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EVALUATION CRITERIA

Figure 2: SCCHN Lesion Pre- and Post-HF10 Injection
(Anterior Floor of Mouth, Patient 001-01-0002.)

Figure 3: Dose Response of CD8+PD1+ (A) and CD14+CD11c+ (B) Peripheral Blood

- HF10 is a naturally mutated strain of herpes simplex virus [ (HSV-1) Safety Lymphocyte Populations Pre- and 15 Day Post-HF10 Injection
- HF10 is replication-competent and exhibits attenuated neuro- - Adverse events, vital signs, ECG, |laboratories, physical exam EPIC Imaging | —
invasiveness due to several genomic deletions and insertions Viral Detection s _ Cizon A CD8+PD1+ changes after HF-10 B CD14+CD11c+
- In vivo oncolytic activity has been demonstrated in various solid - PCR for HF10 in blood, saliva, urine Days 1-5, 8, 15, 22 after each | f\ 250 25
tumor models. injection _ . 00 20
- HF10 has also demonstrated systemic anti-tumor activity via Efficacy {

S

activation of tumor-immunity.
HF10 intratumoral treatment has been well-tolerated in human
studies conducted in Japan

TUDY OBJECTIVES

- RECIST 1.0 for overall tumor response, modified RECIST 1.0 for
evaluation of target tumor response

Correlative Research

- Optional tumor biopsies in Stage |, mandatory in Stage Il

- Blood collection at baseline and 2 weeks post each injection
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- Assess safety and determine recommended dose for further studies RESU LTS (Baseline) (Day 43) ,\o\o «o\o &o\o ,\o\0
. . . . . . . ] ] . G) 6) /\
- Characterize change in HF10 viral replication in body fluids | | - Patient demonstrated a 20% decrease in the longest diameter S *’.&r *'.\Qv +’§~ -"}Qr
- Assess anti-tumor activity and intratumoral viral replication - Atotal of 21 patients have been enrolled to date, of which 19 N N > N N

S

Evaluate antitumor lymphocyte response and identify serum
biomarkers of antitumor activity

TUDY DESIGN

patients with various tumor types have been treated (Table 1):
Stage |

Cohort 1 (1 x 10° TCID.,), n=5
Cohort 2 (3 x 10° TCIDg,), n=4

Cohort 3 (1 x 10° TCID.,), n=4
Cohort 4 (1 x 10 TCID,), n=3

of the injected lesion

CORRELATIVE STUDY METHODS

- Peripheral blood from 13 patients treated in Stage | drawn at

Table 4: Luminex Analyte Summary

Luminex Average Pre |Average Post
Analyte Treatment ([Treatment
pg/mL pg/mL

Figure 4: IL-8 Concentration in Peripheral Blood
Pre- and 15 Day Post-HF10 Injection
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single and re”peat E’ntrat.umor.al dosing with HF10 injection Cohort 1 (1x10°TCID5y), n=3  Cohort 2 (1 x 107 TCID4), n=1 antibodies for CD3, CD4, CD8, CCR7, CD45RA, TIM3, PD1, CTLA-4. ;B 58;3 5234 §§§ /
: z:;?t»ilnzadsc?se?,o; Ii Ff()e ?;ggt;\gzhl ?541- cjl(ols 55?g|agat}32§:rxi$]e - Of 16 efficacy evaluable patients, 9 achieved stable disease (Table 2), (?D56, CI?Z?,.CDllc, C914, TGF-beta (LAP), and Foxp3, as well as ésl gssago ;1231 ::2 :é ggg

incremental dose escalations of 3 x 10° TCID ;(c)llose, 1 x 10° (Figure 2) . flxab.Ie V|ab|I|t|y ave (EblOS(-:flenCEthO exclgde dead cells di 6 521 476 NS o 323

TCID.../dose and 1 x 107 TCID.../dose >0 - 13 have e.xp.erlenceo.l t.r.eatment-emergent adverse events (Table 3) - Luminex 30-p’ex asng pe.r ormed on patient serum accoraing to 7 461 64 NS 200

