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Background: TG4010 is an immunotherapy using an attenuated and modified poxvirus (MVA) Normal TrPAL High TrPAL Low o N 1G4010 Placebo Safety population*
coding for MUC1 and interleukin-2. A previous study showed that the baseline level of Triple : \: TG4010 (n=T1) Placebo (n=76) '= TG4010 (n=40) Placebo (n=35) -
Poiiv Acialed Lymphocyls (T1PAL CD16+CDS5+-CDES)mightbe a rcictve biomarkerfor | | |11 ¢ 0 vt o W e e o ; memes  weme weme’ || N Froquency of adverse evets (AES)  Toapto  Placebe
TG4010 efficacy in NSCLC. Methods: TIME is a double blind, placebo-controlled phase 2b/3 No of PES events 76 75 Y 29 . ; HR [95% C1] 0.66[0.46:094] . HR [95% C1] 0.90[0.55:148] Median duration of response (weeks) 30 1 18.7 (n=110) (n=107)
study. The phase 2b part compared first-ine chemotherapy combined with TG4010 or placebo (894%)  (882%)  (80.8%)  (84.6%) ! o ot e awee) Y B Non-squamous (n) 98 08 Subjects with at least one AE 99.1% 98.1%
and further assessed the predictive value of the baseline level of TrPAL. Eligibility criteria included Observed Hazard ratio (HR) | ORR 39 8% 97 6% Serious AE 16.49 54,09
stage IV NSCLC not previously treated, MUC1+ tumor by immunohistochemistry (IHC), PS < 1. 95% Cl 0.75[0.53;1.02] 0.77 [0.42;1.40] 2 . Median duration of response (weeks) 40.9 18.1 SIS AES i o
TG4010 108 pfu or placebo was given SC weekly for 6 weeks (w), then every 3w up to progression 1957% _] _ g g Non-squamous, low TrPAL (n) 61 66 Severe AEs 64.5% 68.2%
in immediate combination with chemotherapy. Primary endpoint was progression-free survival Posterior Probability (HR<1) 98.4% 68.7% v h ORR | 39.3% 30.3% AE related to TG4010 / Placebo 32.7% 14%
(PFS). Results: 222 patients (pts) were randomized 1:1. In pts with normal TrPAL the study met Posterior Probability (HR>1) 31.3% 0 B Median duration of response (weeks) 43.1 18.1 - Injection site reaction 32.7% 3.7%
the primary endpoint of a Bayesian probability higher than 95% that HR < 1. PFS was significantly ! TG4010 0! e S S .
improved in the TG4010 arm in pts with low TrPAL (147pts HR = 0.66 [Cl 95% 0.46-0.94] p = 0.01) Primary analysis was based on a cut-off for TrPAL value corresponding oo . — : ; —— oo : = : ; T w a x Patients with Non-squamous Tumors
while there was no improvement in pts with high TrPAL (75 pts HR = 0.90 [CI 95% 0.55-1.48] to upper limit of normal in healthy subjects. e PG megs L, PRS(fenhy 1 } 10 o 400 (255 - b1 i - Continusa response Neutropenia 33.6% 27.1%
p = 0.34). PFS was significantly improved in pts with non-squamous tumors (196 pts HR = 0.69 ® Primary endpoint was achieved in patients with normal TrPAL: = Thrombocytopenia 11.8% 5.6%
[C1 95% 0.51-0.94] p = 0.009) as well as in pts with non-squamous tumors and low TrPAL (127 pts Probability is >95% that HR<1 in patients treated with TG4010 == = A . 10.9% 15.0%
HR = 0.59 [CI 95% 0.40-0.87] p = 0.003). Overall survival data show an improvement in line with ® No detrimental effect was observed in patients with high TrPAL == = naemia 970 S0
that observed for PFS. Analysis of the effect of PD-L1 expression by IHC on the tumor cells PROGRESSION-FREE SURVIVAL OVERALL SURVIVAL g £, € . Fatigue 10.9% 12.1%
support the activity of TG4010 in patients with low (<5%) PD-L1 expression on tumor cells. Significant difference in PFS in the overall study population Non-squamous tumors (n=196) g = i: _ k Febrile neutropenia 2.7% 8.4%
Frequency and severity of adverse events were similar in both treatment arms. Conclusions: (HR=0.74 [95% CI: 0.55-0.98]; p=0.019) T A1 (r98) Placebe (1) T G010 (198 Placebo (198) —— Dyspnea 4.5% 6.5%
These results prOVide additional data supporting the efﬁcacy of TG4O1O’ particularly in patients Analyses by subgroup were performed : " PFS events, n(%) 84 (85.71%) 86 (87.76%) v OS events, n(%) 63 (64.29%) 72 (73.47%) : .: . * Patients having received at least 1 IMP injection
with non-squamous tumors and/or a low level of TrPAL at baseline. ® Histology: in non-squamous tumors 08 r;d[lsg (;F;][%%cu 3-29[5[655517:20] 94]5.0 [42:53] 038 r;d[igg o [[]95% ci 14 B 5 :,Todg 108 [9.5 : 14.5] = .

