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BACKGROUND RESULTS RESULTS RESULTS

AN1004, “also known as Pelareorep, is an intravenously delivered immuno- Trial Enroliment Dlagram Treatment-Emergent Adverse Events Objectlve Response
oncolytic unmodified reovirus being evaluated to treat multiple malignancies.

AN1004 has been shown to be safe and well-tolerated in both monotherapy and Number (%) of patients with at  1.5x10" TCID;,  3x10"TCID5, ~ 4.5x10"°TCIDsy oo o Total (N=15 1.5x10"° TCID;,  3x10'° TCID5, 4.5x10"° TCID5,  Study Total
combination therapy in multiple clinical trials in North American and European R east one event ol (N=3) - (N=6) -V 1ot (%215) e icacy Evaluation of Tumor Therapy  (N=3) (N=6) (N=6) (N=15)
. . py P . . P Any TEAE 3 (100%) 6 ( 100%) 6 (100%) 15 ( 100%) Best Overall Response (BOR) Evaluation !

populations, including two completed and two ongoing breast cancer studies. The i V ! Related to study drugs 3 (100%) 6 ( 100%) 6 ( 100%) 15 ( 100%) Complete response (CR) 0 0 0 0
completed phase 2 study (NCT01656538) in advanced/metastatic breast cancer 1.5%10"°TCIDs, 3x10"TCIDs, 4540°1CIDy, | | Grade >= 3 AE 0 4 (67%) 6 (100%) 10 ( 67%) Partial response (PR) 2 (67%) 1(17%) 0 3 (20%)
demonstrated improved median overall survival (OS) in Canadian patients treated i S S Related to study drugs 0 4 (67%) 6 (100%) 10 (67%) Etab'e d'éeazé (SD) . 1<303%> 4<607%> ffﬁ;; 110(<76/7‘;/°>

- ; FIE AE Leading to AN1004 Interruption 0 2 (33%) 0 2 (13%) rogressive disease % %
with AN1004 plus paclitaxel (PTX) versus PTX alone, and the greatest benefit in NS Treatment discontinuation (N=3) Treatment discontinuation(N=1 AE Leading to paclitaxel Interruption 0 1(17% 0 1(7% e el Eiler Mok arelenls (I, 0 1(7%) 0 1(7%)

. . . res . Treatment discontinuation(N=1) . . ( ) | «— g p Y ( ) ( )
OS was observed in patients with hormone receptor-positive/human epidermal | . picase progression (N=1) |+ > glieas‘:pr_?ﬁesmon(N?N ) <] e Discase progression(N=1) AE Leading to Drug Discontinuation 0 0 0 0 Objective response rate (95%Cl) 67% (9%, 99%) 17% (0%, 64%) 0% (0%, 46%) 20% (4%, 48%)
. . uDjeCt Wi rew consen =

growth factor receptor 2-negative (HR+/HERZ2-) subtype. Since there was no \ | \ Serious AE 0 0 0 0 Disease control rate (95% Cl) 100% (29%, 100%)  83% (36%, 100%) 83% (36%, 100%)  87% (60%, 98%)
Cllnlcal tl’la| aSSGSSIng AN1004 |n ChlneSe popU|at|On, a brldglng StUdy (REO 026' Continue treatment Continue treatment Continue treatment Fatal A.E y N 0 0 0 0 IﬂCategorization of B.OR is based on the RECIIST1'1 criteria. CR ?r PR i? confirmed only if the criteria for each are met at a subsequent timepoint.
1) was initiated to evaluate its safety and tolerability in combination with paclitaxel — — — Dose-Limiting Toxicity (DLT) 0 0 0 g Table 4. Efficacy Analysis and Objective Response. Among the 15 treated patients,

in Chinese patients with HR+/HER2- advanced/metastatic breast cancer. & Table 2. Summary of Treatment-Emergent Adverse Events (TEAE). Atotal of 15 3 (20%) patients achieved confirmed PR, and 10 (67%) patients achieved SD, giving an ORR of 20%

i Normal Cells AN1004 promotes an anti-cancer immune response. Figure 3. Trial Enrollment Outcomes. By the data cutoff date of September 26th, 2022, a female pati(_ants were .enrolled and treated. No serious gdverse event (SAE) or AE Iead_ing. to and alI(I])O(gR: of 87%.
ﬁ ‘@)’_) @ ) B Bl iianssdSamss . total of 15 patients were enrolled. One patient in DL2 group withdrew consent in the first cycle and did ~ {reatment discontinuation was reported to date. One patient was not evaluable for dose-limiting ' B 1.5:10% TCID.v=3)
.o not complete the dose-limiting toxicity (DLT) evaluation. toxicity (DLT) due to early withdrawal, and there were no DLTs observed in the 14 evaluable patients. B 3x10° TCID(N=6)
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Patient Demographics, Baseline Characteristics and Exposure

