POLB 001, AN ORAL BROAD-SPECTRUM ANTI-INFLAMMATORY WITH
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Cytokine Release Syndrome (CRS) is a well-recognized toxicity that
occurs with high frequency following treatments such as T-cell
engaging antibodies, Chimeric Antigen Receptor (CAR) T cells and
other T-cell boosting immunotherapies. In addition to patient
mortality and morbidity, the high frequency of CRS associated
with these treatments is a major challenge for healthcare
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CRS is currently treated by reactive administration of tocilizumab,
steroids or anakinra1 ADVE RSE EVE NTS ® Placebo m 30 mg POLB001 A 70 mg POLBO01 V¥ 150 mg POLB00O1
A significant, dose-dependent reduction was observed in the LPS-driven IL-6 response in plasma for active treatments compared with placebo

POLB 001 is a Phase 2 ready p38 MAPK inhibitor in development

for severe influenza infections and CRS2. In vivo. POLB 001 acts as *Ej ‘j‘ I (inhibition range: 37.7-63.5%). Also, a significant reduction in IL-8 and TNF in plasma was observed in all active treatments compared with
. ' . I e R R~ B o oo fl N T —  Canersite | Caheterate | o Enersy “." e esing I,- ' placebo. Maximal inhibition appeared to be reached at a dose of 70 mg (80.7% for IL-8 and 73.5% for TNF). For IL-10, a significant reduction was
a broad_spectrum ant|'|nﬂammat0ry by potently |nh|b|t|ng the T Palpiat Vision Blurred impairment | Distension bain upp senc Diarrhoea Flatulence Nausea Vomiting Asthenia " ldnecs oai Chills ereace g Fatigue I | | Feeling cold . . .
expression of proinflammatory cytokines such as IL-18, IL-6, IL-8 msome |0 : : : : : : : ; : : : : ; ; : ; : observed for POLB 001 70 mg and 150 mg compared with placebo (of 62.4% and 62.7%, respectively; all p<0.001). IL-1B levels in plasma were
N 20 TNFo ng , v S misbme| 1 : : ; : : ; : : : : : : : : : : : below the LLOQ, the distribution of the data was not normal or log-normal, and so the requirements for analysis were not met. Nevertheless,

graphical presentation appeared to show a trend towards suppression with POLB 001 150 mg.

