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SIVFEIV/AED XSy M HIV B3E DB
BEH, BERAHICEZIZE
—RKILFTSEILEDHE—

ANTEOEE], H o FERE, fER HLD, RRE ORH B H B Y el R

KBTS GBS 7 — EGE AR

TR HIVEEAICBW T, BHEOERL L HHOEILIC X 2B REO S HEE %2 -
TWwb, Pt HIV 3IEZORIEH & U CEBERIRE RS, BRI EL 5252 L9H 5,

Fik 1 20174E4 H 1 H2*5 20204E 9 H 30 H F TORICKT LR A ERE L >~ & — THIliE#
DR E NI HIVIBYSEBRZ DS H, ¥UFE /a3y A% v b (DRV/cobi) F7E VT &5
YV (DTG) 2% —FI v 7L L GERLABREZNRE L, BEBGEROBKRT— 7 0B %
WatdamArmMEar— Mz To/e Ny 7 R—=VIEITF /RELT I T72F I F/ZL b)Y
FE e L7z ARBBEOHKRT—5 (74 )V AZERRE, Biikbe, TRERH, wREH Z2dmL
MG L7z

FEER : DRV/cobi £ 33, DTG B 45 Bl R & e olze BIRT =5 DOR=Z254 VTV KR
£V NTOEE LT, MiEZ LT F=E (Cre), IV AFu—)L (TC), HDL I L AF T —
Vo, REIFWEEMCTAZICEA L, hYEIEN X DRV/cobi BETH EIZ 5., HbAlc fiild DTG BT
HBEIETLTW e R=AF4 YLV FKRA ¥ N TOZLEAZMBEM TS 25 &, Cre D
1t DTG B EICKE , TC O DRV/cobi HESHEICK & 2o 72,

#5358 : DRV/cobi (X EHHEC IR R, RERIMCHE L 5 2, DTG & WK L T Cre ® LAIRIZ/N
EPo2ATC & L) B &8 720 HIV IEREH 2B W TR RIS 3 W TR - R R B IR

i, BilZaEoa sy ha—VShET, TNOHICH5 2 BBV VA Y ORRSEETH 5,
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PLHIV 3 % 3H DL A A b TR 3 2 2 08k
(antiretroviral therapy : ART) DA, HIV &GH O LAy
FHRFFLLEE LD, —HTHEBEOERLREHOR
Bbic Xy, R, TR REE - R % & o
BEIE, OIMERAGHHEE Vo 2B MRBOEHE 208
HAEE 2o TWwb, TNOITEFEOE, EHEEE
& BT, ART OFfEEH] T B 2 A% T 0 i B 5 BH 55 4]
(nucleoside reverse transcriptase inhibitor : NRTI) %71 77 —
CRHEA] (protease inhibitor : PI) DRIVER & v 9 AT &
Do

IY¥ T AF v b (cobicistat : cobi) 1& %)V F ¥V (darunavir :
DRV) R 7 # ¥ Yl (atazanavir : ATV) 7 £ PLIH L,
) M FE IV (ritonavir : rtv) ERIZEED T — A ¥ —zh B % 5
DX Eh, EEHMAEBOR R D S 1 DRty & DRV/
cobi I[N Y £ VA REFFO L ERTwEY 7,

BRI NIRRT (T534-0021 KBRTHR B X HE Ja A 2-13-
22 KRR VREEERY v & — RY9ENE)
2020 4F 11 A 24 HZAF 5 2021 42 H 19 H5#8L

cobi & rtv (X MMM RF LR, FVT 7 IEL
(dolutegravir : DTG) & OMEAEH 2 &, W Oh DRk
DOREE NV ELENEHLIEDMONTVEY, HA
T2 20174 1 H X D) DRV/cobi 23 #E L 742 D, DRV/
v ST =AY —DHAREANEZ L VLY A Y H3D T
e & 2 VIEBIERAEA TV D25, HRERERLHHA~G 2
LRI OVTRAW LR HLE S Vo viZE D 7= P&
N7z27 & FFEV (ATVAty) 13 ATV Bl e TR
[l (triglyceride : TG) % 30mg/dL FR-&# 5% &4 L8
MOENTHY, REREREL v OFELZEIEHO 12T,
RECDEYVPIZF—FF v 7 LT 5 ART ORERT
B> 7z0 cobi i in vitro DWIFET rtv & V) S PRRUERFRE D5
DN EARBENRTVE 2%, HEHMRER LD
w0, REAHICHET 2HEEA T TH 5,