® Quartile approach for TrPAL value based on 572 patients screened 07 Logrank pvalue  0.0093 07 Logrank pvalue 00494 S

0.6 9 mo. PFS 35% (n=30)  19% (n=17) 0.6 18 mo. OS 40% (n=38) 34% (n=28) o 20 40 80 80 100

® 147 patients with low TrPAL (<Q3, 3 lowest quartiles)
® 127 patients with low TrPAL and non-squamous tumors
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- R 1%t Line Therapy + TG4010 (108 PFU) 03 * , o i f
Stage IV — A T — !mproyed response rate and longer duration of response,
E:t(r::acied TrPAL N atients (n=222) o 164010 o G401 PD-L1 expression was analyzed in 160 patients by IHC staining on tumor slides including delayed and durable responses
1%t Line Th + Placeb S i i i i SRY. : :
58 0.1 D ine Therapy + Placebo T sl TG_4:I(?I1|O Pla_(;e;t;o ool flacebo : 9 . . . . - ool Pla:ebo — using E1 L3l\.l.ant|-PD-L1 monoclpnal antibody. Thoe cut-off used to determlng the ° S|gn|f|cant |mprovement in PFS
MUCT + : 0 — (n=111) (n=111) e N 0 o - level of positive PD-L1 expression was set at 5% of tumor cells. 138 patients . Improvement in overall survival
agm 3“01“531‘)1;151\ 71 45 30 22011t s 15 7 3 |ﬂllcnl&ﬂll)lglhlx 84 70 62 53 46 380nt s 30 18 9 2 - I I 0 0 -
pOSItlve M 1st Line Therapy +TG4010 (108 PFU) Gender : Male 645% 631 % 98 67 34 17 11 6 E o8 §7 72 57 15 34 28 16 10 4 2 had a non SquamOUS tumor Of Wthh 97 patlentS (70 A)) had <5 A) PD L1 tumOr
tumors by | Median age (yrs) 63 5 Non-squamous tumors and low TrPAL (n=127) cell expression (PFS & OS shown below).
G 2 o * TG4010 efficacy is greater in patients with low level of TrPAL
Z | 93.6% 89.2% ' - - ~ -
1t Line Therapy + Placebo Current/Ex-smoker .07/ .27/0 09 . TG4010 (n=61) Placebo (n=66) 09 TG4010 (n=61)  Placebo (n=66) L0
2 PS=1 69.1% 68.5% 08 i/fesdiez;flmfl’t;’sn[(()/;;)Cl] 2_20(?55_52;5?0).1] 451?9(54?23?;;] 08 S/liji‘;ing’sn[(g/;; CI ig_(zs[g,i?_zl/c;')zs_9] f8(37[58716/ 1)4_1] 0.9 . TG40]0(:=47) Paeeho U::SO) ) TG401O h ff I tients havi <50/ f t Il
m . HR [95% CI] 0.59 [0.40 : 0.87] . HR [95% CI] 0.64 [0.41 : 0.98] os i;esdzfgt}jsn[(q/so)/ o 217?47‘42_3 ;’;] :32(536‘909?;] SNOWs € |(CaCO>/ Infpa 1ents ) aving o OT tumor cells
Stage IV at diagnosis 90.9% 93.7% . ! ST A 0.0033 . Log-rank p value  0.0188 HR [95% Cl] 064[041:009] eXpreSSing PD-L1 (70% o patients
Phase 2b part 'E 06 9 mo. PFS 39% (n=21) 19% (n=11) E 06 8 mo. OS 44% (n=25) 30% (n=17) 0.7 Log-rank p value 0.0237
. . ) i . .o Non-squamous tumor 88.3% 88.3% ¢ £ g 9 mo. PFS 34% (n=13)  16% (n=7)
® Primary Objective: Prospective validation of the predictive value of the TrPAL 5 0 a g . - ST
(CD16+CD56+CD69+) biomarker (Bayesian design) with respect to PFS g oo E oo = EI‘)l( Celletr;]t S PIEile o 1) s eee B @ ilsHine
(primary endpoint) 03 03 | PR chemotherapy
® |n patients with Normal TrPAL before treatment (baseline) : >95% probability that 164010 Placebo & = e v _ _
HR<1 Study treatments (n=219) (n=111) (n=108) TG4010 TG4010 e * Results warrant pursuing further development in NSCLC.
