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Quantitative digital pathology defines immune activation following aglatimagene besadenovec immunotherapy In .

(]
L J
L] ' >
® . .
® * .
L]
.
.
.-
.
.
.
o®
.
o®
e" o o

F. Barone?, J. Dwyer?!, A. Manzanera?l, J. Buiel, A. Cruz!, M. Lee?, J. Leech?, M. Chung?, M. Alderdice?, M. Garzotto3, G. Gejerman?, J. Sylvester>, R. Tutrone®, S. Finkelstein’, W.G. Nichols?, P.P. Tak!
1 Candel Therapeutics, Needham, MA, USA; 2 Sonrai Analytics, Belfast, Northern Ireland; 3 VA Portland Health Care System/OHSU, Portland, OR, USA; 4 New Jersey Urology, Summit Health, Saddlebrook, NJ, USA; 5 Atlantic Urology Clinics, Myrtle Beach, NC, USA; 6 Chesapeake Urology Research Associates, Towson, MD, USA; 7 Associated Medical Professionals of NY, US Urology Partners, Syracuse, NY, USA Contact: info@candeltx.com

ASTRO Annual Meeting 2026

Background Pathological complete response and biopsy evaluable population

Aglatimagene plus EBRT increased lymphocyte fraction and improved changes in

Aglatimagene besadenovec (aglatimagene) is a replication-defective adenoviral vector encoding the herpes simplex virus ~ Aglatimagene + EBRT significantly improved the negative biopsy rate in 2-year biopsies compared lymphocyte/tumor interaction relative to placebo plus EBRT (paired biopsies only analysis)
thymidine kinase (HSV-tk) gene. Preclinical and clinical data show that aglatimagene, combined with valacyclovir, induces  with the placebo + EBRT control arm Table 1. Posttreatment bioosy findings by treatment Among patients with detectable disease in post-treatment biopsies, aglatimagene significantly increased
local and systemic antitumoral activity that is synergistic with radiation therapy. L . N . P3Y g5 by lymphocyte/tumor enrichment score, intratumoral lymphocyte fraction, and lymphocyte-tumor mixing score (Figure 4).
« 451 post-treatment biopsies centrally reviewed by  armin the 2 year window ymphocy . y Y )
i 1 ( 1 ( Y ( 1 ( ) at least 2 blinded independent readers Aglatimagene + valacyclovir (vev) n=62 and placebo + valacyclovir n=46.
— . . . : Evaluable .
+* o ° - °
o 313 post-treatment biopsies available for review Patients Placebo Figure 4. Lymphocyte/tumor enrichment score
o for the 2-year (22-26 mos after EBRT) histologic n (%) b = 0.003
Aglatimagene No::ﬂ Ts ‘ aﬂalySiS Negative enri chme nt Neutral / Random Pos iti ve e nric hment O?ONCOVA change by arm (p = 0.003); n = 108 g **
< . . . . . * w 0.107
b d = * *11 biopsies (6 of which in the 2-year window) were Total 2% o = £
esadenovec | . . 5 ) £ 04-
mechanism of action | mtratumoral gene Prodrug Radiotherapy Antiimon Local and systemic defined indeterminate and excluded £ o £
: ot : . s i . . : o o O 2 - °
delivery activation synergy immune priming disease control from the patho|oglca| Complete response ana|y5|s Negatlve 167 (80 /o) 62 (63 /3) = e - . _ S .
Aglatimagene is a HSV-TK converts prodrug Radiation synergizes with Tumor cell death releases Tur.nor-specrfnc'l.'cells LE ' g 0.0 - o
gl cdacaun o ik hitine | | achamomaivingh | | migmeoddapte . | | sesBearils Significant difference between arms, X test; p=0.0018 N o o : - E
deliv‘ering HSV-TK to tumor DN:L\ in tumorpcells . and ac:ivétuon of the tlurr?or prgomoie adwationpof;(:cal state of POSItIve 42 (20/0) 36 (37 A)) =) 0167 GIJ 0.2 -
cells, minimizing systemic undergoing proliferation microenvironment (TME) and recruited immune cells immunosurveillance @ Tumorcell l_. =
toxicity. It is administered or repair @ Lympocyte Q -0.18 - 8 0.4 - —l —_—
with an oral prodrug for ? _S_ . . —_l
local activation . _ °
e Lymphocyte enrichment score evaluates preferential £ L20] ®2glatimagene +vev €06 —a .