Preferred term (230% Allgrade Grade23 Allgrade Grade23 Allgrade Grade23 Allgrade  Grade23
occurrence) A A A A n (%) n (%) A n (%)

1.5%10" TCIDsogroup  3x10' TCIDsogroup  4.5%10'° TCIDso group Study Total

Best Percent Change form Baseline in SLD (%)

Response b M S g Priter- =t Total 3 (100) 0 6 (100) 4 (67) 6 (100) 6(100)  15(100) 10 ( 67)
qug;ﬁ:n/' @,@ aetvaton (N=3) (N=6) (N=6) (N=15) Neutrophil count decreased 3 (100) 0 5 (83) 3 (50) 6 (100) 5 ( 83) 14 (93) 8 (53)
e Age (years) White blood cell count
@ R‘.\f / e Median (range) 51 (49 - 59) 58 (36 - 67) 47 (38 - 65) 51 (36 - 67) decreased 3 (100) 0 5(83) 1) 6 (100) 4(67) 14(93) 5 (33)
:‘ﬂm:;mry 1..Direct & VAA e s ———— <40 0 1 (16.7%) 1 (16.7%) 2 (13_3%) Pyrexia 1 (33) 0 6 (100) 0 6 (100) 0 13 ( 87) 0
Cell Lysis . _ “cold tumor” . “hot tumor™ Ethnicit Hypertriglyceridaemia 3 (100) 0 4 (67) 1(17) 4 (67) 1(17) 11 (73) 2(13)
Figure 1. Mechanism of Action of AN1004 nicity Anaemia 3 (100) 0 5 ( 83) 0 3 (50) 0 11(73) 0
Han 3 (100%) 6 (100%) 4 (67%) 13 (87%) Asthenia 2 (67) 0 4 (67) 2 (33) 3 (50) 1(17) 9 (60) 3 (20)
Other 0 0 2 (33%) 2 (13%) Alanine aminotransferase ) _
STUDY DESIGN AND METHODS ECOG at baseline e i
Score 0 0 1 (17% 3 (50% 4 (27% Hypoalbuminaemia 2 (67) 0 4 (67) 0 3 (50) 0 9 (60) 0 es” Fontmed @ & a a a a 2 2 a a & a & &
(17%) (50%) (27%) : : : Response:
- : : : Score 1 3 (100%) 5 (83%) 3 (50%) 11 (73%) U.rlnary tract mfephon 3 (100) 0 3 (.50) 1.(17) 2 ( 33) 0 8 ( 53) 1(7) Fi 6. Best P t Ch in T Burd _
Eligible Chinese patients must be female with good performance status (ECOG: 0 " .. i i e 2 (67) 0 2 (33) 0 4 (67) 0 8 (53) 0 igure est Fercentage Lhange in lumor burden. Tumor burden is measured as
or 1), have had histopathological diagnosis with HR+/HER2- advanced/metastatic | visceral (iverfiung) 3 (100%) 4 (67%) 4 (67%) 11 (73%) nouropathy 2 (67) 0 2(33)  1(17)  2(33)  1(17)  6(40) 2 (13) Sl{trr? Otfllongtest d'amftsrs Olf th? target lesions. BteSt change from baseline is available for 14 patients
breast cancer, and were previously treated with at least one endocrine therapy [Exposure to study drugs Gammaglutamyliransferase | | ;) 0 3(50)  1(17)  2(33) 0 6 ( 40) v | R Loast ONe POSELASETING UMOr assessment.
: . f : f . Median (range) no. of AN1004 doses 50 (36, 61) 36 (4, 38) 17 (14, 22) 26 (4, 61) increased gg e -
with no more than one line of chemotherapy regimen for recurrent/metastatic | \icgian (range) no. of paciitaxel doses 25 (18, 33) 19 2, 22) 9 (7. 12) 13 (2, 33) Zlatelr?ttcourr;lt'r(liet(r:rena:e:i 1(33) 0 2 (33) 0 3 (50) 0 6 (40) 0 sD p—— = 1eao e,
disease. Patients are intravenously infused with AN1004 at escalating dose levels _ _ o o ang O TANSICTASE L (33) 0 2 (33) 0 2(33) 0 5 (33) 0 D -—-—-h-——--—-—#—-* B 5100 T,
of 1.5X10'° TCIDs, (Dose Level 1, DL1 group), 3X10'°TCIDs, (DL2 group) and Table 1. Demographics, Baseline Characteristics, and Exposure to Study Blood alkalie phosphatase 1 . 2 (33) 5 2 (33) 5 . 0 1), .ttt | —— : cr
: : : ) . .
4.5X10'° TCIDg, (DL3 group) on days 1, 2, 8, 9, 15, and 16 every 28 days plus D"‘%i-‘l (’)* total of 15feTac'jefpat1'z”;§/Wzre etr_"O't'ed’Engg med'af; agtebof 5|1_ years (233”36 ff Gt?) at”d e e b 2 (67) 0 3 (50) 0 5 5 5(33) 0 e arm———————— b
: . age of <40 years accounted for 13. atients). score 1 at baseline was atients). i
paclitaxel 80 mg/m?intravenously on days 1, 8, and 15 every 28 days. Three to o2 =Y . o (2 patients) o (1p ). IeEraliee s 1(59) : 239 : 2(39) : (38 0 D - v
' patients will b led in the DL d 6 patients will b lod in " sceral (liver/lung) metastasis accounted for 73%. Table 3. Treatment-Emergent Adverse Events by Preferred Term. The most D - N
