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TRANSLATIONAL ANALYSES ~
* [ntra-tumoral (IT) administration of an oncolytic virus has been shown to induce local and Exposure A. Tumor biopsy analyses (part A) B. IHC Intratumoral detection of a-CTLA-4 D. Anti-vaccinia virus neutralizing antibodies
systemic antitumor effects through direct tumor cell kiling and adaptive cytotoxic T cell = Patients received a median number of 4 BT-001 injections (range, 2-19). . - n T e | [ (parts A and B)
response. = Median size of injected lesions was 27 mm (range, 15-65) 23 72 | s>z | S5 lsoype e | B OtE CTLA4 1500-
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= BT-001 is an oncolytic vaccinia virus with enhanced replication selectivity in tumor cells and _ :\/Ietglan volbu_met_of BT ?Ol pg_r adm|n|§tratl;)n was 2|'.O ML gé?”ﬁec 1.0 4'0)'7 . 211 =8 =8 8°% | E g 1250-
genetically engineered to express GM-CSF and a novel full-length anti-CTLA-4 hlgG1 mAD. n the combination part, median number of pembrolizumab infusions was 7.5 (range, 2-11). | Aol squamets | | = e o S e R X e w 5 o0
. o . . . . . Safety 01.03.001 10 cell carcinoma Perineal skin/20 D5 detected 10.2515 PR TR WS R i S e S D *,9‘ RGeS 3
= BT-001 showed strong antitumoral activity in various murine tumor models, including » No dose-limiting toxicity was observed. Not e
immunologically “cold” tumors, with enhanced activity when combined with an anti-PD-1 agent. = No AEs led to BT-001 and/or pembrolizumab discontinuation 01.03.002 10> Breastcancer  Breastnodule/30 D5 BOBEXD2 o ope [ASEEE R Faamn ari :
= BT-001.01 is a first-in-human dose-escalation triaL to evaluate Safety, t0|erabi|ity’ and antitumor = Most common BT-001-related AEs are reportEd In the table below. 01.01.001 106 Melanoma Axi!\l(a)(rjy;l/y;r;ph D5 1.31E+06 1.833 C. BiOIOgiCaI fluids ana|yseS (part A) 2001
activity of IT injections of BT-001 alone and in combination with intravenous pembrolizumab in 6 | T 250-
patients with advanced/metastatic solid tumors. BT-001 monotherapy | BT-001 in combination Overall PLOSO03 DT laynxarenoma - gornalnode/2s 00 OSEROT 322 .

ith pembrolizumab - ' ' : '
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* Atotal of 24 patients received IT injections of BT-001 every 3 weeks as monotherapy (Part A)) | [ S N R U B N | o 7 Ve S 0 e 05 £S5 couamed s (C) BT-001 oncolytic virus replicated within the tumor wit

6 — 7 — 8 ) = antibody : L : :
at doses of 1Q pfu/mL (cohort 1, n=6), 19 pfu/mL (cohort 2, n=6) or 10° pfu/mL (cohort 3, Pyrexia 7 38.9 3 50.0 10 41.7 01.03.011 10° Leiomyosarcoma Muscularlesion oo Not i ok s . rare and sporadic shedding in biological fluids or excreta.
n=6), or combined to 200 mg of IV pembrolizumab (Part B) at the dose of 107 pfu/mL (n=6). Chills 3 16.7 1 16.7 4 16.7 JEpEANEY) 2 detected a0 o s , (D) Anti-vector neutralizing antibodies were induced in all
. S aive | includi those who had PR (01.02.005, and
o T i : _ Skin ulcer 4 22.2 0 00.0 4 16.7 - - s | patients Including .02.005,

o Trea_tment was admlnlsterec_l until dl_sappearance of all injectable .I.e5|ons (for BT-001), inuicer | (A) (B) Virus backbone and/or o-CTLA-4 payload were found in all 2 Urine 53 0 01.04.008) and those with significant decrease (230%) in size
confirmed disease progression per iRECIST, or unacceptable toxicity (for BT-001 and Injection site inflammation 1 — 2 s ? 122 tumor biopsies. Feces 40 0 of injected lesions (01.01.001, 01.01.005, and 01.03.004).
pembrolizumab), for a maximum of 24 months. Injection site ulcer . 15.7 L LOLD : —— - /

