EHEOWMMYE RN T% Minocycline 150 mg 3 7 ¥ D R MRER

ARl KM -
WO W B £ IR P B U R B3 %t

(FR#%n 55 42 4 A 24 R R

Minocycline 1 B 150mg £ 8 IR 535 ORERAEA DT T A RD T, M4 D WMHE RB K

BiE 22 FEACN LERRERY S -7

CORRE, 20 ARV THYHE 25%, MHLEEK 6% Th-1o
thb OB, MXERCR 3 Minocycline 1 B 200mg 42 AREED L &, 8 X UK
KO AMOFFAERAC LI INMELRTERCLEIL DTV L EL bR,

EIfER E LT 1 AIKBEEOREMNIED L hAh,

Hohirh 51,

Minocycline(MINO) x, XRv £V —HEMTHERE
Zhi Tetracycline ONBELTHY, EhiHM Ny
L, 77 A[BKH, 75 sRERCHLEVHEER
¥Ho-EcaLRTHDH, Minomycin & L CEHKIK
#FHXNTV3B, Minomycin o A5z, MmBRE
OERENI VLW S EENLDL, H1EAK 200 mg,
L2mMBL%z 12 BsMMEA T 100mg ¥2o8 5T 5L
tAD1H2ERSESA—MNFTELEEH, SBETH
FHCEAIhREYBETTETVW 5, LT HH, XH
EEWTHL1H3EGMER LR EVHEV I EHRRD
hATVW3, —F, 50mg » 7 e~ FIABWAL T h TH
h, XWERELL T S0mg » 7+ HoNMICL5Mm
FREOREITbh, TOKRELT, XAD1H3
EAfc:Y), ERCEFREY LT3 L0EELCLE
BREUEOBEMFLTETHIEVS, WHEIOR
ArfohTway, T, BENCLSETCO1H
200mg 2 MAMHECEKLTC1E 150mg 3 ESME
YRBERRECFIALBILONE S0 2A5cdpD1l
2ORAKE LT, LAF, Minomycin 1§ 150mg 3@
SRET X 5 REBRRECIEBR YT Thi

*} ]

KERBRECA BRERR BRI KT T g oW
BERBEREY L OB4BE 22 BLRMOHRLL
oo EROKIIZBHR 128, kHE10ETHD, E4T
BE0Y, RIEE7FT, 60FR3%, 7T0FR134,
B0¥R54, 0FR14, FEERTT.2FTH-70
B R B R IE DB BIC I AR R RERE,  AiTSZAR
DEKD, RERELRETBRBORENEL, Thb
DIEFADKRH D D) BEROBERZ LD, —iff

FofticRfhoBECLHRTREELITR

DETIRES 7 — 7 ERNREIh TV o EMRE
R, WAHATECH S BERRD 1AXTTH-
Too RIERABFD D OB LT, —BIC B
Bess, ERRBEREAHBHEOBE LD OMRD
b, BEBEKZLERD 1HNEFTH 10

] b3

Minomycin 50 mg » 7+tA% 18 3ERKKCEEL
foo BEABULT BRMIRZEAME LA, BEXRSET
BAHDTEOFEDOHET 14 BMBELLIEL DD
P feVse

*f, 7EMBEEY2EALEERL CTT-cbDhi6
Bib s,

BB 0¥ £ 12, UTI EHFMmENES 2 RCEL
T, BENEOMERS ICRROELLOFE, BE
CXhHELI, 7AMEEY 2B EEREL TIT
FEFICOWTIE, SREPMONMEOREOLBICI Y
BBEHEXT 27ch’, ZOFEITE T » REXSK
¥pEEcrc Table HRELIS,

BIfEAACBIL Tit, HFIRREITHTEKIERDORE
BoREYML Tkl

B E R X

22 G0 5D, 2 FARKLYFES H LU THo D
BEREL, B O 20 FEHITO\VT Minocycline DI
R FMEL to T, READS B 16 GEA 21)
1%, Minomycin # 580 RKREC ISV TREMVBHT
Dol b FRERBM TH - 1o, UTI ¥
FEEECRETH-7cdb DO TH D, BD 186 GER
22) B FEEE ST EKBEL L Lo cb DTH B,

