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t FE#EARLY 4 VA (Human immunodeficiency
virus, HIV) BRPFEICITV T 2CREHREI R, #BX
HRESLREED (Acquired immunodeficiency syn-
drome, AIDS) ORIEFHRL FHRERXBHE LH
ENRE.RTHDH, —F erythromycin 213 LDLT 5
14 ARR~7u074 FRUKSREIHBEBETR
EREETCOFRAEI LYY, F72HA4 X clar-
ithromycin (CAM) A$FE/MliRaiG#E BE O AEF M %
HETAZILERMELTVS, CRODBFIIHEEL
TheH, v 2u54 FOBEER~NOLE b5
LTWwWaDT, v 27054 FRUKS#RED HIV &3
ZOWMERBCHELZBIZTUEELEZEILONS,
FITH5ERAMARICE A HIV BEEIC CAM &
Wit Gl % AR, T OREKREER % BT L7,

FRIZH HIV #8:2 MifT LT HKMMm CD 4 Rt
YONERBUAS 100/u] Kid, HDOEAY AIDS BMEET
AIDS k%4 HIV BE# 4 Efl (2FmMAKREE) T
Holzo CAM HEBIBRDOERIT 20~44 KT, HIV
RYEDRBIE 1 SEF A AIDS BEAEKER (AIDS
related complex: ARC), 3 ERDEIEREF )T
(Asymptomatic carrier: AC) T#h -7z CAM 5K
% ThH CD 4 BtEY 78 REAS 100/ulKik DM 2

6~29 »H, CAM #X5FMEFD CD 4 WY ¥ 78R
& 7~91/ul, B.37urua7Y rix 24~28 mg/ll T
Ho7:z (Tablel)o B CD4 B ¥ HRYEIZAMER
BMx) yNBREEXCD 4 Btk v BREECHRHE L
A, REHVREVOTRIAN®. 2 »AREZEL 5 2
AROFEHYME%ZHV72o CAM EM#x5 #8138 HIV
MEE BRI L 225, CAM 200 mg # 1 H
1 EfEANRES L, 4 =MRFBIIREA ZVER
Y Sulfamethoxazole-trimethoprim WHR ¥ 7213
Pentamidine B A % RifT L 7=,

CAM &5 RMKEIICRBROEN, NE, HHEANOTF
BENI2HRERERHLZBEICTFICHBL, AR
BMFEE % OEHTH

1996 4 8 ABET CD 4 BtkY) ¥/ EREH 100/ul
RKKOAEFHMIZ 32~52 2°H, ¥141.8+8.8 » A,
CAM #5111z 20~30 2°H, ¥y 253+3.6 AT
Holoo R 1 LA 2 Lid CAM H5HhICEES ~
VYL A P AFTuT 4 VABERE TERZR
AIDS Z&FEL, fEF 1 DAY AIDS RiE#H 14 BT
L7 (Fig. 1)o KL CD 4 Bty ¥ /3 8RBUIFE
CHER 1 2R E, BMMOBEICEEDH A, CAM &5
% 5~10 P HHZE—Z71CHML 7, $FICER 4 13

& R 4 BT 840
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Table 1.

Background of HIV-infected patients treated with clarithromycin long-term

Before administration of CAM

: periods of
Underlyin, i i CD4*
Case Sex . ying age classification CD4* anti-HIV PCP 5.MG
disease of HIV . counts
, ) below 100/ul  therapy  prophylaxis (mgN)
infection (ul)
(months)
1 male hemophiliaA 37 ARC* 29 AZT +dd! pentamidine 7 2.8
2 male hemophiliaA 20 AC** 22 AZT ST 39 2.5
3 male hemophiliaA 31 AC 9 AZT+ddl pentamidine 72 2.7
4 male hemophiliaB 44 AC 6 ddI pentamidine 91 2.4
*ARC: AIDS-related complex, **AC: Asymptomatic carrier
CAM: clarithromycin, AZT: zidovudine, ddI: didanosine ST: sulfamethoxazole-trimethoprim
AC ————————— ARC —> AIDS ———] | A:Ma , e case 1
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Fig. 1. Clinical course of HIV-infected patients treated
with clarithromycin long-term.
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Fig. 2. Changes in CD 4 lymphocyte count after admin-
istration of clarithromycin.

