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II. BROBIE (RBEFTERE)
e
AARAICTE L7=H0 HIV JEEE (antiretroviral therapy: ART) Z EEETFREICT A 7=, THE1 : 427
TRRIEIE O T2 D ORFgE) . THE 2 ZIRBRIGRIERE DI D O] 21T-o7, £o. BARIZEBT
5 WU O — T M i 1k &2 3T D 7=, THE3 YL FRHIEBRFE D 7= DRFSE] %47 -
77
1 ZRRIBFIERBE OO O] ESLEBEERPIEE  Z —I128 T, tenofovir
disoproxil fumarate (TDF) % & Tt HIV LA BHAA L7 B35 655 NDIBRBIAR M OIRT B 2-
microglobulin (U-b2MG) & # D O THIZRERAEIEZR (estimated glomerular filtration rate:
eGFR) Z Ml L7= L Z A, U-b2MG>1, 700 u g/L D EBF TlE, U-b2MG<1, 700 1 g/L D BF LB L, X
D K& eGFR DR TR Hbivie, THIC KD | IREFAEEYIO U-b2UG |28 Y TDF £ 5-8F O
EHEED TRPHERITE 2 Z LR LN E o7, £72, lopinavir (LPV)  ritonavir (RTV) Z& e
PUHIV iz “AELL BfikGE L7212, raltegravir (RAL)IZAH L7ERIT, ZBRATE | BHEEZP4ED
RERDOFRH~— I —Z2 T L& 2 A, BFMIC X2 BAERREE RN F v E L
RE b A AT A B (undercarboxylated osteocalcin: ucOC) 2METF LekZEL T\, &
(2. RV (585 MO F AR ZLE Lz, 2D OFREFR I D | LPV - RTV OIRRITE A 2 RLE T
HZEICEVBEECKRTZ LT B2 b, KEREDHR GERKZEFRNEERL) O
TN—T7 LI, HUHIV EEE A% —ELL o 54 FEFIZ-OUN T, 173 person years DB #5 25,
DT —H Zffht Ule (B O IHE « 3.1 ), MEHE & RBRE ST OB 5 B D2 Lo P el X,
FIEI 0%E-0.52%Th V| KEHSOEFE TEREOEL (KT T AERDRN-T-, L
LR b, —HOBEHE TIXFHEEDKRTEZROT, ZEEMAITIZE Y | If]F bone-specific alkaline
phosphatase (BAP) D& F=C/R % N-terminal telopeptide of type I collagen (NTx)HEift:& DN
B EEEOKT EMHEAL W, BEERTORY~— 7 —L L THATE 2 s R Eni,
FE 2 2 RA 2RI IE B O 7o @0 OB ZE ) E N E BRERRIFZE & o # —(Z T ATP-binding cassette
sub-family B member 1 (ABCB1)EfxF 4 > SNP, 1236 C>T. 2677 G>T/A, 3435 C>T, 4036 A>G,
ABCG2 JEA=0> SNP, 421 C>A, &7t 520 SNP &, RAL A& (800mg/2x) % 2 #ELLEANARL T
W5 31 AO trough (PARAT) & 41 A peak (MR 2-4 M) o RAL i Ak O AH RS 2 it L
72, trough ORFEIFT T HLD SNP & & B L7eh > 7223, peak (X ABCBl x> 4063 A>G &
ABCG2 BInT D 421 COA L BIE L. [ SNP % homozygote 7> heterozygote TR DHEEFIL. AE
IZEW RAL JREE AR L7e, WER—HdR (AL RFSEEREE BRI R F e 8 o7 v—7
LB, RMEBEWMDA T ) —=0 T E2AT, Bilo7eht HIV KRR D IE & 722 2 FilIR s 11 EW
ZRWNZ Uiz, BEfFOHL HIV KL ERMSFE A2 2 FIREED RIS TR Y . 5% OBRNAHIFES
s,
[FE 3 Y TRIERFE O 7= O] JIFEES Zd% (LEALKRFE R AN o s r—7
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L & 612, EFdA,  darunavir (DRV) . dolutegravir (DTG) 2MEIEEE (10 nM) TH T > F 2 AHIAE
D HIV &G & 58 1235 2 & 2R LT-, MAB b Tl, maraviroc+DTG THRJJ 7R FH N R
WRD BT, MMOMRIIENH D & HIV ORGANENE L D720, TEHML TW Az = k
n—/LHEETHD, @, et 10 FUEERTEL D E 0L TV D MR O = AJEDS,

