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IT. FRAROBE (REFERE)
(1) = X B A IR B ORI BT D5
Study on optimal treatment of opportunistic HIV-related diseases
D) IRMEzE DR T KB 5 M
Study on visual prognostic factors of ocular syphilis
FIE DIRIE E TS 28 HLANIAT OIS AT, BB TRAREIITHSG LA, 28 A H
zék#ﬂLﬁﬁﬁa%%%#%ﬁ§<\ﬁﬁ%%ﬁﬁp;M#otoﬁ@ W, FENRERES T
BRICKBEERZRFTHL EER NI,
When the treatment was initiated within 28 days after the onset, good visual acuity
prognosis was obtained in all cases, but irreversible visual impairment occurred in many
cases who were treated more than 28 days after the onset. Early diagnosis and early
treatment were considered to be the most important factors for visual prognosis
2) FRREME NTME D TR B IK T O Rt
Investigation of poor prognostic factors for disseminated NTM disease
ART BT b MBS 28 1 (p=0. 022), CD4 {RKfE (p=0. 034) " A H 2 THRARKFThH o1z
Positive blood culture results (p = 0.022) and low CD4 cell count (p = 0.034) were also
significant prognostic factors even in the ART era.
3) PCPIZHIT B0 & IV 3mg/kg/day DIRERNE DML
Investigation of clinical efficacy of reduced-dose of pentamidine 3 mg / kg / day in PCP
108 FIOIBIEBA S 3 B 3 4 HIEL DS & > To MFER T~ T PCP TIE72 < TR RGN 3 22 2o T,
FRUER IV R L 7o~ % X V2 3mg/kg/day DIBIRITEIEM 23D 70 < | fRER L I L TEAME S
Barchotz,
There were 3 deaths within 3 months among 108 cases of reduced dose of pentamidine treatment
but the cause of death of all the cases were not PCP and there were no treatment failures.
Treatment with pentamidine 3 mg / kg / day, which was reduced from the standard dosing,
had fewer side effects and was well tolerated as compared to the standard dosing.
4) HIV &0 OA EHRITET 285
Study on drug adverse events in the treatment of tuberculosis patients with HIV infection.
94 B O CHEAN O/ ik 223 HRIEAFRAERIT 51%E @mhro o, S6hDIERIA KL IR AR
2 LA IZ ART 2SNEA SIS BT 1T o 7,
The incidence of side effects requiring drug change / withdrawal in 94 cases was as high
as 51%. In 56% of patients, ART was introduced after 12 weeks of the start of tuberculosis
treatment, but no death occurred.

BIHIV BEYYE A fF =2 —F Y A F AR OBWNZBIT 5 (1-3) - B-D-Z V7 > OF ML BET D
7t
Study on the utility of (1 — 3) —fB-D-glucan in diagnosis of pneumocystis pneumonia in
HIV infected patients
Fungitell® assay] (LAFFL) & AARTEHH SN TS 77 %7 v 7e6 7 X FMKIL (LT FC)
ZRAWTHGT L7z, FL & FC OFHBIMREUT 0. 98 Th o 70, FE, R, BiErorhEe, ek
(%, FL/FC) (%4 100 / 100, 93 / 87, 68 / 55, 100 / 100 TdH 7=, ROC g AUC (FL/FC) 1%
0.99 / 0.99, B LFFRENPRGENDS D v A TE (pg/mL, FL/FC) 13118 / 45 TH -7z,
We investigated the utility of “Fungitell® assay” (FL) and "FANGITEC® G test MK II (FC)”



used in Japan in the diagnosis of pneumocystis pneumonia. The correlation coefficient
between FL and FC was 0.98 Sensitivity, specificity , Positive predictive value, and
negative predictive value (%, FL / FC) were 100/100, 93/87, 68/55 and 100 / 100,
respectively. The AUC (FL / FC) of the ROC curve was 0.99 / 0.99, the cut—off value (pg /
mL, FL / FC) with the best sensitivity and specificity was 118/45

(2) HIVEEGAEIZHE D BRI RAOHE « BV o2 EHA
Nationwide survey among HIV patients regarding the onset of AIDS and malignant
diseases.
AT 2016 FEDIEFNC SV TEET 7 — & E1T 72, 7 27— FEIERT36. Th Th > 72,
JEWJ%&@ 358 ], AT E Y — F¥iT 481 [BITH Y, 2012 0 SFMEMAAF N TN D, BIRDIFELE
IRAIIETLTRBY, 2013 £ LY 3 T 6. 0% R CTholz, PIBEBRLLTO=2—F

X%X%kﬁﬁ§f%okoMT%A%%k%ﬁ&®%%Tﬁ Za—EVAFAMRB LY Ak
AH ﬁmvx,_ﬂvr ICBW T HMRAOHEZK%, FFE~14 HLINIZ ART 238 A LB TRLET
173 2o Tz, I HIT, FEFEEEMEEEIC OV T 2015 FEORAE A RE LT-, EMEEE
L= b H“—/VEUI?@ HIV [T CD4 S mfEOSER] T HIA LT, FEFIERM I 0O 28 A4 1
K13 2013 2% 37 1, 2014 4£7)5 46 1, 2015 4573 47 1 & MR A 38 &0 7o, PR B 3 itie . .
FrfgeRs, REE, NLFSEIESS, BifFEONE s o7,

