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Cytokine Release Syndrome (CRS) iS a potentia”y severe adverse In vitro BCMAXCD3 CE" ki"ing dassay In vivo CD19xCD3 indUCEd CytOkine secretion
effect of cancer immunotherapies including CAR T cell therapies and

TOPICAL (Trial Of Prevention of Imnmuno Cytokine Adverse Events in MyeLoma) is
a Phase 1/2, single arm, open label, non-randomised clinical trial investigating the

Tumour cell death

T ceII.—engaging bispecitic antibodies (BsAbs) Whi_Ch carry black.box. X In in vitro models of BCMAxCD3 BsAb-induced TNF TNF -2 hrs IFNy IFNy =6 hrs safety and efficacy of POLB 001 in preventing cytokine release syndrome in multiple
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warnings for CRS, gnd management of CRS requires close monitoring § N tumour cell death with human PBMCs, POLB 001 ) — o] myeloma patients receiving teclistamab. POLB 001 is an orally administered p38
and can .be severe if not recognlse.d and treated promptly. . l'f; had no significant effect on tumour cell death = 10004 £ 1o = 15000 o] . 1| MAPK inhibitor in development for cancer-immunotherapy associated CRS.
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strain on the healthcare infrastructure. Initial dosing typically N : (CCR7, 4-1BB, CD25 or CD45RO) or intracellular Z o iﬂ Z 50001 * The study design is depicted in figure 5 (Study visit windows not shown)
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support. Availability of a convenient and effective prophylactic could g — et Time (hrs) Treatment Time (hrs) Treatment » POLB 001 can be administered in a healthcare setting or at home
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delivery. Due to expansion into new indications and earlier lines of - R - M a0 - 50- S s 6000- s000- s Approximately 30 patients will be enrolle
treatment’ use Of CRS"”dUClng |mmunotherap|es IS expected to rise. »0. ) 607 I é. $° ¢ The StUdy |S be|ng COndUCted N the UnItEd Klngdom by ACCEIGratlng Cllnlcal Trlals

40 * Kk
L]

w
<

4000- ol .. Ltd (ACT). Chief Investigator: Dr Emma Searle. The Christie NHS Foundation trust,
ﬂ Manchester

—

o
1
L]

Strategies to mitigate the impact of CRS are required.

POLB 001 is an oral p38 MAPK inhibitor in development for
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Teclistamab continued dosing

prevention of immunotherapy-associated CRS. POLB 001 has s 3 NN 1ARAE ' 10 o Lot ﬂ ﬁ 'ﬁ - . D.b '
previously been evaluated in two Phase 1 trials: a first-in-human "
SAD/MAD PK/PD study and an LPS challenge study, both in healthy
subjects, in which it demonstrated potent ability to decrease TNF,

IL-6 and IL-8, along with clinically meaningful reduction of CRP and
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CD45RO Granzyme B CD45RA Figure 2 (above): Plasma cytokine profiles following CD19xCD3 challenge e
_ rol Sl ' e T In an in vivo CD19xCD3 BsAb-induced CRS model, POLB 001 reduced levels =
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=l Cma Bl o Bs 35 0i o =0 i of all cytokines tested (TNF, IFNy, IL-6, IL-10) at all timepoints, with Figure 5: Dosing schedule in single arm, multi-centre, open label Phase 1/2 trial in
To investigate the in vitro and in vivo effects of POLB 001 on %10' %:Z : %j: : significant decreases of peak levels (p<0.05) (Figure 2). patients with multiple myeloma receiving teclistamab
cytokine release syndrome and T cell phenotype and function. ° £ ° | : . o , _ o ,
Y Y P yp SRR o SRR Figure 1 (left): Tumour cell death and cell markers for tumour cell killing Primary Endpoint: To make a preliminary assessment of the safety of POLB 001 in
METHODS fEzEEEEz s fETzEEEEE; fETEEEEee ® Donor 7 multiple myeloma patients following initiation of teclistamab treatment
. | | @ . Gean1 . eswa @ et emez R X BN S ® Donor 8 Secondary Endpoints; (1) to define early efficacy signals of CRS Prevention (2) to
In vitro: PBMCs or I?BMC'de”VEd negatively selected CD3+ T c.eIIs document the pharmacokinetics and pharmacodynamics (PK/PD) profile of POLB
10:1 or 5:1, respectively. RPMI 8226 cells were stained with . . , ,
. . . Exploratory Endpoints: To explore the effect of POLB 001 on circulating cytokine
CMFDA prior to killing assays. Cells were treated with two CRS Scores - Day 3 TNF TNF IFN-y IFNy filac in patient vine teclistamab
commercially available BCMAxCD3 bispecific antibodies (1 nM) o _® Vehicle 1900 250- 150003 =0, PrOTHies In patients receiving tedistams
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In vivo: NSG-MHC I/l DKO mice (Jackson ) i @ _'I s l . | Adalimumab 0 == . P 0 - 0 . * POLB 001 reduced key CRS-associated cytokines and did not impair BsAb induced
. . o 2-
100 cGy & humanlseo! with !DBMCS (15x10° or 10x1.0. ce!ls/mouse). i tumour cell death
After 5 days, tumour induction was performed by injecting 2x10° L i IL-10 IL-10 MIP-1A MIFEA 9 9 dently reduced clinical 4 sionifi v reduced
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antibody was used to induce CRS. Mice were treated 5 . 8000- _ 800 : . = 300 - g p?a sergr;\ ev(e]I s of TNF, MIP-1A, IL-4, IL-6, and IL-8 in @ humanised mouse mode
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group was included in the CD28 induced CRS model which was O 5 0% 2499 K & - 2a00f ||l | 7 * POLB 001 significantly reduced peak serum levels of TNF, IFNy, and IL-6 in a
treated with an anti-TNF antibody. Serial serum samples were Figure 3 (above): Clinical CRS symptoms measured daily o .A 2°°'j : ﬁ iﬂ CD19xCD3 in vivo model of CRS
obtained for Luminex cytokine analysis and flow cytometry. CRS In an in vivo CD28-induced CRS model. CRS clinical ’ - v B ’ o= -
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ac. IVITY | ut Will Stifi move e.lroun e Cage. withou COn. Inue dose POLB 001 (p<0001) and adalimumab :200- 300 . T myeloma i Ongoing
stimulation, 3 = rarely moving, or not moving unless being (0<0.0001) significantly prevented CRS symptoms at £ 150, £ 5 g 20!
stimulated, 4 = moribund (non-responsive to touch). Tumour g % 1001 3 T g
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burden was measured by IVIS (data not shown). dose POLB 001 on day 4 (p<0.05, data not shown) 50. — 3 10 /
Statistical analyses: For data at individual timepoints, a one-way (Figure 3). 0 = . 0 0’ 1. Shimabukuro-Vornhagen A et al. Cytokine release syndrome. Journal for ImmunoTherapy of Cancer 2018; 6:56; 2.
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Clinical: POLB 001 is being investigated in a non-randomised, non-significant) (Figure 4). There was no significant 2.0 v | 2 5. F CONTACT INFORMATION
single-arm, multicentre, open label phase 1/2 trial in patients with difference in tumour burden across groups. o I RN = 20 : . Liam Tremble: Email: [ o becoh Tol: +353 863001692
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multiple myeloma eligible to receive the bispecific T-cell engager Figure 4 (right): Levels of cytokines in serum determined by o ZZj ﬁ | 0 | r-| m_ 'am Tremble; Email: liam.tremble@poolbegpharma.com; Tef: +

antibody, teclistamab, within its licensed indication (Figure 5). Luminex prior to anti-CD28 challenge
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