CAM #:5.% 10 A B2 B 5B 2 50 180/u1
ITHML7: (Fig. 2). B.327uZ7u7) v 3BT
#l 1 T CAM &5 #BHML 2%, o 3 iz kX%
BlLx Bk o7 (Fig. 3). HIV 27 HETH 2
p-24 i3 CAM 5% CD 4 B ¥ $BREA D 5
EHWMMLIER 4 TREIEL -2, HTEM 1 Tid
REtEd Rt L7 E 7200 2 LAER 3 & ClRRMELE
FL T,

KIZ CAM #5# 0% Tumor necrosis factor- a
(TNF-a) ##BE% sandwich enzyme-linked immunosor-
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Fig. 3. Changes in f:microglobulin after administration

of clarithromycin.
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Fig. 4. Serum concentration of TNF- @ in patients with
HIV infection.

bent assay (ELISA) ¥:T#&E L2, #HIC CD 4 Bt
1) ¥ RERMAS 100/ ul KikD CAM FE#k 5 HIV RE
6 fEH (FMAKEE, £ 18~47 & - ¥y 29.3
®, CD4 Rty ¥ /338 3~96/ul - ¥ 34.0/ul, AC
4 fEF - AIDS 2 fEH) DOMiE TNF-a BELHMEL

FECHES 112 CAM B5-#ICiii% TNF- a« BEIZ L
HLA, oo 3 EFIETLA, BHICENRICH
DRELBES 2 TiZmi% TNF-o @ESETFTLE
REZMR LTV CD 4 B ¥ SBREAH 100/ul
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KD CAM # 5 HIV B# 6 il O ik TNF- a
RBEEIX 1.834~6.05 pg/ml * ¥ 4.14 pg/ml TH Y,
CAM B 5ER DM TNF-a EDOHIMBEMTH -
1o

BEDOL A HIV BUYE O RRE I Ik EREERL
EXL 7077 —LRHERIDHZD, WThd HIV IS
R OBARE TR 2o JRICKMIL CD 4 Kty ¥ 8
REAER L HIV BRGEER O FRIIARTH D,
Colford 5° iZKMIM CD 4 M) ¥ /2R ¥At 100/ ul
DT HIV Bie® (ptERdssl) % CD 4 Bt
DURRE, A2 b2y M, L HIV R OA RS
SV AIDS OREOHEIC L ) BBICHT, FOHN
EFHBIE 237~882 HTH DL MEL TV, —F
erythromycin 23L& +2 14 ARRT 2054 F
CRARERUNOEREROFEENH L2 Eh,
BAvER M T SUE B E OIS b BEBRIR VB R IS A At
BLDLNTWEY, SEWLIZHT HIV B#EE KT L
Th CD4 BtEY) ¥/ RBAT 100/ul KiKD HIV B
4 PIiC CAM 2 EM5- L2t 25, 1996 4 8 HRE
T 3 PNEFRT, FHEFNMMIL 418 »ATH 2,
Chi3PEFORKTIEH Y, Colford H® DKFTMER
BRIRTHMAKRTO HIV BEZ L) FRFARTHHH
R B HIV BEZEORFITH LA, TP HER
HRTCRINTVIR L PERNZHEBIZKETH S
s, BBREWKRELEX 5, Pierce 5H¥ 13 HIV B¥eH
WCREET HiBFY Mycobacterium avium complex
(MAC) BEIHEFHN-HD CD 4 BEtEY ¥ 3FREH
100/ul BLF @ HIV B#¥«HiZ CAM 1,000 mg/H %25
L, 79t HRBICHN CAM 5B OEF M E RIS
HETHLEHELTVS, ZOERIZ MAC BREIEZT
B4 2 CAM OHEEADAIIERT2059H 50k
CAM A b &P 7% ¥ HIV BIEHE O BRKALRICHE
FBIELTCVA-O»F#MERERR N, T
AZT BL U ddl OBAIE D CD 4 Btk ¥ /3 3REUS
BXIZTEBIIonwTIiX, #RIZH HIV Fx5Hi
CD 4 B Y NREMPBILLEHATHSHDT,
CAM #5#® CD 4 Bt ¥ SHREBOZE{tZ CAM £
XD EZD, RELE HIV ELOAICE ST
FATNT 7 DR RIS L THBELEEZIIBEETS
¥, 5% in vitro BETRIATREMETHHLER
5,