_ _ _ Eosinophilia 1 5.6 2 33.3 3 12.5

= Translational analyses were performed in part A, and consisted of PATIENTS WITH PARTIAL RESPONSE ™
- Virus detection by gPCR in (1) tumor biopsies at baseline and on Day 5 or 50, (2) blood at baseline and from Day m A total of_ 18 episodes of BT-001 related pyrexia (15 of grade 1, 3 of grade 2) were observed PD(L)-1 resistant melanoma Multiresistant lelomyosarcoma

1 to 64, (3) skin swabs (4) saliva (5) urine and (6) feces on Days 2, 8, 15, 43 and 64. In 10 patients. a |

. . . . . . . . . . . . . . 48-vear-o male _ _

- Measures of (1) GM-CSF by Luminex assay in serum at baseline, on Days 5, 8, 15, 29 and 36, (2) anti-CTLA-4 " Injection or biopsy site AES Were_reported _m 15 patients, '”C'“d'”g all 6 patients _Of_ Cohort 1_m St Y IV melanoma. diaan d in 2020 28-year O.Id female : : : : :

mAb by ELISA concomitantly to virus detection in blood and, in tumor biopsies at baseline and on Days 5 or 50, the monotherapy part, and mainly consisted of grade 1-2 skin ulcer, and injection site age v melanoma diagnosed in £ Stage IV mtraosseous.dorsolumbar junction |e|0m-y055-lrc_0ma dlagnqsed In 2021 | | | |

and (3) anti-vaccinia virus antibodies in serum (parts A and B). inflammation, pain and ulcer. The trial Safety Review Committee considered that some of Three prior lines of antineoplastic therapy Ragllattqunt;herapy, 1Ehen EIS lines of anéllnecr)]plas-tlc thelralpy-(Clsplatln-lfc;flfarr}lde-gdrllamyC|n/pazopanlb/trabectedln/ dacarbazine/olaparib)

