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¥F—U—FK : Hepatitis C, Interferon—free, Direct Acting Antivirals, Regional disparity
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Bl (14.7%) /BIREFEEIHES DI 5 BT, KBy CHIEHEMENEE Lo, EFEE A
[ZOWTIE, #HEH D 3361 (8.4%) HfEZR L 306 B (77.7%) Fidfli/a L 556 (14.0%) T,

MFoflZe L) 132 n <X NE#EZR L) OWBHERRTEBZ LN T END, 90%LL RITHMZE R
BB TR S LTV D B D LB R BT, i U A L R PRI RUTESR) 343 (87. 1% ; 14 86. 7%,
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—7Zxzry s UNE Y COFHFEDOIRF RICHEN R DT D etz R L, @& L7z (Ide
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Abstract : Since September 2014, several kinds of interferon-free, oral only, direct acting
antivirals (DAAs) such as Daclatasvir/Asunaprevir (DCV/ASV), Sofosbuvir/Ledipasvir (SOF/LDV)
and Ombitasvir/ Paritaprevir/ritonavir for genotype 1 HCV, and Sofosbuvir/Ribavirin (SOF/RBV)
for genotype 2 HCV have been approved by Japanese Government. Many patients, even elderly,
were eager to receive these regimens despite extremely expensive drug costs, probably due to few
adverse events and short-term treatment duration. However, little informations have been
accumulated, concerning long-term protective effects of hepatocarcinogenesis as well as the
extents of awareness of DAAs-resistant HCV by medical staffs. The aims of this study are to
construct nation-wide database of hepatitis viruses-related liver diseases, especially in
DAAs-treated HCV-infected patients, and to carry out the follow-ups in view point of
hepatocarcinogenesis. This study was approved by NCGM Ethical Committee on April 24, 2015
(NCGM-G-001692-01). As of October 2015, 14 local governments agreed to participate in this
study, and other 6 local governments were under consideration. Since March 2016, the reports
started to be sent from 5 local governments and reached 732 in number. The preliminary analysis
of 394 patients showed the following results: male/female = 144/250 (63.5%); Age = 69 + 10 y.o.
(genotype 1, 70 £ 9 y.0.; genotype 2, 64 + 13 y.o0.); chronic hepatitis/liver cirrhosis = 256 (65.0%)/131
(33.2%). The DAAs regimens were DCV/ASV and SOF/RBV, in 384 (97.5%) and 10 patients,
respectively. The designated specialities of the doctors in charge were Hepatology,
Gasteroenterology alone, and qualified doctors by local governments in 329 (83.5%), 58 (14.7%),
and 5, respectively. Medical collaboration was found to be presumably present in over 90% of the
patients. Final virologic reponses were as follows: SVR/TR/NVR/viral breakthrough/undetermined
=343 (87.1%)/19 (4.8%)/13 (3.3%)/17 (4.3%)/2. In patients treated with DCV/ASV, SVR rates were
89.3% in whom HCV RNA mutations were determined at pretreatment, while 80.5% without its
predetermination (P = 0.055). Seventy-four percentage of the specialists in Hepatology performed
pretreatment determinations of HCV RNA mutations, while 51.0% and 40.0%, in the specialists in
Gastroenterology alone and qualified doctors by local governments, respectively (P= 0.003).
Taken together, with respect to the first-generation DAAs regimens for genotype 1, the speciality
of the doctors in charge affected the frequency of pretreatment determinations of HCV RNA
mutations, that might cause the difference in final virologic response. The co-researcher, Dr.
Kawasaki Y, demonstrated the possibility of the prefectural differences in virologic response to
peginterferon-alpha and ribavirin, and published it in Drug Design Development and Therapy

(2016), by secondary use of our established nation-wide interferon database.
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Figure 2 Parameters of sustained virologic response (SVR) dispersion and quality of model fit.

Notes: (A) Model including prefecture as a fixed effect. (B) Model including prefecture and other confounding variables as fixed effects. (C) Model including prefectureas a
random effect. (D) Model including prefecture as a random effect and other confounding variables as fixed effects. fis the fixed-effect parameter, and u is the ran
parameter.

Abbreviations: AlC, akaike information criterion; BIC, bayesian information critreion.
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