1) BERHE¥E (Table 2)
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Table 1 Clinical results of MINO in
Clinical Indwelling| Dosage Before treatment
CI\?:e Ag:x& di('G‘"“i" Ur:lcil:::);len‘ c:‘ta;t:r Daily ~ [ Duration Ornfncml *um/ml MICe
roup) ( D | dose (days) isolated (ug/ml)
1 |73 Flc.c.) N‘““:::;ir (360 ml) foi";' 14 | E.coli >108 | 50
Prostatic Ca. 50 mg E. 60“ g'{ﬂ')
2 |77 M [C.C.(4) | Neurogenic (20 ml) 14 P.mira >10*
bladder t.i.d (+a few)
Urethral 50 mg :
38 |71 M|C.C.(4) stricture | (& feW) | g 7 E. coli >10° | 25
Neurogenic i
50 mg !
4 |78 F |C.C.D) bladder + ) 13 | E.coli | >10° | 12.5
DM t.i.d. i
Neurogenic 50 m !
5 (8 F (C.C.O | yremar ™ | C8OmD| : 17 | E.coli >0t
stricture B ‘
Dysuria 50 ! .
6 |77 F |A.C.(4) | (cause @ mE 7 | E.coli I>100 | om
unknown) ti.d. i :
recurrent| Urethral 50 m . i e
7 |MF C.(4) caruncles as ',“D t. i. d? 7 E.coli ! >10° 0.78
Urethral Citrobacter (+l+), 1.56
E.coli (+ 1.56
8 |78 M |C.C.(6) stricture | (150 ml) 50'mg 7 7-hem. (:lzcﬂ. f>108 -
BPH t.i. d. 4a fe')
tr. fecalis (+) 0.39
50 mg
9 67 M |[C.C.(4)| BPH (160 mD) tid 14 P.vulgaris >10* 6.25
BNC 50 i
10 [7LM[C.C.| Prostatic |+ | i.";g 7 | Enterobacter | >10° | 62
. . Kleb. (+) .4 1.56
Renal papill- 50 mg : ‘
11 75 F |P.N.(@3 E. coli(+afew)
@ ary necrosis (10 ml) t.i.d. 14 Enterococcus | >10° | 0%
(+a few) -
50 m Kleb. (4 l
12 |8 M |c.c.6) | BPH @m | dg 14 Entcroc*:ccus%i >10°
-1.d. E. coli(+afew)!
Neurogenic 50 m Kleb. ()
13 | 67 F |C.C.(4) DM bladder | (600 ml) i dg 7 a-hem. strept.| >10% 1.56
e (+a few)
Neurogenic 50 i
14 |8 F |C.C.(4) Hadder | (50mD | Y7E 14 Kleb. s108 | 25
Bladder Ca. 50 mg Sarratia ()
15 | 82 F |C.C.(1) | Neurogenic + ) 14 Entrococcus >10% 12.5
bladder' t. 1 d (+6) 1
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aged patients with complicated U. T. L.

Urinalysis N
After treatment (WBC/h.p.f.) | Clinical | Side Remarks?
Organisms isolated [cells/mi|, MIC Before | After | Sffect | effect emarks
rgan Qg&‘/ml) N
7 th day :
E. coli >10* | 50 | 10-20/ | 50-100/ Poor — |Gttt ya0y) >10ml
WBC (10-20/h. p.£.)
P.mirab. ()| 12.5
Kleb. (+1) >10* - # 5-10/ | Poor —_
Str. fecalis (+) 0.78
E.coli (#) >10° 25 20-30/ | 5-10/ | Poor +?
6 th day :
yeast-like-cell 10 # H# Poor _ yeas:;-;xlkoe'-/;:‘:lll
WBC (4
: 13 th day :
E.coli. >10° # # Poor — | E.coli>10%/ml
WBC (#)
E.cols (+) 6.2 0.78
Citrobacter (+5) ) 10¢ 1.56 H - Poor —
Str. fecalis (+22) 12.5
0 H 3-5/ |Excellent —
Ps. aerg. >10% 30-50/ | 20-50/ | Poor -
;th ?ay :
P.oulgaris >10° | 25 | 5-10/ | 5-10/ | Poor — S oE S L fewy | >10YmI
WBC (20-30/h. p. £.)
yeast-like-cell <10 # 10-20/ |Moderate —
E. coli 445 | 3132050/ | 2-3/ | Poor -
0 H# 10-20/ {Moderate | —
Kleb. 6. ‘Iil(>)<‘ 12.5 H H Poor —
Kleb. >10% | 25 30-50/ | 30-50/ | Poor -
Szrfah'a(+)
a-hem. strept, >10° | 25 4 # | Poor -
(+a few)
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Neurogenic 50 Serratia (i)
16 |76 M |C.C. (4 bladder | @5ml)| "5 7 | Enterococeus | >10°
BPH t. i, d, (+3)
50 ,
17 | 75 M [C.C.(4) | Prostatic Ca. O mb ¢ lr:z 14 Str. fecalis 6 ol:. 1.56
18 | 69 M |C.C.(1)| BPH + 50 mg 7 | Enterococcus | >108
Prostatic 50 mg
stone ,
19 |90 M |C.C.(4 Urethral (50 ml) tld 7 Sty. fecalis >10* 1.56
stricture
50 mg .
20 | 75 M [C.C.(4) | Bladder Ca. O ml) tid 7 Str. fecalis >10* 313
21 |78 M |A.C. BPH oml) | Oms 0
E.coli (#)
Urethral 50 P. mirab. 2;’“
22 |88 F [S.AC | oo S 7 |§afer)y | >0t | o
caruncles Li.d. Str. fecalis 313
(+a few)
8 C.C.: Chronic Cystitis, A.C.: Acute Cystitis, S.A.C.: Subacute Cystitis, P.N.: Pyelonephritis.