B b D H LAINTA Uz HIV EYHE O — Pl 2 fEflms Lz, o, 2L vne sntn
D HRHMEFE D 20 FEBNCDWNT, BB L, 2203 4 UL BB R Tk, HIC#%EE
EEETEN BN TH Y . 4 HWELINICZE SNISER Tk, 2ARIEEREBL WD Z & E2R
L7z, Migd BWIRWAS, HIVEGDO =01 b MHREFERANDOTHEDOLEODICHLEETH D,

'

In order to make it possible to develop the anti-HIV therapy suitable for Japanese patients, we
performed ‘the study for development of safe therapy’ and ‘the study for efficient therapy’. Further,
in order to stop the increase of newly infected individuals, we also performed ‘the study for
development of prevention methods of HIV infection’.

‘The study for development of safe therapy’. In 655 HIV-infected patients in National Center
for Global Health and Medicine, U- 8 2MG just after the introduction of TDF-containing anti-HIV
therapy and eGFR afterwards were compared. The patients with U- 8 2MG>1,700 1. g/LL showed
the larger decrease of eGFR than those with U- 8 2MG<1,700 1 g/L, indicating that it is possible
to predict the prognosis of renal function by measuring U- 3 2MG just after the introduction of
TDF-containing anti-HIV therapy. In the patients who have been treated with lopinavir (LPV)
and ritonavir (RTV)-containing anti-HIV therapy longer than two years and afterwards treated
with raltegravir (RAL), the bone metabolizing markers were measured. Pentosidine and
undercarboxylated osteocalcin (ucOC) were decreased after switching from LPV and RTV to RAL.
Further, in vitro experiment, the bone production of cultured osteoblasts were inhibited with RTV.
These results suggested that LPV and RTV decrease the bone mineral density by inhibiting the
bone formation of osteoblasts. Professor Yasuo Ota, Department of Internal Medicine, Teikyo
University, and his colleagues measured the bone mineral density in 54 cases longer than one
year after the introduction of anti-HIV therapy (observation person-year: 173 person years,
median observation period: 3.1 years). The median changes of bone mineral density of lumbar
and hip were 0% and -0.52%, respectively, and no significant change was observed in most of
observed patients. However, significant changes were observed in some patients. Multiple
regression analysis revealed that the decrease of bone-specific alkaline phosphatase and the
increase of urinary N-terminal telopeptide of type I collagen were positively related with decrease
of bone mineral density, indicating that these markers can be used as early markers of decrease
of bone mineral density.

‘The study for efficient therapy’. In National Center for Global Health and Medicine, 4 SNPs of
ATP-binding cassette sub-family B member 1 (ABCB1) and 1 SNP of ABCG2 were analyzed and
its relation with trough and peak RAL concentrations in the patients treated with RAL longer
than two weeks. Trough concentrations were not related with any of analyzed SNPs but peak

concentrations were related with 4063 A>G of ABCB1 and 421 C>A of ABCG2 and homozygote
3



and heterozygote holders had significantly high peak RAL concentration. Professor Eiichi
Kodama, International Research Institute of Disaster Science, Tohoku University, and his
colleagues performed screening of natural compounds and identified a novel small molecular
compound which can inhibit HIV replication in vitro. They obtained some data suggesting the
compound inhibiting through a novel mechanism.

‘The study for development of prevention methods of HIV infection’. Professor Tatsuyoshi
Kawamura, Faculty of Medicine, University of Yamanashi, and his colleagues revealed that EFdA,
darunavir, and dolutegravir can inhibit HIV infection in Langerhans cells at low concentrations
(10nM). Further, the combination of maraviroc and dolutegravir showed synergy effect. When
other sexually transmitted diseases coexist, HIV can transmit more easily. Therefore, it is
important to control the syphilis epidemic. We reported one case of cerebral gumma which
developed within five months after syphilis infection. Further, we performed retrospective
analysis of ophthalmic syphilis and reported that the cases diagnosed within four months of
ophthalmic symptoms can be treated without remaining any complication but 80% of other cases
remained complications. These results indicate that early diagnosis of syphilis is important not
only for the prognosis of the patients themselves but also for prevention of spreading HIV

infection.
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