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Azithromycin (AZM) 13 7 7 A #F—HIC L YRAE S Lz
—a—<7uS 4 FRAEPETH 5, FH I
erythromycin (EM) D14 BT 7 b YV IIN-AFVEZE
AL7-15BB~<2054 FThHY, THI71 FRIAE
WEL LT, MRBERMEOEELZRRAETH S
Morazxella catarrhalis, Haemophilus influenzaelZ3t L C, HE
<054 FICHRBWIEEEEZET S,

AENIHE, REKRS SN, £ BHEEE XERR
¥, FIEMRERDS X U —RERRBREOFHERARICE
WTEEHIHR SR, EIHRARTHEEFEHIIBNT
HRCRIEE L A EIRALNT, BRIRMAREIHRESN
BEHTHLY,

A EFKA4 13, AZMEIFRSBRIIERE SRS L,
TR SRR IYLAE |25 T 5 AF O BRRRHF L BWERIZ OV TR
HL, Ab¥TEHOMFBENEZEHLIZDOTEZD
BT HET 5o

I. ¥BRELVHE

1. BRIRAIRES

FRAE128 & O FRSEL12 A OB ICELRERTKE
AR TARE 2T 72 IR ERGED ) b AH| DGR
WCRIEAE S Nz216) (M EEAED 1061 % &) I
AEEFERA L, ERRAEREIRIA, K4,
BHRELASH, [EILRE +RG360, BB
A%+ B3, BSUE + R ge2fl, REX WA+ &G
B, FiSUE+ IS+ EREIBITH o7z, BHL126), &
MBI, ERNIT408 & V) 865k (FIYER68.47%), BIE

116, PEEIOFThH o7, EELREII2HITRIELS
N, &I Z N Streptococcus pnewmoniae, H. influenzae t [7]
EE¥NT, Ao h/-BE - BElX, AZM 250mg 1H
1E#% 56155960, 500mg 18 1E#H%E5HH1261T, &5
BRI LFI3AMTH 7,

BEMEOHE X, BEMER WEXHKE CRP, H
MEREK, FRiLEREDOBFELIBIEL L, BOTERNIC
EROBE L DO 7358 % E% (excellent), Bi & A IFE
ROUBEL RO BE % HR (good), FLGTRIEKDEE
Em % RO 72HE R RBH (fair), FEROAEZZD
724 % R (poor) L HIE L 720 BEMIZOWVTI,
BIVER LR BRI OBRRREMEIC OV TR L

2. AZMI &R DORE

BYEIPIRBSE B I T ARTORET, RIS X HEK
BRE 4TS & &b ICRMA TR TEADERICFAES
72108012, A#250 mg¥ 7213500mg#% 1 H1E, 3H
R E L, MR ORIE 247 - 720 SFERpIE57 ~ 80 (F
¥73.45%), BMTR, K34, KEIMER, BHE
SEXR20, FEXIRE+RY16), BEIEMMEE
+ 15, BENE+ R 1B, RSO + A + L
BITHot. IEFERFERIT L0, FERSH
IZ GOT, GPT, T-Bil, S-Cr, BUN, Cer DI E 21T o 7=
(Table 1-1, 1-2) o

B1% IR SRR % 4T A K1 250mg £ 7213500mg % Ak
HL, RAKERROATAEZES Y FCROL, &l
SRS — 20T IS BUERTE L 72, Bl BR S =L

*T837 KEHMKFHHL044-1
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FE—Y—II)VIKIEL, HPLCHEICTRIE L 720 185
NMAREEE, FHIOE T KBRS R0 M iR
HEBORME LB L, R L 7,

0. m . |

1. ERRERRE

AZMODOERIRBLAE % Table 212 F & 72, FEFI21IZAH]
BHEIHB L VMR L, WEICTE T IR
B L 7-7-®, sulbactam/cefoperazone M BINIE5- % 1T -
7O TERARMRISHEARTEE Lize SD1H1%KRV7:20
Fikp, EX8HBI, ARITH, RRHR2H, EXH3IHT,
EFRHLUEOEIE (BR®)1375.0% T - 720 MIEEBIE)
ROMET T, S pneumoniae 1%k, H. influenzae 182
BRASOBE SR, 2Bk E LK L7,

RRAED 26, 250medk 55 DB M E LR (G
$16) & 500mg¥x 5B D SUE X LRI + KB (FEBI18) T
bHb, EF6TIIIXE LA A %ICfRE, WBCIE#AL,
MR THESFALN, H5MAMK6BHEICCRP 4+ —
TEHELLN, REHBUTREANRI /2720, HER
TaEEZ, RRERHEHIE L, EF18 TR
L7225, Bk, BEEOLEIALNT, CRP 5.05—
SULEERAOSNILDDBEMBILL adhorz7z0, R
PEEHE L