RUV : Residual Urine Volume.
Table 2 Overall clinical efficacy of MINO in complicated U. T. L

Pyuria Efficacy on
Bacteriuria Cleared Decreased Unchanged bacteriuria
Eliminated i 2 [ 2 1 5(25%)
Decreased 0 0 0 0
Replaced (] 0 2 2 (10%)
Unchanged 3 2 8 13(65%)
Efficacy on pyuria 5(25%) 4(20%) 11(55%) | Case total 20
= Excellent 2(10%) Overall effectiveness rate
[ Moderate 3
|——] Poor (or Failed) 15 5/20 (25%)

Table 3 Overall clinical efficacy of MINO classified by type of infection

Overall
Group lcio'se:f(fgtﬁf) Excellent | Moderate | Poor effectiveness

rate
1 st group (Catheter indwelt) 4 (20%) 0 2 2 50%
si 2 nd group (post prostatectomy)| 0 - - — -
) mgle. 3rd group (Upper U.T.L) 1 (5%) 0 0 1 0%
infection | 44y group (Lower U.T.J.) 13 (65%) 2 ] 11 15%
Sub total 18 (90%) 2 2 14 2%

. 5th group (Catheter indwelt) 0 — — - -
Mixed 6 th group (No catheter indwelt)| 2 (10%) 0 1 1 50%
infection

Sub total 2 (10%) 0 1 1 50%
Total 20(100%) 2 3 15 25%
oA
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0 §0-100/| 8-5/ |Excellent| —
7 th day:
Str. facalis 11% | 0391020/ | 1-2/ | Poor — |Str. fecalis>10%/ml
WBC (1-2/h.p.f.)
0 5-10/ | 8-5/ [Moderate| —
yeast-like-cell | 38 # | 30-50/ | Poor -
E.coli (+9)
Kileb. (+7) 6% 10 # +#+ | Poor —
Citrobacter (+2)
0 50-100/| 10-20/ | Dropped —
# Dropped ?

©)  Inoculum size is 10® cells/ml.
49  Urinary findings during treatment period.

Table 4 Bacteriological response to MINO in
complicated U.T. L

Isolates sl;lx?éi:.f; Eraé:l}i;/:;ted Persisted

E. coli 9 4 (44%) 5
P. mirabilis 1 0 (0% 1
P.vulgaris 1 0 0% 1
Klebsiella 4 2 (50%) 2
Enterobacter 1 1(100%) 0
Serratia 2 1 (50%) 1
Citrobacter 1 1(100%) 0
s | o | saw |

Total 25 14(56%) 11

LIEFWBIT 5 Mic 7 — 212 Table LicEKL TH
20, RHFHEARECRES &, MERCHL TIXEMHL
5 B2, "% 13 Thh, BRCBELTRE¥E
5, HE4, AFE 11 T, chb¥EAEETORAYE
HErE®2, A3, 15T, FYHRLBY Lic
%0 ek, 7HEEEY 2 @A LST > ERADORFTD
BRS, TRTCERRREELEL—KL TV

2) HKBHBET (Table 3)

BRGEOMBE X U 1o 5 MPuBAIIC X - TRAIL,
BERINOBKBAEHRE Y 2D L, BBEBCRES 7 —
TAERBOBMEOELE D THHE A HCEBHCS

Table 5 Strains appearing after MINO treatment
in complicated U.T.I.