_ _ o , : (nivolumab-ipilimumab x2 and durvalumab- and radiotherapy of a pulmonary cardiophrenic angle lesion one month before inclusion
= Tumor response was assessed by the investigator using iRECIST and RECIST v1.1 on Days them were rather due to disease progression. | alasertib BT-001 was injected at the dose of 107 pfu/mL in a left femoral adenopathy in combination IV pembrolizumab.
\ 43 (week 6), 85 (week 12), then every 8 weeks the first year and every 12 weeks thereatfter. / " A to_tql Of_ E gr_ade 23_ BT-001-related AES were observed: one grade 3 skin ulcer located at ceralasertip). Longest diameter of TL progressively decreased over time. PR was observed from week 6 to 28+ with a clear reduction in the size of
the injection/biopsy site, and one grade 3 transient lymphocyte count decrease. multiple and bilateral non-injected pulmonary lesions.
. . . . . . . . TRY 7 umor size of target lesions over time
» Five of the 6 patients treated with BT-001 in combination with pembrolizumab presented a BT-001 was injected at the dose of 10 - . ! rlarget :
TRIAL SCHEDULE _ _ fu/mL in 2 right thiah b lesi Target lesion 1: left femoral lymph node (injected)
\ total 13 AEs related to pembrolizumab, none of them being grade = 3. Most common AEs pru/mL in 2 right thigh subcutaneous lesions - N ¥ 10-
BT-001 monotherapy (Part A) were pyrexia (n=3), pruritus (n=2), and eosinophilia (n=2). In combln_atlon with 1V pembr_ollzumab. 3
DLT period Longest diameter of target lesions (TL) o .
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-A__A__A_“ - A. Best Overall Response according to IRECIST ' Baseline week 6 week 12 & 204
CT Biopsy Biopsy cT CT %?‘11) _ _ Target lesion 3: left pulmonary nodule (non-injected)
&y, iPR iSD iUPD iCPD 2 of the 6 patients treated with At _week 36, a new metastatic pancreatic o] TYee
V srootinaumoralnesion T Injection n (%) n(%) | n(%) | n(%) BT-001 in combination with lesion was observed. G el
pembrolizumab exhibited PR =N y “oo =
BT-001 combination with pembrolizumab (Part B) BT-001 monotherapy 18 0(0.0)  4(22.2) 8(444) 6(33.3) T e AT | 3 e
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T S, SE— S . N N E—TETETY e— 3132: e Tumor immune-profiling was performed by multiplex IHC at baseline and on Day 43 on tumor biopsies of the injected lesion (Gustave
A A A BA A - o injection B. BT-001 in combination with pembrolizumab: swimming plot (IRECIST) Roussy Unlock program, analysis performed by Veracyte, Inc.).
CT Biopsy CT blopsy CT
- - - VOlur;:cgi;:éO?l}rEg: g;jzicnon Patient . We?ke Vvee:k - Vveel:( » e e Al baseline, tumor cells were PD-L1 Immune contexture analysis in tumor biopsies
N g | e— L erwsoenean 35
A A& ; - one patient (01.02.005) with PD(L)-L resistant | | % e oge milrats vt ok of ety | e
KEY ELIGIBILITY CRITERIA 01.02.005 | ’ ’ ’ ’ ' melanoma 5 | - 1200 Cl
02,005 | ) . . mphoid structure (TLS). S ot | covn -
\ | A <> <> <> A - one patient (01.04.008) with leiomyosarcoma ymp ( | ) - E 000 P P E 25 233 L T
= Age 218 years ov.02.000 [N \ = = ; ; treated with 5 prior lines of therapies. D aamor Diopsies 2 o5 5 2
. . . . . . . | ’ ‘ , ? i Both showed a sustained PR. > 186 S
» Advanced/metastatic solid tumors having failed and/or intolerant to standard therapeutic options 01,04,008 @ @ < < i 5 60 2
I 1 ! ! g % x11
= Atleast one injectable and measurable cutaneous, subcutaneous or nodal lesion or04000 [N \ | Tumor size of target lesions over ime g e 8 " 3"
Baseline iy R, TS0 ; 200 134,62 5
. . - . : Best Overall Response [l iUPDIll icPD [ iPR STl o 8 3 iy e £ : 2,02
- LongeSt dlameter Of the InJeCted leSIOnS = 50 mm (except n part A’ COhort 1) Response at each assessment <> Partial Response /\ Stable Disease /\ Unconfirmed Progressive Disease Confirmed Progressive Disease - e g o Kat o1 T RN ™ e 0 il w0 ° 0 I 0.2 0 017
_ ' H Ata ks "‘k Sl ‘ ‘ Tcells Cytotoxic T cells Activ. cytotoxic T cells NK cells Prolif. Cytotoxic T cells Reg. T cells
\» ECOG performance status O or 1 VAN C. Best change of size of injected lesions (%) D. Best change of size of non-injected lesions (%) ® . PFREREES woeecine a3 e o g