ERHOIBNIL, 250megHk 5 FIDRT % FERI13) &L K&
Wi+ R Y (FEFI19), 500mgdk 551 o B B 1 fti 4 4% +
&G (FEBI20) TH B, FEFI3TIIBHRAIBTE L D T AT
59, XMEDOBEEIILKL, CRP 6+—6+TARET
ol b HEREHE L7, EFILITIZMBEN A
579, ESR 10—24, CRP——H L E{L L7-7- D&%

EHIE L2 EBI20TIIMABTCTH L ) THS T, W,
WOER 7 F A P89, CRP 6+—5+ AL ThHo7:7
DR & WE L 72,

BRI 160 (GEBIL7) (S 2D TRIATHBL L 720 F
RUIEHFL G- PG E & 3L, #53EM% L D AR
BB L OCILEA 2K Lie A, REIERITSEL,
T4H ISR L7 YA NAMEDTHITH D HEN: D
ExON, BELOMMULITMES B0d Lhkwv]E L
720 X E-HI DR AAE O HERS % Table 317K L 72,
WFERER DI AYER2 (476—+736—+196—305), 10(126
—423—525—+310), 17(192—+1080—423—+424). 18
(77—792—385—414) D 4%)iZ, ALPD kA HEHIS
(217NT—242—267) D1FIIZFRDO LN, THHD
BEIVWTNIBEETH- 1,

2. AZMIMFiRE DRIE

AZM 250mg#x 5 D 55 D F 5 (X AE B 1 3A357 5 THLD
4611370 ~ 80 D HFH I3 L, % 72500me#k5 D55
DEFIIT2~ T8I LT Wiz, HA DEFIZBW
Tid, Y EERI/ST A — 7 —EHIZ+3%FAL b
BORMAITZ o lzlz0, BoNBEEBERA
ERWE T HIER SRR TOMHBEHEBORE L
BERhEbETRLAE(Fig 1, 2), M BED&HHEIZ
250mg, 500mgfx 58, K4 MEZG %2~ 258/ TF
N€10.015~0.23xg/ml, 0.090~0.57ug/ml T o> 7,
250mgiX SHEIC BT BIERISE L 12, 500megtk5- B
B AEEFI2, 118 L U203 7% 5 %968/ A 5 %)
E# 5% 1208 ORBICB VT, 8 IHEREERSREBO
HRIVWThOETEVLFRELZRL,

Table 1-1. Patient profiles for determination of serum levels (250 mg p.o.)
Case no. Age (yr), Sex Diagnosis GOT GPT T-Bil S-Cr BUN Cer
4 70, F chronic bronchitis + infection 20 22 0.2 0.9 26 69.9
8 78, F bronchiectasis + infection 26 16 0.2 0.6 11 ND
12 80, M pneumonia 51 31 0.3 0.7 15 67.8
13 57, F pneumonia 22 13 0.6 0.5 5 ND
21 74, M pulm. emphysema + infection 36 36 0.2 0.7 23 117
pulm.: pulmonary  ND: not done
Table 1-2. Patient profiles for determination of serum levels (500 mg p.o.)
Case no. Age (y1), Sex Diagnosis GOT GPT T-Bil S-Cr BUN Cer
2 74, M chronic bronchitis + infection 14 13 0.3 0.9 12 ND
9 72, M pneumonia 24 11 0.8 0.8 10 ND
11 75, M pneumonia 60 49 0.3 0.8 19 ND
16 78, M pulm. emphysema+ pulm. 16 11 0.4 1.0 16 ND
tuberculosis + infection
20 76, M old pulm. tuberculosis 20 17 0.3 1.3 25 65.0
+ infection

pulm.: pulmonary ND: not done
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THITA FREWE LFENSAZMIE, ik L 7
EHWEMD T 7 b VIRO9afiTIIN- A F )L Hkn MA LT
IEIR~ 27054 LA EI2E), EMIZHRY T
LFEMRICH L CENENE A TS LRI, B
W A REN L ROKS T L B BRIT 2RI % H15.
L72¥, & DICARFNIMBABITICEN, BB LU
MPTOHKERPOENT &E2s, BEMECHAZLE

%7 ML PTIRBE 2SS S M BY . AR, EARAO
T4V — bICER SN TREHMMIE TN, BORK
BECHUR SND &) [EMAH LY, CDL) L= —
y I AhPIB gD & AH)I3 1 B 183 B M5 T ORKR
VSN TV D,