SIX patients wi e enrolied In e group, an patients wi e enrolied In " - SD - | Dosing point
- common (260%, and/or liver function related) treatment emergent adverse events (TEAEs) included SD -~ ~» Ongoing
each of the DL2 and DL3 groups. ﬂrimary Objective \ / \ neutrophil count decreased, white blood cell count decreased, pyrexia, hypertriglyceridemia, o -
/ : : : \ * Safety, tolerability “ anaemia, asthenia, ALT increased, hypoalbuminaemia, GGT increased and AST increased. Ten ! ' ' ! ! ! ' ! ! ' ! ! ! !
*  Chinese patients with Pelareorep + paclitaxel . ' ’ X . . T 0 4 8 12 16 20 24 28 32 36 40 44 48 52
advanced or metastatic (n=15~18) Secondary Objective patllents had Grade 3 or above TEAEs, |.nclud|ng peutrop_hﬂ cgunt dgcreased as the most common, Time Since Treatment Initiation (Weeks)
breast cancer [ 45X 10° TCID ] . Proliminary officacy: ORR, DCE, yvhlte blood cell 9ount decreased,l asthenia, .hyper_trlglycerldemla, peripheral sensory neuropathy, ALT Figure 7. Time on Treatment and Tumor Assessment
N e and o n=6 PFS, DOR (RECIST 1.1 and increased, GGT increased and urinary tract infection.
on-resectable and suitable ;
i i I»' ’ g - belrecncs i 1007 "
for treatment with paclitaxel [3-0><10 TCIDs « Pelareorep in vivo process: Viral | ] CON C LUSIONS
n=6 ' O P 90 " median PFS: 9.1 months
load, viral shedding, viral <
H t iti " lication, neutralizing antibodi = 80+ (95% CI: 3.8 - NA) ) o : .. :
T fermone t;c(fsl:t:;l‘e posiive [1.5><11133NT6CID50 replication neu.ra lfmg antibodies 2 Figure 5. « This phase | bridging study shows that intravenous administration of AN1004
\ HER2-negative / T oF Sub Exploratory Objective 3 - Progression- plus paclitaxel is safe and well-tolerated in Chinese patients with
servation ubsequent * Biomarkers (tumor tissue, \ / w0 d o] Free Survival : it PR
Period Treatment Cycles kperlpheral blood) / \\O No prior endocrine therapy @ 1 Line @ 2 Lines @ No prior chemotherapy O 1 Line / o 40 - PFS) Kapl ad\{anced/metaStatIC (A/M) breast C.ancer. No dose Ilmltlng toxicities (DLTS) or
(Cycle 1) (Cycle 2~Cycle 8) e _ _ _ .5 M (PFS) Kaplan- serious AEs (SAEs) were observed in the study to date.
. ! " . progrssed afer 8 cycls of Figure 4. Prior Systemic Therapy Lines for Advanced/Metastatic % ~ 4' Meier Curve . Gombination of AN1004 and paclitaxel therapy in Chinese breast cancer
= treatment, and 1n the opinion = . . . . . 7
Day1 | Day 28 ||| Day 29 | ~ Until 8 cycles or Oft.hemvesﬁgmthafthe Disease. Three (20%) patients had failed more than one prior line of endocrine therapy for I patients with A/M disease demonstrates anti-tumor activity.
e nteiorancat | hurveamen. e 20VNCOU/Metastati (A/M) disease, and 5 (33%) patients were previously treated with a 0t Seneore + Follow-up of the study will continue to evaluate safety, tolerability and efficacy
Pelareorep (1.5x1019/3.0x 1010 /4.5x1010TCIDgy, IV) at Day 1, 2, 8, 9, 15, 16; may continue {0 eceive CDK4/6 inhibitor (*among the five patients, thre? of them received prior CDK4/6 inhibitor or - yonths 4 : . . i ’ '
Paclitaxel (80 mg/m?, IV) at Day 1, 8, 15 progression or intolerance.  P12CE€D0O In - other blinded studies). Five (33%) patients received one prior line of 15 . . , NCT Number: NCT05519059, This presentation is the intellectual property of the author/presenter. Contact

Figure 2. lllustration of Study Design chemotherapy for A/M disease. Number at Risk them at bhxu@hotmail.com for permission to reprint and/or distribute.



