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—  Combining fractionated radiation with immunotherapy has the potential to simultaneously kill cancer cells and
stimulate anti-tumor immunogenicity; however clinical studies investigating the combined effect of radiotherapy TeAEs tading
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ey ¢ £ i
2z Notovaluabie confimed complete response
B 05 - One patient with grade 3 (poorly differentiated) SCCHN (located in the nasopharynx) and p16-negative in the 5.0
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e Table 1. Patient characteristics at baseline (safety analysis set) Preliminary pharmacodynamic analysis in peripheral blood showed induction of a STING gene signature
C R » Radiation + dazostinag + pembrollzumab (median 2.2-fold at 5 mg) (Summary Panel), and cytokines, including IFN-y and IP-10 (2.3- and 2.7-fold at 5 mg,
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scivaton and (%, unless + Pre-treatment and on-treatment tumor biopsies evaluated by scRNA sequencing in one patient revealed enrichment
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- Thi label, -escal f dazosti i follow 1
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« Patients received 8 Gy x 3 fractions of image-guided radiotherapy (between Days -8 and -2) followed by intravenous Safety profile mutation Gytokine expression fokt-change normalzed to Cycle 1,0 hor.
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plus pembrolizumab (Summary Panel) * Duorl, 33 (7.1%) ptlent repred ireement smesgent ASs (TEA, Tabla 2. nane o i wera consicered cose-Iitig
i W
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radiation-related serious TEAES

- Median « Fluike symptoms, such as fatigue, chills and pyrexia, were among the most common TEAES reported (all-cause and
Study objectives +  Dazostinag-related TEAEs were reported in 17 (50%) patients; the most common were fatigue (n=9, 26.5%), chills (n=3, 8.8%), o dazostinag-related) and are indicative of interferon pathway activation
. i . i i inai diarthea, arthralgia, and myalgia (n=2, 5.9% each) (Summary Panel 5 50 65 70 90 50 55 60 60
The nnmary objective was safety and tolerability of the dazostinag and pembrolizumab combination following lo valgia ( ) ry Panel) priortines of %7 i o) i o10) s 50 o e « Despite having progressed on prior CPls, this study reported signs of clinical activity with one patient having a
radiotheray * ezt st grds 2 TEAES wars rgoced n 3 paints: grda 3 i (04 g cobr), grads 3 pase incrsssod therapy complete response and one patient having a partial response per RECIST 1.1 criteria
. " ; etk wing radi " mg cohort), and grade 4 thrombocytopenia (the 5.0 mg cohort
Akey secandary objective was preliminary anti-tumor activity of combination therapy following radiation, locally (in the (0.8mg ). and g ytopenia ( g ) (range) + Pharmacodynamic biomarker induction was shown to be consistent with STING agonism across multiple dose levels
radiation field) and systemically (non-irradiated lesions) + Three patients discontinued dazostinag due to the following TEAES: blood bilirubin increased (0.8 mg cohort),liver function test Prior N e — These findings. along with those of et stud ot dazosti bined with CPIs®®
. increased (0.2 mg cohort), and muscular weakness (5.0 mg cohort); and one patient in the 0.8 mg cohort had an infusion-related i ) + These findings, along with those of the ongoing fintune-1 study suggest that dazostinag combined with CPIs'
Exploratory objecives included determining whether dazostinag plus perbrolzumab folowing radictherapy resulted Toaction, whidh It 1o dazetnag Infusion InfomUpton “""’"‘““"Y and/or with fractionated radiotherapy provided benefit for some patients with advanced/metastatic solid tumors who
in changes in peripheral blood and in non-imradiated tumors, consistent with activation of innate andor adaplive “Patents radation e sty Wi dazostnag “includes Asian and ot have progressed on CPls. Further research s needed to understand which patients might benefit from this treatment
immune responses + Two patients (n=5.9%) reported immune-related AES: optic nerve disorder (3.5 mg cohort) and lichenoid keratoss (2.5 mg cohort) e aAE G ks e ontion
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