Isolates No. of strains*

E. coli 1
Klebsiella 2(2)
Citrobacter 2(2)
Pseudomonas 1
Enterococcus 2
(Str. fecalis)
a-hemo. strept. 1 (1)
yeast-like-cell 3 (1)

Total 12 (6)

*

Regardless of bacterial count ; the figures in
parentheses indicate number of strains with
bacterial count less than 10* cells/ml.

{DIEGDEFL, L bHREI LR KR YR
WICBBIC L RETH » 7o

3) MEEMZEDOFM (Table 4,5)

REBOZEFARDOHLEY Table 41T/R L1, 20D
B4 Table 1 iZ/RL B EMOFBEED 5 10* H/ml
KL EXONRDLD, Tihbd, i Tar=—
Bpt 10 Kb DI, HRIC X HFTREM K L £ X Kt
Ttz ishrotco £ O R, E.coli, Klebsiella,
Serratia (34 4% 50% DEALRTH b, Enterobacter,
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Table 8 Relation between MIC and bacteriological response in MINO treatment
MIC (ug/m!) Inoculum size : 10° cells/ml Not o
N Total
Tsolates | o] 0.78 | 1.56 | 8.12 | 6.25 | 12.6 | 25 | 50 | 100 |>100 | 9ome

E.coli 1/2 11 1/1 | 0/1] 0/1 1/2 | 48
P.vulgaris 01
Klebsiella 1/2 0/1 1/1 2/4
Enterobacter 1/1
Servatia 0/1 1/1 1/2
Citrobacter 1/1 I
fsntt:.r%?mf:) 1/1 1/2 1/1 2/2 | s/6
1/1 1/2 4/6 1/1 1/1 | 0/8| 0/1 5/6 | U/3

Total  |100%) | (50%) | (67%) [(100%) | (50%) [(100%) (0 %){C0 %) #3%) | 1%)

Citrobacter 3.4 1 72T TH B A100% 4%, Entero-
coccus H' 6 Bld 5 Bl (83%) HEEV 5 RVARER
L, £4& L Tik56% DHERTH 7o —%, Table
5 kmtiih, BRBCHALLHIEELERTS
L12TH B, 108/ ml kDb DT E¥ELBLE
6M&ich, E. coli, Pseudomonas % 1 ofpic, =
=Y Enterococcus @ 2 FMNBIL 7o

4) B/RHEEILME (MIC) 0Bk (Table 6)

DREOELDLOIEDE, KRRAKKKE LY 2
-1 T MIC D EXT oo H£MEINC MIC DG
LEOMELOMBEY DL, Table6 DL s hH TH
b, 6.25~12.5 ug/ml ¥WLL THRLIRDXISC
Zx Bh, LHL E. coli, Klebsiella, Enteracoccus Y-
%4 MIC LR ROMFELVHER TS ERbhSEHA
NLbhb, o, Enterococcus \WBIL TR AR
5k E © Enterococcus L TTV530D5 S,
Ry 2—IRTXBIZ Streptococcus fecalis k@E
Xhi-bohrbdicd, 220FFEHZLILDT,
MIC DRIE X hicb DIXTXT Streptococcus fecalis
LAZERICSDIENLY TH S,

5 EIfeA

EIfEABAL T, #BoRERTHTEKACIER
YRELIETTHEMN, EHN 3T B H5TROKER
MEWFHOTEELLTEL LRI, ThiX, EAOC
L &T MINO PiRBAMG LEX DX L% h DB T
nAEMLELEWEWS ZETHIM, 1860 MINO
150 mg/H DK% 100 mg/BITHEL I=& & AIERD
HEXRTED, COEDLLEFRALELELOTH
%o £ DD 20 FEACBIL TIXEIFRIBHO hich
2 I-o

% &
Minomycin % 7t AFONRIZBIL Tix, ZDEH

ORRY S, %W 1H 200mg X5 2E3RT
SHENELATHRD, BEKNKC L35 ONEIS
bhTWw3, 2 hH, R, AM<MLTL1838
OARMENEREVLONEDEIL B H, —H, D
mgh7er P BUHALIATHWIRARNS, 1H150mg
DIEFMEC L) 1EORRBYPEL TS :‘t-c.