TNF- q 3 BIZFOEEZRET S DNAKHEEAT
% % nuclear factor-<B (NF-«B) % i&#{bs+¢, HIV
DEERMHEMRD Long terminal repeats (LTR) Z1E
#iLL7: NF-«B 24 L, HIV OHMIEZRET 5
ERESNTWV S, R4 DRFRETIX CAM &5 %I
{§ TNF-a BBz 4 fith 3 FITETHEEZRLAZL

76, CAM #'jA¢ TNF-a #/EEAML, EO#RE
HIV ORAHIx S, HIV IS o BIR %8 O & #%
LT WL HBTE S, Kita 5 ZH 1 T
vk By AWK A E TNV T roxithromycin (RXM)
AR TOH A FH 4~ m-RNA RBUE5 A 2R
M#L, RXM 4 Bllit'3<= ATt TNF-a O
m-RNA OB E LA S h7- L BELTBY, <
2054 FOHA bh A4 v EENOEENEH SN 5,
¥ 7:BXK T2 thalidomide #f* TNF-a O #EA % AHF
20 Zeh s HIV BRENDOBIKIEHA? RN SN TS
D, SHRORITEMHEDD Do
DEHSSBORFRIVEAOERTIED 5,
HIV BRYJEICHT 5 CAM BRMRSAMEIEXOH S
M MEDOTREMEMNRREN S, LMo TSHRED
I CAM R 5@ % 1T L TV 5 HIV BAJESEH
DEEKRBEBOBEITH)ELDBIC, 20514 FHH
DHEEEUNDOER & + 3 ICBHTXELEZL S,
X [ 18
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Efficacy of long-term clarithromycin treatment of HIV-infected
patients: An assessment of clinical course
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The effects of macrolide antibiotics which do not originate from their antibacterial action have
recently been elucidated. We therefore administered clarithromycin (CAM) to HIV-infected patients
and assessed their clinical course. Four HIV-infected patients whose CD 4 lymphocyte count was
below 100/ul in spite of anti-HIV therapy and who had not developed AIDS before administration
of CAM were enrolled in this study. The patients were treated with CAM 200 mg once daily.
Two of the four patients developed AIDS and one of these two died of AIDS after long-term
treatment with CAM. The average survival period (CD 4<100/ul) was 41.8 months, and the
period of treatment with CAM averaged 25.3 months as of August 1996. CD4 lymphocyte counts
increased in the three patients between 5 and 10 months after the start of administration of
CAM. The serum concentration of f.-microglobulin did not change in the surviving patients, but
it increased in the patient who died. Serum p-24 antigen could no longer be detected in one
patient, and this patient’s CD 4 lymphocyte count increased twice after treatment with CAM. The
serum concentration of tumor necrosis factor-a (TNF-a), which stimulates replication of HIV,
decreased in the surviving patients treated with CAM. These results suggest that long-term treat-
ment with CAM may be effective in HIV-infected patients with advanced disease and that CAM
may modify the serum concentration of TNF-a in patients with HIV infection.