CLINICAL PARAMETERS
A significant reduction was
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The aim of the study was to evaluate the ability of POLB 001 to ': Shearved in LPS.driven CRP
§uppress Lipopolysaccharide (LPS) driven Ic.)cal,. and systemic s ; Il I Mean Body Temperature Heart Rate Rise (bpm) C-Reactive Protein (CRP) levels for POLB 001 70 mg and
immune responses. Safety and pharmacokinetics of POLB 001 R n .. = o= n .l == = = o m = = om 0 m mom . 150 mg compared with
were also Observed - . DlZleness pos;ural Hea(:ache Paraes;thesw Presy:cope Somn:lence Tre(r)nor Brady:h rrrrr Ins:mla DryT:roat : Sne(:)zmg Acone Eryt:ema Pain :fskm Pru:tus Palllor ol d;ess LPS: v LP? " W
m70 mg 3 1 4 0 0 0 0 0 1 1 0 0 1 0 0 0 0 0 38.0+ g pIaCEbO (331% and 333%
L B e e e L R e e e e LI R B reduction). HR during the IV
No SAEs occurred during the study. The highest number of adverse events was observed in the placebo : : LPS challenge was significantl
1 g 5 g g y
group (50 events), followed by the POLB 001 30 mg group (45 events), the POLB 001 70 mg group (25 §3’-°' 1 N lower in participants receiving
events), and the POLB 001 150 mg group (25 events). The most commonly reported AE was headache, with % s . active treatment compared
gci, D4 D6 the highest number of participants and events in Ehe plac.e.bo group (8/9 [88.9%] participant.s and 14 events) . : ) with placebo (4.0-9.3 bpm
= 4 intradermal doses 1 intravenous dose followed by the POLB 001 30 mg group (6/9 [66.7%] participants and 11 events). Headache is a known effect %, 005550, %, %, %, — D66h D6 Sh e2an  |lOWEr [5.8-13.4%]). Maximal
g of LPS of LPS of LPS challenge®. Out of range alanine aminotransferase (ALT) values were observed in the POLB 001 150 Y, o o b e ? oo o b e e e ot s inhibition appeared to be
mg and placebo groups on Day 4 (two participants and one participant, respectively) and Day 6 (one hed at POLB 001 70
> P . P . ® Placebo m 30 mg POLBOO1 A 70 mg POLB0OO1 V¥ 150 mg POLBOO1 reacne d mg
5 1|12]3]|4]5 7 participant in both groups), and at the EOS visit for POLB 001 150 mg (one participant, 3005)
4
£ 30mg i 150me LOCAL IMMUNE RESPONSE POLB 001 150 mg significantly reduced LPS-driven IL-13 CONCLUSIONS
a MP % 9 MP % 9 P x 9 (47.3%) and TNF (65.1%, p<0..OO.1). responses in blisjcer exudate
Flacebox3 Placebox3 Placebox3 b TNF 2004 LPS0 IL-1B compared with placebo. No significant effect of active e POLB 001 was well tolerated with a favorable safety profile in healthy participants at all dose levels tested in this study.
This was a single-center, randomized, double blinded, placebo- 2000- | treatment compared with placebo was observed for IL-8. IL-6 * Both local and systemic immune responses to LPS were suppressed by POLB 001 compared with placebo:
controlled, multiple dos’e study (NCTE)5765955) 36 h’ealthy . _ levels were below the lower limit of quantification as a - POLB 001 suppressed tissue cytokine and cellular responses upon intradermal LPS injection.
' - ' 2 2 100 consequence of strong LPS response suppression by POLB 001 - POLB 001 suppressed systemic cytokine, CRP, and p38 MAPK phosphorylation levels upon IV LPS administration.
volunteers were orally administered 30, 70 or 150mg POLB 001 or 5 1000 3 d con Atlv did not fit normality required for analvsi
olacebo BD (3:1 active to placebo) for 7 days. Each subject was - anad consequently 0 ormality required tor analysls. e Clinical trial design is planned to demonstrate the ability of POLB 001 to treat CRS in patients receiving T cell engaging
I . L ok I 1 f All treatment groups 3 e Hadi - - -
then challenged with intradermal lipopolysaccharide (LPS) (4x5 a » e Placcbo  m 30 mg POLBOOL esulted in a s;ggnifizant multi speuflc. a.ntlbodles.for the.treatment of haematological mal.lfgnanue& | |
ng) and intravenous LPS (1 ng/kg) which drive local and systemic N M. il g _ A 70mgPOLBOOL Y 150 mg POLBOOL duction o * Further preclinical work is ongoing to demonstrate.th(.e potent abI|ItY of POLB 001 to treat CRS in humanised mouse
inflammation, respectively. Venous blood samples were collected . e roonile cormpared models of CAR T cell therapy and CD28 super agonist-induced cytokine storm.
to measure target inhibition and inflammatory markers. 4 gy P IL-8 2 e IL-6 : **  Neutrophils to IacFe)bo g
intradermal LPS challenges were applied to the forearm of each 3 | T | § 1000 Mepasureménts outside
volunteer and a single blister exudate sample was collected from L o 3 the limits of ACKNOWLEDGEMENTS REFERENCES
each blister to prevent interference from multiple sampling. s 2 s L
I f ” f h f f "é 1000 g 5000 § CIUGntIfICGtIOn were 1. Ayuketang FA et al. Management of Cytokine Release Syndrome (CRS) and HLH. The
Volunteers were followed-up 12-16 days after the first dose o E corrected Centre for Human Drug Research EBMT/EHA CAR-T Cell Handbook [Internet]. Cham (CH): Springer; 2022. Chapter 26.
POLB 001. The eXplOratory pharmaCOdynamiC analySiS presented g | g 2500 - g 0. (CHDR)(NetherlandS) WhO COndUCtEd 2. i/lojjrlFaenbd7M et al. Proof of pharmacology of Org 48775-0, a p38 MAP kinase inhibitor,
was performed using repeated measures mixed model (RMMM) i v = Eew the study and the 36 volunteers et
statistics in SAS. Protocol day and hours after LPS Protocol day and hours after LPS Protocol day and hours after LPS who pa rtiCipated. 3. Dillingh MR et al. Characterization of inflammation and immune cell modulation
induced by low-dose LPS administration to healthy volunteers. J Inflam. 2014; 11(28)
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