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WEINTWDHN, BEEZIEHILED EZMFIEME DR ETH D, HIT, TDF I L DBREET,
FEPBMEEETCTWEEICH D . BCKA LD b/ BARANCE N T, X —BRHETH D
TEERAITHE L TE L, EEIC, EEARMTHARINT TDF 25 Tr—H —[E—45E (Single
Tablet Regimen) CIEE CTX A E5FITH 5D Stribild (L, 7 —AHF —& LT cobicistat #&¢e,
Cobicistat &, JRAIE LRICHAET H 7 LT F=0 D F T AR—F—Tdbh 5 MATE-1 ZLET 57250,
ERERE & ITERIRICIE 7 LT F =0 & bR S, SR LOREREABELIRTIEDL, 20720,
Mg 7 L7 F= 12 L 5720 TDF BEEDO~— T —OBENEE L oo Tz, IRIEHA KT
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a7 7 —EHEKTH D atazanavir (ATV) b, FHBPFEL L THRI N T DHHIHIVETH S
0, Fxlx, ATV OO 7 v 7 7 —BIERICHE U B ASCREBEAEZELST VI L 2H
BT, T, AV ICEDBHEA - IREEAORAEICED S EBbnd, ATVE 7 VY a U BIRAET 5
BER DA T D SNP Z[FE L. BERERH T TH 5.

Tu 77 —BHEKII RIS, IBEO LR EE T, BRIV EEAERL CTH D rilpivirine
RPVIZZD LD REWEMRIZZ2WE SN TWD, AARADHIVEREE TS, 777 —EHERICLD
BN RPVICE DIRIRICER L7 & 2 A, AEICHMERMIARAT 5 Z L3RSz, LaL2
235 RPV OHT HIV /EHIEMLO 55 —HESEIEIZ bl 3 2 & 0095 < | MMEZE R HBL LT W e DR ER
WETH D, RPV ORI, WHRGEERO 138 FHOT I VBN END KICERT 20O RGH
BUBEEN @ WD, Fxld, ARGC~DERLHEZR RV IEEZE T2 &AWL Lz, o, WG
FESE O Z O, HLA-B*18 il CTL O =& h— 1272 > TV, 138 FHOT X JBRERITIZ D
CTL 225 DORMEAETR T H H 0 | FEERIT, HLA-B18 [t DL E TIIRIGR Th > TH, ST 138
FTOT I BRERNAOND Z L Z28E L7 (Gatanaga, et al. Clin Infect Dis 2013),
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AN— % O A OB~ —b — %2 RFIM0EE AWVTRE Lz (78 151L Darunavir + Abacavir +
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Abstract

As the prognosis of HIV patients is improving, the complications associated with their aging are
emerging problems to be approached. Specifically, renal dysfunction, dyslipidemia, vascular
diseases, and bone metabolism disorders are becoming more important, and partially they are
associated with antiretroviral agents. Furthermore, many drugs for the complication treatment
cannot be, or should be used carefully with antiretroviral agents. We are performing researches for
management of the complications associated with aging of HIV patients, and obtained the results
described below in the fiscal year of H25.

Though the use of tenofovir (TDF), a nucleotide reverse-transcriptase inhibitor, is recommended
as one of the first choice in treatment guidelines, its use is sometimes associated with renal
dysfunction. As TDF-causing renal dysfunction tends to occur in the patients with small body
weight, it is a more critical problem in Japanese patients than in those in US and Europe.
Furthermore, Stribild, a combination tablet containing TDF approved in Japan last year, also
contains cobicistat as a booster. Because cobicistat inhibits MATE-1, a creatinine-transporter, its
use increases serum creatinine and decreases calculated GFR, which is not associated with renal
dysfunction. Therefore, identifying an appropriate monitoring marker for TDF-causing renal
dysfunction has been urgently necessary. Though treatment guidelines and package insert
recommend to measure urinary protein and serum phosphate, we found and reported that urinary
beta-2 microglobulin is more sensitive and appropriate as a screening marker for TDF-causing
renal dysfunction.

We reported that the use of atazanavir (ATV), one of first-choice protease inhibitor, is more
frequently associated with the development of kidney stone and urinary tract stone, and that the
development of ATV-causing stone is associated with a gene SNP of ATV-glucuronidating enzyme.

Amino acid substitution at the 135t position of HIV-1 reverse transcriptase, not only to K, but
also A and G, confers rilpivirine (RPV) resistance. We found and reported that these substitutions
are escape mutations from HLA-B*18-restricted cytotoxic T lymphocytes (CTL) and that they are
detected more frequently in HLA-B*18-positive HIV-1-infected patients.

We confirmed that bone mineral density is low in many HIV-1-infected Japanese patients. In
order to analyze the effect of antiretroviral agents, we measured several serum markers of bone
metabolism before and one-year after the introduction of antiretroviral therapy, and we found that
osteocalcin, bone-alkaline phosphatase, and pentcidine increased in most of all analyzed patients,
suggesting that some of antiretroviral agents had significant effect on bone metabolism. We have a
plan to measure the serum markers in patients treated with various antiviral regimens in order to
identify which antiviral agents have strong effect. Further, we will set up in vitro culture system of

osteoblasts in the presence of antiretroviral agents.
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