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BACKGROUND METHODS AND DATA METHODS AND DATA
Model based comparison of WTX-124 and Model Schema: Cleavage of WTX-124 in the tumor Model fit to WTX-124 plasma and tumor data [1]
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half-life extended (HLE) non-alpha active IL-2 PK

* The same plasma and tumor WTX-124 and free IL-2 PK data were used
to represent tumor activated non-alpha IL-2 prodrug and free

Although high dose recombinant human IL-2 (rhIL-2) is an effective Model fit to rhiL-2 plasma and tumor data from

immunotherapy for certain patients with metastatic melanoma and MC38 mice non-alpha IL-2 exposures
renal cell carcinoma, the clinical benefits are counterbalanced by life- »  Model for RO and TIL proliferation kinetics based on published work [3]
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* High affinity Ky IL-2R affy=0.13 nM
~14 fold weaker in mouse relative to human x 0.096 nM/10

IL-2 receptor (‘non-alpha’ IL-2s) have entered the clinic. However,
minimal monotherapy antitumor activity has been observed at doses
tolerated by patients. Conditional activation is a novel engineering
strategy for toxic drug molecules that could provide an alternative
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after dosing with rhlL-2, half-life extended non-alpha IL-2, WTX-124 Time (hrs) receptors — high activation hypothesized to lead to safety risks
(an activatable, tumor selective IL-2 prodrug or INDUKINE™ PK data in plasma and tumor from MC38 mice after a single 50 pg * TlLs such as “activated” CD8s express high affinity receptors — activation
molecule), or a non-alpha IL-2 tumor-activated prodrug. intraperitoneal dose of rhiL-2 of these cells result in tumor killing [2]

MODEL PREDICTIONS MODEL PREDICTIONS

Receptor occupancy (RO) metrics on peripheral lymphocytes and TILs Receptor occupancy (RO) predictions suggest WTX-124 has best

suggests that WTX-124 is best in class with respect to therapeutic index therapeutic index among IL-2 molecules investigated: High RO on TlLs
and minimal RO on peripheral lymphocytes
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* Asthey are unmasked, rhiL-2 and non-alpha IL-2 have higher systemic RO stemming from intermediate-affinity receptor binding
Tu mor versus pl asma rece ptor occu pancy (RO): Su bSta ntla I Iy Improved * In comparison to tumor-activated molecules, WTX-124 and non-alpha IL-2 prodrug have lesser systemic RO
th t- . d f WTX 1 2 4 *  Tumor-activated WTX-124 (using wild-type IL-2) has significantly higher tumor RO than tumor activated non-alpha IL-2 due to high-affinity
era peu IC Index 1or receptor binding on TILs from wild-type IL-2, versus intermediate-affinity receptor binding with the tumor activated non-alpha IL-2

* Both rhiL-2 and non-alpha IL-2 can achieve high RO on TILs, however only when systemic RO is high, consistent with toxicity observed
in the clinic
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consistent with the effective antitumor response observed in mouse models [1] https://werewolftx.com/
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o Comparable RO on TlILs can be produced with a tumor-activated non-alpha IL-2,
0001 001 01 i 0 100 0001 001 01 : 0 100 but only at substantially higher doses (~¥100x more), consistent with observations of
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Dose (mg/kg) Dose (mg/kg) ineffective antitumor response with high doses of tumor-activated non-alpha IL-2 [2] \
o Both rhlL-2 and non-alpha IL-2 can also achieve high RO on TILs but only where
* Ratio of average tumor RO to maximal plasma RO, and maximal tumor RO to maximal plasma RO are shown peripheral RO is also high, consistent with the observed toxicity in patients
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* As dose is increased to 30 mg/kg, only WTX-124 has a high tumor to plasma RO ratio [3] Momin N et al., Nat. Commun., 2022, 13: 109
[4] Charych D et al., PLoS One. 2017, 12(7): e0179431.

* Maximal plasma RO may be linked to safety, whereas tumoral RO to antitumor effects




