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Figure S1. Southern blot analyses for detection of the HBV replicative intermediates. 
(A) HBV replicative intermediates were increased in Irf-3/7−/− and Ifnar-/- mice injected with HBV plasmid. The WT, Mavs-/- and Ticam-1-/- , Irf-3/7−/− and Ifnar-/- mice were hydrodynamically injected with 50 µg of the pTER1.4xHBV plasmid. At the indicated time point, the mice were sacrificed and liver genome was extracted. The extracted genome was analyzed with southern blot using an HBV-specific probe. The sizes corresponding to the injected DNA and the replicative intermediates are indicated on the left and right. (B) Prolong persistency of the replicative intermediate was detected in the Myd88-/- mice but not WT. The mice livers of Myd88-/- and WT mice were isolated on day 15 after hydrodynamically injected with the HBV plasmid. Genome extracted from the livers was used for southern blot analysis with HBV-specific probe. Replicative intermediates of HBV was detected in the liver of the Myd88-/- but not WT on day 15 post injection. 
Figure S2. Hydrodynamic injection enables efficient delivery of plasmid into the mice livers. 
50µg of a plasmid harboring the lacZ gene was injected into the mouse and the mouse liver was isolated after 24h. The isolated whole livers were stained with X-gal (a substrate for lacZ) overnight at 37ºC. Images shown are the liver of mice injected with pCAACS-lacZ (Left) and PBS only (Right) after the staining.

Figure S3. HBV mRNA was mainly detected in the livers of all the mice strains. 

WT, Mavs-/-, Ticam-1-/-, Irf-3/7−/− and Ifnar-/- mice were hydrodynamically injected with HBV replicative plasmid and organs including livers, lungs, spleens, Kidney, heart and thymus were isolated on day 3 post injection. The HBV mRNA of the various organs was determined from the total RNA with qPCR. Data shown is the mean of three mice for each mice strain.
Figure S4. HBV RNA containing stimuli and HBV full genome failed to induce IFN-beta in the immortalized mouse hepatocytes.
(A) RT-PCR analysis for detection of HBV RNA. RNA containing the HBV RNA (HBV+RNA) was generated by isolating the total RNA from the immortalized mouse hepatocytes after 12h transfected with pTER1.4xHBV. Total RNA isolated from the immortalized mouse hepatocytes transfected with only the control plasmid was used as control (HBV-RNA). The HBV RNA was confirmed with RT-PCR using a primer set for the HBs mRNA and mouse beta-actin respectively.
(B) Reporter assay for detection of IFN-beta in mouse hepatocytes. The control plasmid, pTER1.4xHBV, HBV+RNA, HBV-RNA and PIC were transfected into the immortalized mouse hepatocytes as stimuli. The IFN-beta promoter activities as determined at 2h, 6h and 10h post transfection by a dual-luciferase reporter assay kit shows immortalized mouse hepatocytes failed to response to these stimuli except PIC. Data represent 3 independent experiments. 

Figure S5. Immortalized hepatocytes have lower endogenous expression of the adaptor molecules for DNA-sensing pathway than the RNA sensing pathways.
(A) Endogenous mRNA levels of cGAS, STING and MAVS in mouse cells. Total RNA was isolated from the mouse cell lines including RAW 264.7 (murine macrophage cell line), L929 (murine fibrosarcoma cell line) and immortalized mouse hepatocytes. Endogenous expression of cGAS, STING and MAVS in these cell lines was quantified with qPCR using the specific primer sets. Data shown is the relative expression of these genes to mouse beta-actin that was used an internal control. The immortalized mouse hepatocytes are lacking the endogenous expression of STING compared to MAVS.    
(B) Endogenous mRNA levels of cGAS, STING and MAVS in Huh7 and HepG2 hepatocarcinoma cell lines. The mRNA expression was quantified using the total RNA isolated. Huh7 and HepG hepatocarcinoma as well show lower endogenous expression of STING and cGAS than MAVS. Data represent 3 independent experiments. ND; not detected.
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