evaluable Pooulati DLBCL/HGBCL FL Overall T Pobulati DLBCL/HGBCL FL Overall
* Analysis was based on exposure metrics calculated using popPK Icacy Evaluable Fopulation (n = 25) (n = 8) (N = 33) opulation (n = 32) (n = 10) (N = 42)

model for plamotamab vs observed efficacy/safety responses from ORR,2 n/N (%) 13/25 (52.0) 7/8 (87.5) 20/33 (60.6) ORRa n/N (%) 14/32 (43.8) 8/10 (80.0)  22/42 (52.4) C I o
Parts A, B, and C. Complete response 6/25 (24.0) 4/8 (50.0) 10/33 (30.3) Complete response 6/32 (18.8) 4/10 (40.0) 10/42 (23.8) O n C U S I O n S

At data cutoff (10 Nov 2021) of Parts A, B, and C only, data Partial response 7125 (28.0) 3/8 (37.5) 10/33 (30.3) Partial response 8/32 (25.0) 4/10 (40.0) 14/42 (28.6)

were available from patients who received at least 1 dose of Median duration of response, daysP 126 NR 126 Median duration of response, daysP 126 NR 126 _
plamotamab in the second cycle and were evaluable for CRS and Median duration of follow-up, days 169 191 169 Median duration of follow-up, days 132 191 166.5 * Plamotamab was generally well tolerated with no Grade 3+ CRS events at RD.

for efficacy and safety at the target dose. Post CAR-T, n/N (%) 16/25 (64.0) 1/8 (12.5) 17/33 (51.5) Post CAR-T, n/N (%) 20/32 (62.5) 1710 (10.0) 21/42 (50.0) « RD demonstrated evidence of clinical activity (ORR = 60.6%; efficacy evaluable population) in DLBCL/HGBCL and FL patients despite adverse prognostic

ORR,® 8/16 (50.0) 0 8/17 (47.1) ORR® 8/20 (40.0) 0 8/21 (38.1) factors such as prior CAR-T (50%), heavily pre-treated (median 4 prior lines), and 30% with poor risk histology (HGBCL and ABC-DLBCL).
CR rate 4/16 (25.0) 0 4/17 (23.5) CR rate 4/20 (20.0) 0 4/21 (19.0)

, P =0.97 (N = 49)
* Lack of correlation . .
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To account for CD20 binding competition between plamotamab and
rituximab, the exposure metric receptor occupancy was calculated « The RD of 50 mg reached the trough levels potentially associated with higher response rates and without incidence of high-grade CRS.

using the formula as provided by Li et al. ASH 2019.2 HGBCL = high-grade B-cellymphoma; NR = not reached. - ER analysis for CRS identifies the safety exposure limits after both priming (Cmax) and step-up dosing (Cmax/Ctrough) to avoid high-grade CRS events.

Patients enrolled before 30 June 2022. Efficacy evaluable population is defined as patients who reached the top dose level of 50 mg and, in addition, who did not withdraw prior to 2 cycles and completed at least 75% of doses (6 of 8 doses) and have post-baseline response

ER pIOtS are d|V|ded intO interva|S (daShed green IineS) indicating assessment data available; or patients who withdrew due to AEs/death; or who withdrew other than AEs/death and have completed at least 75% of doses of the first cycle (3 of 4 doses). Intent-to-treat (ITT) population is defined as all treated patients. ° ER anaIyS|S for efﬁcacy |nd|CateS an increase in ORR Wlth increaSing exposure but a ﬂat relat|0n5h|p for eXpOSU re vs hlgh_grade AES pOSt admlnlstratlon Of

I I I a By Lugano criteria; objective response rate (ORR) is defined as the proportion of patients achieving a best overall response of PR or better. ® Kaplan-Meier estimate; Duration of response is defined as time from initial response (PR or better) to first documentation of relapse
te rtl IeS Of the Correspond | ng eXpOSU re metrICS . O pe n Sq uares at eaCh (recurrence after CR) or progression (after PR) or death, whichever comes first. Patients who terminated the study without documented progression will be censored at the last tumor assessment date. ¢ Denominator is the number of patients with post CAR-T in each indication. ta rg et dOSG .
c - c - 0 - -
interval indicate the observed rates with 95% Cls from binominal

distributions. Black lines are the modeled average trend based F Utu re D i re Cti O ns

on linear regression model when the response variable is peak IL-6
and logistic regression model when response variables are CRS,

AEs, or clinical response; shaded areas represent the References ACknOWIngmentS
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« Cohort to accelerate titration to IV RD now actively recruiting (Part C Cohort 2C).
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