D EoBHEEHEzDbLONE, ARTLY A VOF—F
v 7 & LTPITd%DRV/cobi &, ZEDHA BT A 5
TH—ERE L >TWEA V777 —EHEH (integrase
strand transfer inhibitor : INSTI) T& % DTG & # g L,
DRV/cobi 28 BHIAPHE & L C OB BEECIREMH, MR
BTG 2 BB OWTHET L 72,

87 (35)



K Konishi et a/ : Effect of Darunavir/Cobicistat on Renal Function, Lipid and Glucose Metabolism in HIV-Infected Patients

5 &
1. HARTHAL>

AR 2017 4E 4 H 1 H2*5 2020 429 H 30 H ORI
KB G R#EL » ¥ — (LT 4BE) T ART ZRiG S
7o RGO HIV EHHEEF DI B, F— FF v 7 HDRV/
cobi £721E DTG DLV Y A ¥ % 30 HEL BiThh /- % %
WL L, #AMEIFR— MIETH D, HEHNREH
ZBI2ONYy JR—=VIET /) HRENVT T 723 N/ A
1) 3% ¥ (tenofovir alafenamide/emtricitabine : TAF/FTC)
E L7 NGBBEORMET—5 (4F#, 1R, CD4 BT
1) v 5EkE [CD4], HIV-RNA & [viral load : VL]), fk#&E
(body weight : BW), ®#pE~—4— (MiE7 V7 F=>
[Cre], R BRARJE 8 & [estimated glomerular filtration rate :
¢GFR]), BHRFRINICZ & AIRE~—7— (RaLA7a—N
[total cholesterol : TC], HDL 2 L 27 T —)b [high density
lipoprotein cholesterol : HDL-CJ, H 4[N Ltriglyceride : TG]),
HbAlcfi %, HETFZ#HEE TR L7z,
WAL T — F IE3R—2A 54 ¥ TdH5DH ART BIERIO b D &,
IV RRA Y N ThLBIGHIHE TR (R 0sRZ B,
ART DEEHATb NI YA X ARTEE R ORFTOT7—5)
DHDOEFHRLE L Lize 7 A4V REMRMUE VL 25 200
copies/mL i & MEFF T & oW AREE & U7z difpeABud b gt
fill & WU ALEEPH [585 1 DUorfi—56 3 U] ThRt#k L7z

2. IRETFRVEEMT

DRV/cobi #f: & DTGHEDN—AF 4 &LV FRA ¥ M T
DR T —Z 12D \WT, ZREWNTHED D % H % Wilcoxon
ORFF MM E & W TR L7z, F-mitEfM c& L&l
#7053 % B % Mann-Whitney U Mg & F W TR L 720 p=
0.05 2 fiK#EL L, #EHENT > 7 113 IBM SPSS Statistics
version 27 (IBM, Armonk, NY, USA) % w72,

PN AR N2 Rl D] T (R e = E Rz =
SRR E ZT 72

& R

W R ic 78 1 (DRV/cobi B 33 %1, DTG B 45 1)
MR BE L oTze WRERBFEON—2F 4 VEOWHZHE 1
VR o BYE77 61, %P1 B, ART BIAGE: 45 el
1% 39 [32~46] #TH - 72 DRV/cobi 25N S 7z F %
Mg, AmRERLIEREDO T Y O — VAR R IR
EPBLARTDT Fe7 5 v AREMGHEN720, £
7a5F A RN FES I U EOMHEEE oMM
38 H 97 & Td o 720 ART BIAGHI IS AIDS $8EE 5 L %
F&AE LT\ 7201 DRV/cobi #:T 8 i (24.2%), DTG #T
1760 (37.8%) THo7ze N—=AF A YFllAH ST ¥ PR
4 ¥ MR E TOHI X DRV/cobi BT 20 [12~31] # H,
DTG BT 21 [15~25] 7 ATH o720 WFFEIEFIZ ART
DEEDAT N7z D1 DRV/cobi #T 761 (21.2%), DTG