AEFR AL, RSB AGE T AR 0 B E 105 (Fis
o) okt A, AKI250 mgF /21&500mg LH1E3H
(GE AN R-RY, L-22) sl 3 Rl A Dy

Table 2. Clinical results of azithromycin therapy

Treatment . io-
Case Age . . L - Isolated Clinical BfCt?x;lo Adverse
o Sex 1) Diagnosis Underlying disease |daily |duration |total organism effect :g;: " reactions
: (mg)| (days) | (8
1 | F | 67 |acute bronchitis Et};rl;ehgp)watitis 250 3 0.75| normal flora good unknown -
2 |M|74 C+hri}1?<er cotril(;:r}llitis chr. bronchitis 500 3 1.5 | H. influenzae | excellent |eradicated|eosino t
3 |M|65 ihri.nEer (?tlilg:jtis chr. bronchitis 500 3 1.5 | normal flora good unknown —_
chr. bronchitis chr. bronchitis _
4 | F |70 + infection wallet bronchiectasis 250 3 0.75| not done good unknown
5 |M|56 ihri.ng :trilgrllﬂﬁs chr. bronchitis 500 3 1.5 not done good unknown —
6 | F |86 chr'. bror_lchitis chr. bronchitis 250 3 0.75| normal flora fair unknown —
+ infection old tbc.
7 | F |50 ilff(;rég};iﬁctasiw bronchiectasis 500 3 1.5 [S. pneumoniae| excellent |eradicated] —
8 | F |78 T.oigﬁgii%t?is bronchiectasis 250 3 0.75| normal flora excellent | unknown | ALP 1
9 | M| 72 |pneumonia — 500 3 1.5 | normal flora excellent | unknown —
10 | F | 40 |pneumonia — 500 3 1.5 (—=) excellent | unknown |eosino 1
11 | M | 75 |pneumonia pulm. emphysema 500 3 1.5 | normal flora good unknown —
12 | M | 80 |pneumonia chr. bronchitis 250 3 0.75| normal flora good unknown —
13 | F | 57 |pneumonia bronchial asthma 250 3 0.75| not done poor unknown —
old pulm. tbc.
14 | F |69 ﬂdigflggtli'o;bc' (secondary 250 3 0.75| normal flora excellent | unknown —
bronchiectasis)
15 | M | 84 |01d pulm. tbe. Id pulm. tb 500| 3
+ infection old pulm. tbc. 1.5 | normal flora excellent | unknown —
pulm. emphysema +
16 | M | 78 |pulm. thc. + pulm. emphysema 500 3 1.5 | normal flora excellent | unknown —
infection pulm. the.
pulm. emphysema diarrhea
17 | M | 61 + infection pulm. emphysema | 500 3 1.5 not done good unknown eosino 1
. . atypical
18 | F |74 Toi;ll;:g%cotssm mycobacteriosis 500 3 1.5 | normal flora fair unknown |eosino 1
bronchiectasis
19 |M |51 tfglr;g?t?i :sthma bronchial asthma 250 3 |0.75| normal flora poor unknown -
Id pulm. tbc.
20 | M |76 i in?ecrtri]on c old pulm. tbc. 500 3 1.5 | normal flora poor unknown —
Im. h
21 |M |74 Ij_u ;]feig?n ysema pulm. emphysema | 250 3 0.75| not done |not evaluated | unknown -
chr.: chronic  pulm.: pulmonary tbc.: tuberculosis
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REBMABT 23R E LB ITHRABROBETIL,
500mg %2 i B Cmax 0.58g/ml, Tmax 2.5h, Ty,» 61.9h
(#&KH), AUCo-16s 4.41ug* h/mlTdh - 729, A[E L
RIMARA 7 PHFHSTRWD, Y ERERY/$S A —
Y —DHEBIITR 2 o7z, FZT, 4E1EG S N 72k
, BEBRAE W TS HERO i

BiZER&GbE /L A, WMEBE S, H720M%ET
MK & 2 ki h oz, LA, WIEHRS
%961 M LA R > iy mh i JEE At (25 0me i 5-B; fERI8 B & U
12, 500mg#t M, FEBI2, 118 & 1°20) 1348 I #HRAER
A & D b TEAEEZRLTBY, HElORBIEATRIE S
N7z, &b, IhHDOFELRL72BEDBUN, S-Cr,