: : k. : L —_ o ) k. J : : J localization near tumor cells relative to a random distribution E ® Placebo + vev - Aglatimagene Placebo +vcv
Despite treatment with curative-intent external beam radiation therapy (EBRT), approximately 30% of patients with localized, Al models trained on balanced pre. and - - - +vev (n=62) (n=46)
intermediate- to high-risk prostate cancer (PCa) experience recurrence. ey P Pre-freatment  Post-Treatment EX Pre-treatment B Post-treatment

post-radiation datasets annotated by
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with a 30% reduction in risk for prostate cancer recurrence Figure 2. Spatial tumor-immune quantification from Al analyzed H&E images. Representative whole-slide images of Figure 4. Al-based spatial analysis of paired pre- and post-treatment biopsies (n = 108) quantifying metrics listed above within tumor regions of interest.
7 and deaths of any cause in the ITT* population , N=745 baseline and post-treatment biopsies from each treatment arm, with Al-predicted cell classes overlaid: yellow indicates Plots show pre- versus post-treatment values for aglatimagene + valacyclovir (aglatimagene + vcv; n = 62) and placebo + valacyclovir (placebo + vev; n =
] lymphocytes and red indicates tumor cells. Magnification guide in the lower left corner indicates 50 um. 46). Line plots depict mean and standard error. Boxplots represent medians and interquartile range. All three metrics increased significantly with
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aglatimagene versus placebo (ANCOVA change by arm: p = 0.003, p = 0.006, and p < 0.001, respectively). P-values are nominal and not adjusted for

T deeeis Treatment with aglatimagene resulted in 38% reduction in . . . . . . .
I R risk for prostate cancer-specific disease recurrence (ITT*, Aglatimagene enhanced post-treatment increases in lymphocytic fraction multiple comparisons.
||| ] ° N=745) N | o | , Conclusions
£ | Across all collected biopsies, overall lymphocytic fraction increased in post-treatment samples in both arms (A,
- i .« oge . . . . <0.001), with a significantly greater increase in the aglatimagene arm versus EBRT alone (B, p=0.048). - Addition of aglatimagene to standard-of-care EBRT increased intratumoral lymphocyte infiltration and remodeled
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achieving a prostate-specific antigen (PSA) nadir of <0.2 Figure 3. Post-Treatment biopsies (n=427) the tumor microenvironment beyond EBRT alone.

ng/mL in the treatment arm compared with placebo arm 0<0.001 p=0.048 Figure = 3. Lymphocyte

fraction across all tissue

Hazard ratio (95% Cl): 0.70 (0.52, 0.94), P=0.0155
IMedian follow-up: 50.3 months (95% Cl 45.37, 51.29)

« This immune signature is still detectable in biopsies collected at more than 2 years after treatment, indicating
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foll DeWeese TL et al. Lancet Oncol 2026;27:673-685 . . T biopsies. * Its presence even in tumor-positive biopsies supports sustained immune surveillance and continued lymphocyte
Extended follow up: | i (A)  Pre- versus post- engagement with tumor cells as a mechanism for the improved disease-free survival observed with aglatimagene

After an additional ~20 months of follow up, treatment with aglatimagene was associated with:
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Improved t!me to blochemlca! failure with aglatl.magene' (HR=0.72; 95% CI 0.32 1.31) = (B) Post-treatment values by [l TS iy T T T np—

Improved time to salvage anticancer therapy with aglatimagene (HR=0.72; 95% CI 0.40 - 1.31) 0.1 - 0.1 - arm:  aglatimagene  +

Lower incidence of, and improved time to, metastasis in the aglatimagene arm after extended fO”OW—up (ITT, 0 v T valacyclovir (n = 282) versus References: 1. DeWeese TL, et al. Aglatimagene besadenovec (CAN-2409) with radiotherapy for patients with localised prostate cancer:

N=745; HR=0.58; 95% CI 0.21 - 1.59) with incidence of new metastatic disease in 8/496 (1.6%) patients treated with 0.0 — r 0.0 T ; olacebo + valacyclovir (n = @ phase 3, multicentre, randomised, double-blind, placebo-controlled trial. Lancet Oncology. 2026;27:673-685.

aglatimagene + SoC vs 7/249 (28%) patients treated with placebo +SoC EBRT+/-ADT Pre-Treatment  Post-Treatment 'A_g:ggi?oev?re . P:aceblo . 145); p= 0.048. Acknowledgements: We gratefully acknowledge the patients, investigators, and study site personnel who contributed to the PrTK0O3 study.

(n=622) (n=427) valacyclovir This study was sponsored by Candel Therapeutics.
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*EBRT= External beam radiation, ADT= Androgen deprivation therapy, ITT= Intent-to-Treat Garzotto M. AUA Oral presentation 2026 (n )
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