£ 1 MEOR—ZAT 4 > OIEH

DRV/COBI # (n=33) DTG # (n=45) p i
251 B33 Bk 44 B, Ltk Bl 0.485
AEHy %) 37 [32~42] 39 [32~46] 0.389
AIDS 5JE 8 Bl (24.2%) 17 41 (37.8%) 0.206
N—2F 4 RIMH 5
I FARA ¥ MR 20 [12~31] 21 [15~25] 0.891
FCToOME (FA)
ART DZH 76 (21.2%) 16 8] (35.6%) 0.170
CD4 (/uL) 258 [168~420] 194 [61~385] 0.227
HIV-RNA & (copies/mL) 130,000 [20,000~130,000] 110,000 [51,000~400,000] 0.460
Cre (mg/dL) 0.77 [0.65~0.87] 0.86 [0.77~0.92] 0.627
eGFR (mL/min/1.73 m%) 90 [82~114] 96 [83~104] 0.852
TC (mg/dL) 154 [101~213] 150 [131~186] 0.723
HDL-C (mg/dL) 38 [27~47] 40 [31~53] 0.286
TG (mg/dL) 136 [101~213] 99 [82~172] 0.063
HbAlc (%) 5.5 [5.4~5.8] 5.6 [5.4~5.7] 0.923
BW (kg) 62.4 [60~72.6] 64.5 [58.5~72.0] 0.630

CD4 Bt TV »78E8R% [CD4], HIV-RNA = [viral load : VL], Ifil{i5Z7 L 7F = [Cre], SERMARNEERE [estimated glomerular
filtration rate : eGFR], # 2 L A 71—l [total cholesterol : TC], HDL 2 L' 27 " —)L [high density lipoprotein cholesterol :
HDL-C], " EIEN; [triglyceride : TG], 1K [body weight : BW],
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HET 166 (35.6%) TH o720 ZHHED ART DNFRIL, DRV/
cobi BED 7THITIE S VT 25 € (raltegravir : RAL) + TAF/
FTC 233 %, ¥ 2 5275 ¥l (bictegravir : BIC)/TAF/FTC
(BVY) #5331, ¥ ¥ (doravirine : DOR) + TAF/FTC
161, DTG #® 16 Bl DTG/F I 7' ~ (lamivudine :
3TC) »39#l, BVY 2551, RAL+ 7/ % ¥l (abacavir)
+3TC %% 1 fl, RAL+TAFFTC 251 I TH o720 EHD
F 7 HH X DRV/cobi #FE Tl IEAIM AR [l 8, DTG #ET
X 2# L ¥ X % Sigle Tablet Regimen (STR) ~DZ T
%olze R=AFA4 YOF—=¥IZBWT, WiETHEY:
MEEADSDLEBE R ol WMEHETOR=25 1 &
IV FRA Y FTOERT— 5 OZLEH 1 12RT, CD4
(B 1a) W CTHEIC LA L Twi (9 DRV/cobi
T 258 vs. 626, p<0.001, DTG #f 194 vs. 546, p<<0.001),
CD4 OZEALRIZM M CHRE L EZEZ RO L h o7z (P
fifi 285 vs. 253, p=0.653), BRI~ —H —1ZDOWVWT, Cre
(X 1b) (WAL DAEIC EHLTBY  (FFY9fli DRV/cobi
B 0.77 vs. 0.86, p<0.001, DTG % 0.75 vs. 0.92, p<0.001),
eGFR (1 1¢) A RITIHEA LTz (hJefi DRV/cobi
90 vs. 80, p<<0.001, DTGHE96 vs. 74, p<0.001), Cre D%
{L#1E DTG #EDVAH BITKE < (YA 0.09 vs. 0.18, p=
0.002), eGFR OZAtRD DTG HVHREICKE o7z (F
Jefl — 13 vs. =20, p=0.018) JRE~—H =22\ TlE, TC
(B 1d) EW#EECHEIC LA LTBY (h 9l DRV/cobi
#E 154 vs. 218, p<<0.001, DTG #£ 150 vs. 191, p<<0.001),
HDL-C (¥ 1le) & MfETHEIZ LA (HF Y/l DRV/cobi #f
38 vs. 44, p=0.002, DTG#£40 vs. 54, p<0.001), TG (X 1)
1Z DRV/cobi #if THEIZ LA L Tva7z (HJefii DRV/cobi
135 vs. 183, p=0.02, DTG # 99 vs. 110, p=0.39)s TC ®
75L& 1L DRV/cobi BEAA I K & H o 7248 (HFILE 60
vs. 32, p<0.001), HDL-C, TG DZE bR mifE M CH & 7%
Er RO o Iz (FNEFNPYE 6 vs. 10, p=0.230,
Jufili 32 vs. 11, p=0.117), HbAlc (X 1g) IZ DTG HETHE
WM LTz (YL DRV/cobi B 5.5 vs. 5.4, p=0.60,
DTG #F 5.6 vs. 5.5, p=0.004) %%, ZAGEISWHE K CHEE
FEED o 72 (Bl —0.1 vs. —0.1, p=0.192), AEIZ
M CTHEIC LA (h Y DRV/cobi B 65.4 vs. 69.4, p<
0.001, DTG & 64.5 vs. 70.2, p<0.001) L TW7=7%, 21t
IR CA B L h o7 (FYLfE 4.0 vs. 4.6, p=
0.889), 78 Bt 4 ] (DRV/cobi # 2 i, DTG # 2 %) THg
HREIEREEZ AL CBY, 26 (DTG R 2 #1) THE
PRIGIBEIEZ B L Tw7ze 7 A4 b 222109513 DRV/cobi
HECT1HASNID, EHMEMAOKER, Wk 4 L2
LB bDTIE%R L, HEEND S IZEHEINICL S0
HIV EOWINA R 2E 2 5172, ART % DOR + TAF/FTC
WCEBL, VLIZRIFIET Lz,