Table 3. Laboratory findings before and after azithromycin treatment

Case ESR |CRP| WBC |Neu.|Eos.| RBC | Hb [Platelet | GOT | GPT | ALP |y-GTP| LDH | BUN Cr
no. (mm/h) (fmm?) | (%) | (%) | (x10% | (g/dD) | (x 10% | AU/ | AU/ | AUA) | AU/) | AU | (mg/dl) | (mg/dl)
1 B 33 2+ | 5600 |67 0 387 12.6 | 15.4 35 23 | 311 18 427 16 0.6

Al 21 0 | 6200 |60 0 378 |[12.0 | 21.9 17 8 [ 302 | 13 | 335 16 0.6
9 B 5 2+ | 11900 | 77 4 515 153 | 19.8 14 13 | 190 44 392 12 0.9
A 5 - 6100 |58 5 482 145 | 214 20 15 | 165 22 308 15 0.8
3 B 24 + 15500 | 73.7 | 1.8 449 13.2 | 34.3 23 15 | 238 16 314 15 0.7
A 19 - 8100 |54.3 | 3.5 438 12.9 | 38.8 22 14 | 210 16 310 15 0.7
4 B 14 |1.14 | 6600 |47 5 434 13.6 | 16.5 20 22 | 169 26 254 26 0.9
A 12 | 0.68 | 6200 |68 2 397 125 | 16.0 18 18 | 156 28 251 20 0.7
5 B 6 + 9000 | 64 1 488 16.2 | 16.0 24 17 | 204 15 160 15 0.7
A 6 - 5000 |51 1 503 16.8 | 13.6 26 21 | 199 15 341 15 0.6
6 B| ND 4+ | 14300 | 67 1 403 12.3 | 22.9 16 7 | 162 14 248 10 0.4
A 52 + 4800 |59 7 388 11.8 | 24.9 16 14 | 195 26 279 12 0.5
7 B 43 |11.73| 9400 | 62.6 | 1.0 377 12.3 | 26.7 27 15 | 146 18 469 7 0.5
A 77 0.45| 8800 |61.3 | 1.2 369 121 | 37.1 27 26 | 157 20 406 12 0.5
8 B| 100 5+ | 4900 |53 2 347 114 | 17.2 26 16 | 217 9 469 11 0.6
A 35 - 5700 | 50 6 327 11.0 | 30.0 24 21 | 267 10 364 18 .5
9 B 34 + | 11200 | 73.5 | 0.5 478 16.3 | 21.0 24 11 | 282 44 403 10 0.8
A 15 - 8200 | 54 3 474 15.9 | 22.9 39 34 | 287 45 333 17 1.0
10 B 71 4+ | 9000 |77 14 411 12.8 | 32.1 13 8 | 181 13 273 7 0.6
A 18 - 5000 | 48.8 | 6.2 385 119 | 25.6 13 11 | 137 11 296 9 0.6
1 B 16 + | 13500 | 70 0 387 13.1 | 24.9 60 49 | 320 76 380 19 0.8
A 64 + | 10600 | 56 0 370 125 | 259 45 36 | 291 62 378 15 0.8
12 B 52 + 6100 | 73 2 419 11.0 | 26.8 51 31 | 171 10 526 15 0.7
A 42 - 4400 | 63 4 418 11.0 | 26.4 39 23 | 154 9 494 10 0.7
13 B| ND 6+ | 15000 | 80 2 400 126 | 12.2 22 13 | 209 61 316 5 0.5
A 81 6+ | 17500 | 78 2 376 12.0 | 16.1 ND | ND | ND | ND | ND ND ND
14 B 23 + 8400 | 89 0 438 13.1 | 21.6 26 12 | 158 14 333 18 0.5
A 14 - 4500 | 55 8 409 11.9 | 23.7 24 13 | 131 14 349 11 0.6
15 B 80 2.9 | 8800 |72 1 410 12.6 | 27.5 24 18 | 199 27 386 11 0.8
A 28 |0.17 | 6500 | 62 2 407 12.6 | 16.2 25 16 | 163 | 125 | 392 13 0.7
16 B 33 + 7700 | 76 2 492 16 21.5 16 11 | 276 23 458 16 1.0
A 7 - 7400 | 60 5 450 143 | 29.5 14 12 | 226 22 412 14 1.0
17 B 70 |18.28( 9600 | 71 2 447 14.7 | 31.8 43 119 | 451 | 239 | 185 11 0.7
A 53 3.59( 10600 | 66 4 444 14.6 | 51.2 23 31 | 286 | 115 | 304 13 0.6
18 B| ND |5.05| 7700 |66 1 381 119 | 26.4 19 8 | 162 9 415 17 0.7
A| 92 [3.14] 6900 |63 |6 367 | 112 | 34.8 | 14 6140 | 8 | 301 | 17 | 07
19 B 10 - 7800 | 81 3 419 13.6 | 17.0 30 37 | 158 30 307 10 1.0
Al 24 | w | 3800 |68 |2 452 | 148 | 140 | 20 | 28 | 156 | 30 | 368 | 11 0.9
90 |B| 115 [5+ [ 7300 [78 |2 342 | 92 | 366 | 20 | 17 | 277 | 334 | 216 | 25 | 13
A| 86 |5+ | 7700 |67 |2 367 |101| 352 | 22 | 21 | 266 | 345 | 245 | 20 1.1
o1 |B| 10 |0.72| 6300 |53 2 418 | 12.0 | 21.8 36 36 | 118 | 32 | 470 23 0.7
Al 19 |047|15000 |84 |1 | 433 |126| 21.8 | 17 | 22 | 113 | 29 | 3% | 23 | 0.7