>0 . C v - No dose limiting toxicities nor any Serious Adverse Events related to manufacturer’s specifications -8 173 295 *0.0078 150

- Stage Il is evaluating multiple dosing at 1 x 10° TCIDs,/dose HF10 therapy were observed - Statistical analysis of Luminex data (Wilcoxon Signed Rank test) and "N-a 1375 1149 NS 123

and 1 x 107 TCID,/dose (Figure 1) - One HSV-1 seronegative patient has been treated in Stage || flow cytometry data (student’s t-test) performed using GraphPad Iill\\'/l\fSF EB EB Ei 0 L5 B 1.8 D15

Prism software TNF-o 197 106 NS

oLg Table 1: Tumor Types Table 3: Treatment-Emergent Adverse -12 p40/p70 1096 1083 NS

E _ HFls?ancl);Tn?ZEiilsgon' Events Reported by 2 Patients — — — — CONCLUSIONS

- 0

§ { o p|§}nae§§atl,lents) H:lo Dose Es.cala?tion, _ S’It_laegaedl& . 15 — {;zztEr;\ent Emergent Adverse Event N (%) CO RRE LATIVE STU DY RESU LTS Mégl 1277 T;Dee :::2 . Treatmen’F with ihtratumorally—in.jected HE10 has be?n well |

s epeated Injections ecommended Dose Melanams 2 (27% Safety Evaluable Patients 15 peripheral blood lymphocytes m:giz 5302 2665 :::2 tolerated in multiple types of solid tumor malignancies and in

= Sarcoma 1 (6%) Number of Patients with TEAEs 13 (86.7%) - CD8+PD1+ population serially decreased with increasing HF10 dose; Eota-xin 122 1:; NS patients who are both naive or who have had previous

Figure 1: Treatment Arms Colorectal 1 (6%) Chills 2 (13.3%) changes were significant when the two highest and lowest dose HEiEe 4527 >134 N> exposure to H5V-1 | |
Stage 2 4 Fatigue 2 (13.3%) groups were pooled and compared (p=0.023) (Figure 3A) :\:‘éo ‘2‘14 ;;9 :::2 - There appears to be generallzefj IL.-8 related lnflf'ammatory
M ETHODS ':/'le'zngc:::l‘a k ; (333’) Constiation 2 (13.3%) - CD14+CD11c+ population increased with increasing HF10 dose IL-2R 853 831 NS response 1o trea’Fment along with increased peripheral blood
saf & e (50%) aicon 2 (13.3%) (p=0.063) (Figure 38) | L 1RA 350 108 NS monocytes. Patients 10 and 11 .responded strong!y algng

Key Inclusion Criteria Table 2: Tumor Response rongue ederma > (13.3%) Peripheral blood .cytokme pr0fl|§ | o ot o - . both of these axes, though this did not correlate with clinical
- Histologically-confirmed solid tumors that have failed standard ' obin d ' 2 (13.3%) ~ 290130 cy.tokmes a.nglyz.ed via Luminex found to have no significant G-CoF 142 140 N> response.

therapies Stage 1 5 oemoglobin decrease . changes with HF10 injection therapy (Table 4) | HGF 657 840 NS - Decreased CD8+PD1+ cells may indicate a shift towards a non-
- Tumor is accessible for injection and measurement Progressive Disease 7 (54%) Weight decreased | 0° - IL-8increased in all patients post-injection (p=0.0078) (Figure fl) IVLEf; 7ND SND Ez exhausted functional CTL phenotype, or homing of outbound
~ ECOG performance status of 0, 1, or 2 Stable Dicease 6 (46%) Hypokalemia 2 (13.3%) Pz?tlents 10 and 11.had Iarg.e increases in CD14+CD11c+ population PD1+ cells to the injected tumor
Key Exclusion Criteria Stage 2 3 Anxiety 2({13.3%) with a concurrent increase in IL-8. - Future work with tissue correlative studies using post-injection
- Bleeding diathesis Progressive Disease 0 (0%) specimens are underway
- Target tumor within 2cm of major vessels Stable Disease 3 (100%)