Z £

AWFETIE/Ny 7 R— > % TAFFTC THE—L, F—F
5 v 7 T& % DRV/cobi & DTG THK T — ¥ OZEAL %M
L7 Al oMENT DRV/cobi 1XEHERERR IR, 14
W2 5.2, DTG LR LCTTC # LA X ¥ Z
EDHLNIZ R o7,

HHE~Y—H—TDH D Cre IRN—ZAFA4 VI DTV R
£V PCBWTHBTEEICEALTBY, ZLRIEDTG
D) PAEREICKED 570 cobi R DTG IZEMME 2 5
D Cre 5% HET L7280, #5%I12 Cre D LA & Cre 7
V75V ADIKFRRDOEND Z E0H5HDS, HO eGFR
CELR G 2 hwESRTWRYY, MiET Ay F v C
(cystatin C : Cys) I ZFEFIRHNE L L OB L 2T Rwiz
¥, Cys & 7z eGFR 13 Cre & I\ 72 eGFR & D IEAfEIC
A M CEXAWMEELSH L L ENTVD, Ll
Cys O IZ RAE KBS HIV-RNA 12 & D AT 5 & D
EdH DY, ERREEEOIREL LT Cre & CysDED
5D PIES Z L RE T 5 LEB D Do AREST
13 DRV/cobi & DTG &£ 1) Cre ® LHIEA/N S W & HH
Lo 205, Cys R B, 77 ¥ g EOMoR
B~ —7—2HMETETWnAaWnD, EOERKEICEN
P EL2 5.2 5000V TRANTH 5,

