A novel therapeutically active anti-TNFR2 agonistic antibody promotes Treg proliferation and
induction of Treg functional markers

Takahiro Miyazaki', Mekhala Maiti', Inbar Amit2, Damon Hamel', Qiuxia Wu', Rhoneil Pena’, Katherine Brendza', Thomas Chang?, Vivian G

1 Nektar Therapeutics, San Francisco, CA; 2 Biolojic Design Ltd., Rehovot, Israel

POS0465

1, Saul Kivimée', Yanay Ofran?, Jonathan Zalevsky'

BACKGROUND RESULTS

* TNFR2 signaling has been shown to be an important
gatekeeper of inflammation and its absence or deficit is

Sesociatod with a broad range of autoimmane diseases, NKTR-0165 displays TNFR2  NKTR-0165 is highly selective for TNFR2

« TNFR2 is highly expressed on regulatoryT cells (Tregs), agonism in bivalent binding
i cells for mai antibody formats
tolerance and preventing autoimmunity.

* Functional stimulation of Tregs through selective TNFR2
targeting could provide novel therapies for chronic
inflammatory diseases.

TNFR2 expression in human PBMC and CD4+

Treg subsets

TNFR2 agonism by NKTR-0165
increases human primary Treg
proliferation and upregulation
of FoxP3 and TIGIT

NKTR-0165 is selective for Tregs in hTNFR2 knock-in mice
and reduces inflammation in a KLH-induced DTH model

Human TNFR2 knock-in mice
(Biocytogen) were administered a
single intravenous (IV) dose of
NKTR-0165 (n=4 per timepoint).
Binding to CD4+ Tregs, CD4+

NKTR-0165 binding to NKTR-0165 binding to

D4+ Tregs CDa+ Teonv cells
N conventional T cells (Tconv) and
CD8+ T cells was evaluated using
L T i flow cytometry of splenocytes and
plasma concentration was
assessed by ELISA. Mice were
sensitized and challenged with
KLH on Days 0 and 7, respectively.
NKTR-0165 was administered
subcutaneously (SC) on Day 6.
Dexamethasone (Dex) oral daily
treatments started on Day 7.
*p<0.05, **p<0.0001, relative to
isotype control, one-way ANOVA;
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flow cytometry at the end of the 5-day culture period.
Representative data from experiments acrossn=4 PBMC
donors (mean, n=2 replicates).
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markers (FoxP3 and TIGIT) were assessed on Tregs using
revs iive Tiivs iiie Tiiias e o tional CD4 or CDS T cels (Tconv), N celt =2 replicates, mean + D]

CONCLUSION

F“'";o::mm * NKTR-0165 shows selective TNFR2 binding and receptor agonism in human Tregs with minimal binding and signaling activity in other TNFR2 expressing immune cells in vitro

and in vivo.
pmmaions  « NKTR-0165 agonistic activity enhances Treg lineage stabilization and upregulates expression of proteins involved in proliferation and Treg function.

flow cytometry-based
* NKTR-0165 demonstrates therapeutic efficacy in a KLH-DTH model in human TNFR2 knock-in mice.
* NKTR-0165 has the potential to selectively enhance Treg function through a novel agonistic mechanism and may offer a new approach for the treatment of chronic
inflammatory diseases.
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