B: before treatment
ND: not done

A: after treatment
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Fig.1. Serum concentrations in patients who received azithromycin, in 250mg oral doses, for 3 days.
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Fig. 2. Serum concentrations in patients who received azithromycin, in 500mg oral doses, for 3 days.
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DENAON, HEEW2 1ug - h/ml, BB 74 -
h/mlTadh o720 FRAPPREHRIZIIWEMIZZL RO TN
2\,

Cmin ($¢5-1% 24 15 ) O L A i BE) (ST BE T A2 AS % o
fzZ &, ERAZIMORPPEEFRAC~9% 12T EH v
b, HS5HDAUC -2 DTHEENEIL, WHMENTO
B E ORI D b 57 & JFFAEE R R O FE A DT IS
FEOLbDLCoatesHIIHELTH Y, ALIDKIRTH
% 7= A% 5- 1% 96 B ] LARE > (fiL APl FE DB Al b 2 65 <
FULERHIIEZb DD EBbh D,

I, BBV TELPTo I BFRERLGRE L
FAZMOENEIREICE T 2RBRICBVWT Y, BEOR
BEIAZMOEABRIZEEES A BV LIRS
TEHY, Coates b DIER LB L, BWE I TS
AZMO R - HRER, BHEOFREIEEICL LT
STWARD, RALBILHE - AR T LERIN L,

F 72, FPURBREREWE (X § A AR OMERZER T,
DHEEHFAO-OHERGR L L21B 2RV 72206)+
=586, BHRTH, RRHR2H, EMIFTHY, FH
MET50% DEE X172, REBHREE S 26, S
pneumoniae, H. influenzae® & 1RRIZFLIZTHE L, FH D
in vit COMBENEEANTRIFSN-DDER DN S,

BERZIBIC TRIAED b, BRREEOREE
BL4P) T EEERIEE Y, 1BIICALPO EAMRD LN
AT OBEOEETH -7,

DEORE LY, FENIHREERYGIE AR 2 EHT
HrBbihiz,
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Fundamental and clinical studies of azithromycin
in respiratory infection

Masahiro Takamoto, Susumu Harada, Yasuko Harada and Tsuneo Ishibashi
Department of Internal Medicine, National Ohmuta Hospital
1044-1 Tachibana, Ohmuta 837, Japan

To 10 inpatients with respiratory infection (mean age: 73.4 yr), azithromycin (AZM) was adminis-
tered at a dose of 250 or 500 mg once a day for 3 days to determine its blood concentration. Although
determination of blood concentration with time failed in individual subjects, the blood concentrations that
were successfully determined coincided well with the results obtained by extrapolation from changes in
the blood concentration in the Phase I successive administration test of AZM.

To 21 patients with respiratory infection (1 case of acute bronchitis, 5 of pneumonia, 5 of chronic
bronchitis, 3 of bronchiectasia+infection, 3 of old pulmonary tuberculosis+infection, 2 of pulmonary
emphysema + infection, 1 of bronchial asthma + infection, 1 of pulmonary emphysema -+ pulmonary
tuberculosis +infection) , the drug was orally administered at a dose of 250 or 500 mg once a day for 3
days to examine its clinical effect and safety. Except for 1 not evaluated case, the clinical result was
assessed to be excellent in 8, good in 7 and fair in 2, and poor in 3 cases. Bacteriologically, 2 strains, 1 of
Streptococcus pneumoniae and 1 of Haemophilus influenzae, were isolated. These were completely eradicated
by AZM administration. As for adverse reactions due to AZM administration, diarrhea appeared in 1
case, increased eosinophils in 4 and elevated ALP in 1.