JRE~— A —ICB L TIZ TC, HDL-C I3 & & A &I
ESHLTHBY, TG L DRV/cobi HETHEIZEA LTIz,
TC DZEALE X DRV/cobi DI ) WA BIZKE 2o 7295,
HDL-C, TG OZAbm I M CHBE L EZ RO Lo 72,
JRE A RE L PSS 2 E4RRIEM 7225, DRV IZ0 ¥
YOV (lopinavir : LPV)/Y +F ¥V (LPV/rtv) 7 Eliod PT (2
HARTIRERBADOHEI L2 E ENTHEY 'Y, DRty
2> 5 DRV/cobi ~NDZEHIIMEV, TG B L UTC, LDL-C 2%
TLZ2ED#HEDDH A" NRTIINRE B4 5 O BIVEH &
BirntEnTBY, F/RENVYYTOF I T IVER
3 (tenofovir disoproxil fumarate : TDF)/FTC 1% TC, TG, LDL
I L A7 " —) (low density lipoprotein cholesterol : LDL-C)
ZIKT X85 L OWEDD 503, TDF/FTC A 5 TAF/FTC
NDOEEHIZ, LDL-C & EDOPRE~— 7 — 2 L7 T 56
LIWHEENTVE T2 4V ZZEICHHAE SN T
WA HIV BHIZBWTTAFZ2XR—=ZAE LL I AR5
DTG+3TC Y W B2 72 a0 e b2l Lz
TANGO FRERIZB W TIE, TAF#HEM X Y 3 DTG+3TC
ANDOEHFEFEDIT S A5 TC, TG, LDL-C DR THH ZIK
FLZESRTWEY, SHOBRE TIRIRE~OFEEH D
V& ENTW 5D DRV/cobi #:TH TC ¥ DTG #F & ik L
THHREICEALTBY, BRE~NOEEIEHTE LV
FEZbNb, 127210, REANOEEIPRVWEINTWS
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(a) CD4
DRV/COBI&# DTG
(7uD) (n=33) (n=45)
<0.001 <0.001
2000 | P . — ,
1500
1000
500
baseline endpoint baseline endpoint
P RfE 258 626 194 546
p=0.653
(c) eGFR
DRV/COBI&# DTGE#
(mL/min/1.73m2) (n=33) (n=45)
p<0.001 p<0.001
150 r 1 [ |
100
50
baseline endpoint baseline endpoint
hRfE 90 80 96 74

p=0.018

(b) Cre
DRV/COBI&# DTG
(mg/dL) (n=33) (n=45)
1.50 p<0.001 p<0.001
I 1 I 1
1.00
0.50
0.00 baseline endpoint baseline endpoint
B 0.77 0.86 0.75 0.92
p=0.002
(d) TC
DRV/COBI# DTG
(mg/dL) (n=31) (n=45)
500 p<0.001 p<0.001
I 1 I 1
400
300
200
100

baseline endpoint baseline endpoint
hRfE 154 218 150 191
p<0.001

K1 MEOR—ZAFA eIy FKRSL Y NTOKRT—% 0%k

DIGHTH TC O LANALNTVWELE I AL, F—F
S v 7 TIELGLNY 7 K—Tah b TAFFTC 12 & 5555
bEZOLNDL, Tz, RIMBFICEERHRMAFK SN TE
59, TG 77— % OMPUIXEBEDSLETH 5, IRE~—
71— ORI LTS BROMEORETH 5,

HbAlc fE % DRV/cobi HETIZNR—Z2 54 Y& ¥ FRA
Y NTHELRENRO LN o720, DIGH TIRAE
WART LTz, FAZbRIIMEN CHE R Z IR0 %R
Molze MEEMEEEL BIZN—ZF( VLY FFEAL Vb
ETHBICEH L TWs, Z{bmImBEM caEr i
B o 720 ART HATHFOBETIX, 1 ¥ 2 Vi
A DBERIHE G, EREREOBESEMT 22 & M5
nTwz?, Zhig, BEIiMIE® peroxisome proliferator-

activated receptor y (PPARy) FEIHEAINRTIIZ X D IKF 5
% Z & R, glucose transporter 4 % 41~ L 7z B o JEL#ify 1% 25 PI
DX DBESNS I LA EARTZO b OOFER”, HIV
BIZ DL OPEWRIELER LA ¥ A ) Y IEFUEE R
EHHI LI LW E R EPWE SN TV, SEOK
7 Ti3 HbAlc filild DTG BECTHEAED D S izss, ik
fili—0.1% OZALTH Y, 7z HbAlc HDOMWEDRIAL T
WDIEBIDZ WS L EH S, BIRMWICEELZLTH 5
PRAHTH 2. 5% LHE L LT, homeostasis model
assessment for insulin resistance (HOMA-IR) 7% & A ¥ A
VP OIREANET A LB EEEEZ LN, KE
BEINE INSTI 2 & T 00 101 33 95 T 13 A% 1 5 o 5 19 32 B