We posted a questionnaire to HIV core hospitals throughout Japan and the response rate was

H

36.7% this year. The total number of cases and episodes with AIDS-defining illnesses were
358 and 481, respectively and it has been gradually decreased since 2012. The mortality
rates gradually have been decreased among patients who develop AIDS—defining illnesses and
fluctuate between 6% and 7% since 2013. Pneumocystis pneumonia was the most common
disease among AIDS defining illnesses. The relationship between the time of ART
introduction and outcome in all AIDS-defining illnesses was analyzed. The
mortalities of Pneumocystis pneumonia and cytomegalovirus infection were
significantly higher in the group of cases where ART was introduced within 14
days compared that introduced over 15 days after diagnosis of AIDS-defining
illnesses.

Occurrence of malignant diseases, not AIDS defining illnesses was also analyzed. Malignant
diseases can occur even in well controlled HIV patients with high CD4 cell count. The
number of malignant diseases has been gradually increased and they were 37 in 2013, 46 in
2014 and 47 in 2015. The most frequent malignant tumor was lung cancer followed by gastric

cancer, hepatic cancer, bowel cancer, anal cancer and leukemia.

(3) HIV &I TEAEVERS BZIRGYE O R R ds KON IRIZ SV T OHFSE

Analysis for early detection and treatment of latent tuberculosis among HIV-infected
individuals

ZAVETIT, QFT-3G ZR M2 W TIEEMER L 3 L OB TEMER BB 2 0 CE D alietEns 5 2
EaoR Uiz, £, HIVAPRESZEE 1T TR, QFT-36 ZRMBETh oA~ A AMEMEETH S Z
LExRLT,

T 2T, AR HIV AOFEESE O MR RIE ISR T D QFT-36 R MAEH A - U A AMEOHER



ZHAOLMNCTHZEZERE LT, RFEEZIT o7, MBRICRE S TWD HIV S0 EE 8 IE
B> 3~ 7 WU I T D QFT-36 FRIMIE A IV THBERFZE 21TV HIV & OREZBE 0 QFT Z i
PA ROAOFTEH, BRFANICEILLR2NS D KT T2 50, #3250 RFE L, G 5%
5 ZEBHLMNTR T,

(FE3C) We have shown that the cytokines in QFT supernatants may be useful for distinguishing
active tuberculosis from latent tuberculosis (LTBI) among non-HIV individuals. We have
also shown that the cytokines in QFT supernatants are mostly lower among tuberculosis with
HIV compared to non-HIV tuberculosis. In this study, we aimed to elucidate the fluctuations
of the cytokines in QFT supernatants among tuberculosis with HIV. We had QFT supernatants
from 8 patients collected at 3 to 7 different time points. Levels of the cytokines
fluctuated differently among 27 cytokines; i.e., some of them elevated, some decreased,
some stayed the same. We conclude cytokine levels in QFT supernatants after diagnosis of

active tuberculosis fluctuated variably among with HIV-infected individuals.

(4) L THREGYERERE (IRTS) DILHEER - BEIRAIRET
Experimental and clinical study on immune reconstitution inflammatory syndrome (IRIS)
[ERAR A RET]

TS R SYEERE (immune reconstitution inflammatory syndrome : IRIS) TIIET HIREDZL

SUFRRABIETH 5, LA L ZHE T 2 [A]520E L 72 TRTS FIERMA TI, FIE LI IRE DR 2%
ﬁﬁaﬁﬁf%(wmmmmam%m%:m)f%éo%:f\mqmsmiﬁ%mﬁﬁékbwi

RIBIRILITIFE 31 Fa gk |- A 2E A L7z,
ﬂ‘@r1%)ﬁ> [BI& A& > 7z, AD-IRIS DIEBIREERDS &> % sk i3 16 fiigx (55.6%) T -
720 AD DFREITHEAN, Graves i, S i/ *ﬁ{ﬁi&fﬁ@#ofco AD-IRIS (3 13 BRAEDEER S
TH Y, AD-IRIS DEIHIIZ K Th - T,
(AR T

MAC (Mycobacterium avium complex) —IRIS < 7 ZEF /L Cl. 1% O MAC JiL & bl LT, &M
b CD8 T AEAIZHEIN L CTMREZSE L < HEMLT 5 Z &b, (D8 T Ml DB~ DFH 2 L7z, T
CD8 HUiAIHAZ k- T CD8 MMM A BRET D 2 & THIORIEIFBFE I Lz, ZDZ &b,
CD8 T Ml D S HIEIEAL S MAC-TRIS (Z31) DR R RIEZ 51 S 242 LR E T,

[Clinical Study]

Opportunistic infectious diseases are mainly diagnosed as immune reconstitution
inflammatory syndrome (IRIS). About 2% of patients with IRIS developed autoimmune diseases
(AD) in the studies that we had twice performed on the incidence of IRIS. Therefore, we
posted a questionnaire to 31 HIV core hospitals to investigate the AD-IRIS.

