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RESULTS (I1): MODE OF ACTION OF TG1050 IN THE AAV-HBVY MOUSE MODEL "

RESULTS (1): META-ANALYSIS OF TG1050 ANTIVIRAL EFFECTS IN AAV-HBV MODEL
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estimation with the inverse-variance. L ] " anti-HBs Whereas antiviral activity due to direct injection of TG1050 is associated with the detection of IFNg+ POL-specific CD8 T cells.
Percentage of responder: A mouse was considered as “Responder” if it presented an HBsAg/DNA decrease higher than 0.5 logto | \_ J W,

the baseline value for two or more time points during the study (consecutive or not). The percentage of responders was

calculated for each experiment and then the mean average percentage of responders was calculated for each treatment group

and compared with a non-parametric Wilcoxon-Mann-Whitney test. META-ANALYSIS OF PRE-CLINICAL DATA FOR TG1050 IN AN HBV TOLERANT MOUSE MODEL SHOWS : All authors except MLM are or were
TTR: The Time-To-Response (TTR) was defined as the time between the first TG1050/AAV administration and the time of employees of Transgene SA.
response (defined as the second time point presenting a decreased more than 0.5 log). If a mouse did not present a response,
the TTR was censored at the last blood sample measurement. A Cox model was done to estimate the Hazard Ratio and the Decreasing (> 0.5 log) viremia and HBsAg levels in 55% and 62% of mice, resp. (75% and 64%, resp., in long experiments >16Wp1)

estimated confidence interval. Mice receiving TG1050 were found to have 19 or 10 times higher chance to present a DNA or HBsAg response, resp. using a logistic regression (not shown)

Significant treatment effect on viremia and HBsAg levels (p=0.015 and p<0.001 resp.)

Mice receiving TG1050 show a higher probability of early response (decline in viral parameters; time to response
TG1050 mode of action experiments : In similar experimental settings, CD4 and/or CD8 T cells were depleted (twice a week, 150 ! Ving wahigherp ity yresp ( ne fnviral p ! P )

ug, starting at D34 before 3 TG1050 immunizations (D40, D47, D54) until the end of the experiment D77) or adoptively : Anti-HBs seroconversion (clinical goal of HBV therapies) in 24% of mice (in long experiments, >16Wp1) 1 Martin et al., Gut, Dec 2015; 64(12):1961-71

transferred (7.5x10° CD8+ or CD4+ cells purified by magnetic beads from HBV-free mice immunized by 1 TG1050 immunization 2 ANALYSIS OF TG1050 MODE OF ACTION IN AN HBV TOLERANT MOUSE MODEL SHOWS : 2Dion et al., J Virol, May 2013; 87(10):5554-63

weeks before into AAV-HBV mice) to determine their involvement in antiviral efficacy of TG1050. Transferred CD8+ T cells 3 ClinicalTrials.gov: NCT02428400 r’

contained ~1-2x10° HBV-specific (polymerase and core) multimer positive T cells. Livers have been sampled 4 weeks post transfer AND INDUCED BY TG1050 ARE INVOLVED IN ANTIVIRAL EFFICACY. AAS I_D
to analyze intracellular IFNg secretion by intrahepatic CD8 T cells. (Serum HBsAg and viremia has been analyzed as described FURTHER STUDIES ARE ONGOING TO VALIDATE THESE PRELIMINARY DATA WHE STUDY OF LIVER DISEASES
before.) A PHASE 1/1B STUDY (FIRST-IN-MAN AND DOSE FINDING) IS UNDERWAY3 AASLD 2016 Liver Meeting — Boston, MA — November 2016
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