3% (non-nucleoside reverse transcriptase inhibitor : NNRTI)
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(e) HDL-C " 1G
DRV/COBI&# DTGEf DRV/COBI&# DTGE#
(mg/dL) (n=31) (n=45) (mg/dL) (n=32) (n=45)
p=0.002 p<0.001 =0.02 =039
1000 — — .
100
50 500
baseline endpoint baseline endpoint baseline endpoint baseline endpoint
B 38 44 40 54 hRfE 135 183 99 110
p=0.230 p=0.117
(9) HbA1c (h) BW
DRV/COBI&# DTGEf DRV/COBI&# DTGEf
(%) (n=20) (n=39) (kg) (n=33) (n=42)
10 p=0.60 p=0.004 p<0.001 p<0.001
I 1 I 1 150 | 1
8
.\o
100
° == —=
4
50
2
baseline endpoint baseline endpoint baseline endpoint baseline endpoint
H R fE 5.5 54 5.6 55 HRfE 654 69.4 64.8 70.0
p=0.192 p=0.889
1 (o0& WMHEOR—ZAITA Ly FRAL Y FCTOMKRT— % 0%AL

RPIEGLLIY A VL) SRERMARE N EHE S
TWa™?, INSTI ORI TIIN=—2F 1 ¥ 5DFY
REIINTIX BIC & DTG TIEF%T, TV EF7 58N
(elvitegravir) /cobi & D 13K & {, NRTI Tl TAF & 72
LI AVIETDF £ ) QEREBMABKE VLV FHEDVDH
%22 Ll O BEE T I3 DRV/cobi B, DTG B 0l Tk
HEABMLCTBY, MBEOELRICHEREZEO R -
7275, ART BIGEDREBIIN D A 1 = X 213w AW T
HY, BhHMREPLETH D, HWEBIIAE, BERIE
FHED ) A7 BERT B LV HESLH 0>, MR
RAERFEZ BV TIEEEMOKRE VWL T X V& llT

TR BT REPD L v,
AMEOBRRE LTI, #AM& ak— MIETHY,
REFEREICBI L C ART ISR SN S Cre TLVRETTE T
Wi, fHHEOR S, IRERH, BHR SofR
HBOFWRRIZOWTOMHADNTE TV LZWRREDPREZL
N3, T, RERIEZEI DLV E I N TWS DTG
BTHLTCHLEALTWEIEDS, Ny 7 RK—VThh
TAF/FTC DB D E 2 b b, SHDEMK LR L2
Mead Rl e LETH A%, HIV ERZIZB T
T RUFERBRICB W R RERECHRE, ik &0
I ba—VLET, ENOHITH R AWENL TN Y
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Effect of Darunavir/Cobicistat on Renal Function, Lipid and Glucose
Metabolism in HIV-Infected Patients

— Comparison with Dolutegravir —

Keiji Konisni, Hidenori Nakacawa, Risa Fukuoka, Tomohiro Asaoka,
Ko Iba, Michinori SHIrRANO and Tetsushi Goto

Department of Infectious Diseases, Osaka City General Hospital

Background : Chronic disease complications due to aging and prolonged treatment among
HIV-infected patients are a problem. Antiretroviral drugs may have side effects that affect renal

function and lipid and glucose metabolism.

Methods : Among HIV-infected patients who began initial treatment at the Osaka City General
Hospital between April 1, 2017, and September 30, 2020, those who selected darunavir/cobicistat
(DRV/cobi) or dolutegravir (DTG) as their key drug were included in this retrospective cohort
study. The backbone drugs were tenofovir alafenamide/emtricitabine. The clinical data (virologic
effect, renal function, lipid metabolism, and glucose metabolism) of the patients were extracted

and compared.

Results : Thirty-three patients in the DRV/cobi group and 45 patients in the DTG group were
eligible. Changes in clinical data at baseline and endpoints included a significant increase in
serum creatinine (Cre), total cholesterol (TC), HDL cholesterol, and body weight in the two
groups ; increase in triglycerides in the DRV/cobi group ; and a significant decrease in HbAlc in
the DTG group. Comparing baseline and endpoint changes between the two groups, the change
in Cre was significantly greater in the DTG group and the change in TC was significantly greater

in the DRV/cobi group.

Conclusion : DRV/cobi affected renal function, lipid metabolism, and weight gain, and
increased TC, although the increase in Cre was smaller than that due to DTG. HIV-infected
patients require control of dyslipidemia, diabetes, and obesity during long-term care, it is also
important to select a regimen that has less impact on them.

Key words : darunavir/cobicistat, dolutegravir, renal function, lipid metabolism, glucose metabolism,

body weight
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