The response rate was 87.1% (27/ 31). The cases with AD-IRIS were experienced in 15
hospitals (55.6%). Hashimoto’ s thyroiditis, Graves’ disease and immune thrombocytopenia
were common AD-IRIS. However, the diseases of AD-IRIS were various because 13 diseases
were reported as AD-IRIS in this investigation.

[Experimental Study]

MAC (Mycobacterium avium complex) infected IRIS mice model showed severe lung inflammation
with significant increase of activated CD8" T cells. Depletion of CD8" T cells by

administration of anti—CD8 mAb in IRIS mice attenuated lung inflammation, suggesting that



excessive activation of CD8" T cells is crucial for pathogenesis in IRIS.

(5) HRIRZRIEIE (STD 72 &) A bift & 32 HIV &Y O R

Early diagnosis of HIV positive patients because of opportunities to the common infections
like Sexually Transmitted Infections

OFTHLHIV YL OGBS %%@ﬁﬂﬁ

BT 2L HIV R E O 5 b RYLHIBASEE & LT STD 22 5 A Lz, 22
& LTI, B¥EMAE, AIDs FJEFR LU STD OIEE T > 7z, ATDs FIER] S BEAEHT T 575,
ITAERRIL THIBTT 5616 —E L TRO BV TWe, F£72 HIV BYYEICB W TEEA OF & B TR G
DRI BABILR 3 F8 D BT, Bl DIRYYER 7 V) — = JTREEZREIHA L6l b o v | 4
HIV JEGE O 23809~ 5 ATaErE DRIk ST,

QHIV BB E LRI D27 UV A7 n T ) o E DB

2 VA7 a7 ) o EHEIOZ HIV B 123 T BBV FRIEME(L & O BIEME DR 217 - 72, HIV &
PBED 25%\27 VA a7 ) vgEEROTZ, HIV EREFRICROOND 7 VAT v T Y il
TEDFL TWD HCV &R & 0 BBV D FHEMEALDOBEG PR E W ENF 2 HivT, HIV G EH ISR
b7 VA7 v 7 ) CETIIMEY U~ bAoA FEFR IoM @B E B cell RORE LEET S
AR STz, HIV JEREFISED HND 7 UV A7 v 7 ) o ME TIEMmE R &2 bt 5 E
R PTRITRRD DAL o T3 FERFRII R BB LV —72 EORERN S WVHINICH V) Z LAV
L7z,

(D Analysis of opportunity for diagnosis of new HIV-infected patients

0f the new HIV-infected patients in our hospital, we have surveyed STD as an opportunity
to diagnosis new HIV-infection into the past five years. On the opportunity to undergo an
examination of HIV itself, it was the order of Voluntary inspection, AIDs state and STD.
In recent years a case which was found by blood donation was also recognized consistently.
In HIV-infected indivisuals, there was a correlation between syphilis and hepatitis B.
Some cases were found by the screening test of infectious diseases after transfusion,
suggesting the possibility that the number of HIV- infected indivisuals will increase in
the future

®@ The relation between Cryoglobulinemia EBV reactivation in HIV-infected patients

We examined the relevance to EBV reactivation in HIV — infected people with cryoglobulinemia.
Cryoglobulinemia was observed in 25% of HIV-infected patients. It seems that
cryoglobulinemia observed in HIV infected patients is more involved in the reactivation
of EBV than in HCV infection which is associated. In cryoglobulinemia with HIV-infection,
there was a tendency to be associated with abnormal B cell system such as serum rheumatoid
factor and high titier of IgM. In cryoglobulinemia observed in HIV-infected patients, no
symptoms or findings suspected of vasculitis or the like were observed, but it turned out

that symptoms such as nonspecific rashes and allergies tended to be large

(6) = XBHIZHT 5 A RA OHE DB AT

Pathological analysis of opportunistic complications in AIDS patients

T A ZFR G OFFEAEAIT S Uy B IZ RS U2 W B s ORI R 21TV, v AL
AL M, BEOREE BAMRR L7, JIUTS XKV IIECHIOREEREDENIC K D HFEMAEY OE A



HOEMNC2 0 ZENMfFSND, =A XARREIYE & L TidAam TiE L OBEET & O T
WPML IZBE LT, JCV @ microRNA (miRNA) Z4%ERY & U7ZHRRZWNE ORESL & | miRNA OFERERRAT 2
17,

Quantitative real-time PCR system was developed for detecting multiple microbial genomes,
including virus, bacteria and fungus. Pathological samples from autopsy cases of AIDS were
examined to reveal the alteration of microbial components in AIDS patients before death.
Sensitive detection method for JC virus—encoded miRNA was developed. The function of the

miRNA was also investigated using recombinant JCV in vitro.
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