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PATIENT AND DISEASE CHARACTERISTICS Over_al_l, BT—OOl_ as monothe_rapy or in c_ombination with pembrolizumab induce_-d tumor .shrinkage i.n 9 of 26 injected lesions and in 5 of 37 PD-L1+ | 13 Macrophage subsets representation in tumor biopsies
\ non-injected lesions. The antitumoral activity was further enhanced by the combination with pembrolizumab. 201 o sl SRR RN R e
BT-001 BT-001 in combination Overall 100 - _ R ey WP Bk B w o 13.5%)
24 patients from 5 Characteristics monotherapy with pembrolizumab - 80 - 122 g — i En el S SR o On. ?]a)cll 43F,)D'[LII_TOI‘ (?e_lls
: . (n=18) (n=6) (n=24) 2 4 80- g 15 ~ Dayd3 7 aSsa jluln Wi 08" & i switched to PD-L1 positive
Sites In_ France Age, years, med. (range) 59 (31-77) 51 (28-62) 57 (28-77) § 40 40 @ o NS s w& ! and Immune prOﬁIe - ':;W M1/M2
and Belgium were .. voyremale (no) 9/9 3/3 12/12 5 g o Eoigle v oman ey e AR significantly warmed up | 2 'W
. . \oq—) - O— 0 - - i B - T . . . .
e_nrolled N thIS I3 G EELGED D (U] 2 20 20- 10 — PD-L1 expression and TLS in tumor biopsies with a hlg.h T cell |nf|I_trate
trial, mostly with Melanoma 8 (44.4) 5 (83.3) 13 (54.2) 5 40 40 T and a switch to dominant
— Soft tissue sarcoma 4(22.2) 1(16.7) 5(20.8) :."’: -60 - -60 - _ | |\/|1 macrophage inf”trate_ Baseline, density = 888 cells/mm? Day 43, density = 1,834 cells/mm?
melanoma (O—13) Do 2 bresct cancere. 1 Morkel cell carcinorm. 1 ol Soc 6339 0 (0.0) 6 (25.0) " g0 EE UM penoiso 100 UL 80| B e rum R 407 prUML 5 e e ° " CPS combined proportion score |
and SOﬁ: tissue lovar.ian cancer. 1 Iary;\x SSC ' ' ' . ' -100 - © Patient with at least one prior ICI therapy 100~ © Patientwith at least one prior ICI therapy : : : ' | l : : ' : | PD-L1CPS (%) 0 32 TLS tertiary lymphoid structure T T
sarcoma (n:5)_ Overall stage at’baseline, No (%) BT-001 injections were administered in skin lesions (n=5), subcutaneous _ o _ _ _ o bembrolizumab 1 S 2 gz e s TS 28 2 e : : — —
nodules (n=7), lymph nodes (n=7) and other soft tissue lesions (n=7) BT-001 in combination with pembrolizumab induced a significant tumor BT-001 I I I I I I I I I Even if an antitumoral effect of pembrolizumab alone, or to a lesser extent of an abscopal effect of the radiation therapy, cannot be
. (A0 E8:9) 0 (006 B0 2 (83722 (5.7 A significant tumor shrinkage (230% decrease n longest diameter) was shrinkage in 2 o7 6 non-injected fesions. ruled out, the absence at baseline of T cell infiltrate or TLS, and the tumor PD-L1 negative status suggest a key role of BT-001 in
Number of prior lines of antineoplastic therapy 3(1-7) 2.5 (2-6) 3(1-7) observed in 2 of 20 injected lesions after BT-001 monotherapy and 4 of 6 Trial day u ut, € ) _ & u g _ g9 y _
T S ——————— T By T \_ injected lesions after the combination of BT-001 with pembrolizumab. ) observed activity. Moreover, leiomyosarcomas, particularly in the absence of TLS are not likely to respond to immune checkpoint
Time from diagnosis to enrollment, months, med. (range) 60.7 (10.8-145.6) 34.2 (13.8-75.4) 56.7 (10.8-145.6) \ Inhibitor monotheraples. /
Smallpox vaccinated, No (%) 10 (55.6) 3 (50.0) CONCLUSIONS )

13 (54.2)

\ / IT BT-001 alone or in combination with IV pembrolizumab was well tolerated and showed antitumoral activity, including in a PD-(L)1 resistant tumor. BT-001 replicated in the tumor and expressed its GM-CSF and anti-CTLA-4 transgenes. The combination of BT-001 at

ACKNO'—EDGMENT _ - _ | | | | the dose of 107 PFU/mL with pembrolizumab showed first signs of efficacy with documented radiological responses in 2/6 patients. The trial is still ongoing to further evaluate BT-001 at the dose of 108 pfu/mL combined with pembrolizumab (cohort 2). In a patient with
The authors wish to thank all patients, families, caregivers and technical staff involved in the project. j @ heavily pre-treated sarcoma, BT-001 treatment in combination with pembrolizumab turned cold to hot the tumor microenvironment with a high T cell infiltrate, a higher M1/M2 ratio, and a shift to PD-L1 positivity.
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