- - Placebo I N Placebo o1 L . . . .
® |n patients with High TrPAL before treatment : >80% probability that HR>1 latinu based chamoth " N T T s o o . S e o o a a o o | rG4010 T ° Phase 3 study in non-squamous tumors in combination
o , atinum-based chemotherapy perio - onths 00 i
® Secondary Objectives: ORR, Duration of Response, OS, Safety, Subgroup analyses Wl A T T s or orow 2™ v 1 o3 e 9 m s s 2 with chemotherapy
H i 1 Patents mﬁiSk 33 20 13 PFS (%onths) 3 1 1 I 1 I H
¢ PFS and ORR were aSSGSSGd US|ng REC'ST 11 Een:.ettrexled + cl:)spllat:n ;3 22 Non_squamous tumors and h|gh TrPAL (n:69) %0 0 13 7 4 ¢ PhaSG 2 tl:]a|8keXp|0rln}? JG4O1 0 IN COmbInatIOn Wlth
_ aclitaxel + carboplatin L0 Lo Lo Immune checkpoint inhibitors
StUdy Treatments: o . Gemcitabine + cisplatin 8 10 0 TG4010 (n=37) Placebo (n=32) 0 TG4010 (n=37)  Placebo (n=32) 0.9 TGA4010 (n=47)  Placebo (n=30)
® TG4010 or placebo: SC injections weekly for 6 weeks and every 3 weeks thereafter until : | PESevents, n(%) 32 (86.49%) 27 (84.38%) L . OSevens, n(%)  27(7297%) 22 (68.75%) OS events, n(%)  2B(P37%) 32 (64.00%)
- Bevacizumab 16 15 08 Median PFS [95% CI| 5.7 [4.1:7.8] 5.1[3.1:7.0] 08 Median OS [95% CI] 12.7[8.5:212] 15.2[9.5:21.0] 08 Median OS [95% CI 15.6[9.7,23.5] 104 [7.7:15.2]
progression HR [95% Cl] 0.91[0.54 : 1.53] HR [95% CI] 1.01[0.58 ; 1.78] 0 HR [95% 1] 0.74 1045 ; 1.24] ACKNOWLEDGMENTS
* Chemotherapy (4 to 6 cycles): Maintenance period (after platinum-based chemotherapy) o Logrank pvalue 03620 o . Logrankpvaluie 04805 ; s 359 ()
. . . . E 06 9 mo. PFS 29% (n=9) 21% (n=6) ;ﬁ 06 ‘__: 18 mo. OS 35% (n=13) 43% (n=11) ;é 0.6 ' ¢ ¢ Patlents and the". famI|IeS
® Non-squamous tumors: pemetrexed/cisplatin or paclitaxel/carboplatin Number of patients 75 (67.6%) 61 (56.5%) i £ g £ os _ .
® Squamous tumors: gemcitabine/cisplatin or paclitaxel/carboplatin with IMP 75 60 : o 2 0 L : 04 Investigators and their staft
® Bevacizumab allowed with Pemetrexed 33 29 " ° : 0 :ﬁ J. Adam and L. Zitvogel
® Maintenance therapy if indicated: T — : ” . S | . 02 e (Institut Gustave Roussy, Villejuif, France)
® Pemetrexed in non-squamous carcinoma or 01 a0 L . 01 TG4010 - o TG4010 Services providers
® Erlotinib whatever the histology P (TG4010 or Flacebo) 00 st 00 Placebo o though OF (Quick Response) code
. . . Median nb of injections 19 10 0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24 27 30 33 36 o 05 (vonthe ; anrgtfgéeg[)srggﬁ'cgge Vﬁt”r% uatnv‘\jlri’ggg%
® Bevacizumab if prescribed from start of chemotherapy R S S S T e e o ox oy g™y N pemision e auhors
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