MHREDR R Y W00 L RREMTREYRD
TENRTEBIOTRAEVNEOEREYS, 150mg 0
3 AMEOHMEMEYRA TR, biik, REOR
5ECehsd, K1EAK 200mg FH5L, Lk 12 B4
MM C 100 mg > 5T 3840l & X Fig 1°,

Fig 29 L 1@ 50mg 001 A SEXSEK 5a+RE

Fig 1 Serum levels of minocycline after oral
administration of 200 mg followed by
serial administration of 100 mg in every
12 hours

ug/ml

“&zoomg $100mg ¢100mg § 100mg

1.2
1.0
0.8}
0.6
0.4f

0.2

0 —

0 10 2 - 30 40 50hrs.

(Reproduced from KiTAMOTO, ef al.)
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Fig.2 Serum levels of minocycline
200 mg and 100 mg per os (Average of

4 cases)’

ug/ml 100mg

l.5"200mg l

1.0}

0.5 e
ol . ——
01 2 4 6 12 1 2 4 6 hrs.

(Reproduced from ISHIYAMA, ¢t al.Y)

Fig 30 %, TCREHINRLENNSOHBELT & 12
A Lbk S, BROTEARTTETCHZ L E X 6 h
12

SERO R IR 4 DHRRER 20 AIIC 31T 5 BUK TR,
RABRDRIIAYHE 25%, MEEAOPRTIIHE N %
R56% V5 ENBOhT, T ORKEITOVTIE,
HEOEMN 20 AL 5970 ETHD, LErbL2ArnNK
BEORBBPELY L OMEETHIE A0 b, K
B XoRELIRATHY, ThEBCEFEG T
DRAREKE HEL TIERE T IRV EEL bR,
22T, OEBRD S bRADHER L EOTRTHE
MEUENSVWEEZ LN LOXRUHL, @610
BREBOwBRH AL ALY 21 H 200mg
D2AMER L D REBRPIEDHEBEZT - TV 3BH, &
D5 HLEMM RERRIE 6 I TCORMZE 2 XK 33%,
BHAE 33% Thoto ¥h, AALY, #E6Y, £
TP, H6YDRh 1 H200mg 2 3RO RIC D W
T, RROMAICHGT 60 FL EOBS DORBBERE
EFFEUCHL, ZhbOmEHeT UTI M
ERCREUCCHELTARS L, EMXLHAT I8 fids
B, DS LETTEED 2 IRV 16 BITABEFR
BE 44%, EHAE 0% L\ HENBLRI, —F,
ARSI DUBROBEA, LACAREDOEEIR, £0
HRIEFC e b Picd OHRBVDOT, ZLR EED
Minomycin O & &, BEAREETT - =AREHIC X
SEMIERBEPIE O LEER CORIRME L T HEL
TA?z, Penicillin R3E#|CH 5 Bacampicillin T 13
Blicnt URZ®RA 23.1%, HHAR 4.4% THHY,
Cephalosporin f3#l > Cefaclor Tix 17 BliCH LA
K 47.1%, BEEEK 73.1%, [F U { Cephalosporin
%T» 5 Cephaloxazin Ti%, 17 e LELRK 35%,
EHER 8% Tholc', Itis, HAH S5 iz Beca-

Fig.8 Serum levels of minocycline in healthy
male volunteers after oral doses of 50 mg
hard-shell capsules

ng/ml

2 ‘50 mg .’IO mg ?0 mg

12 14 2hrs.

mpicillin 511 § 1,000 mg 4 4, Cefaclor (1 g 750
mg 43, Cephaloxazin 21 H 1,500mg 43T, #
SHEBERVTRL 7 AMEFAIE L DTH B,

L EDX 3z, Minomycin 1 5 150 mg 4 3 iR D
R4 DR, Minomycin 1 B 200mg 4 2 NIRE 5
DIEBRORELNTH, FURKTHMEOFHM
EFRORBEREOBERELENTS, DL 5D EW
3 b DTV EBbhi,

ElfFFwBAL T3, B K IERREFIC X 5720 Minom-
ycin Ax&# 5 (800mg/B) itk b, EMEIZUHEIEB
ERTL EDRBIERAL M RO D1 T ER XML
WEBERD BN, RAORRTIZIAIcE\ TG
B\VEERDD, BIFROTTREMNEL O,

X s
D AKE—, B X HFRAK: BERAB T
¥1F % Minomycin 50mg » 7t A+ AR OK L
BoMfks UCRPRHMEOHEB, BXRLV &Y

- (&%), ®¥, 9K
2) UTImrs%se : UTIRGFMER (K21, 8K,
1978

3) dtXx B, BRE—K KFXZ—: AMEHFO4L
A RIME B8 5 BF %, Jap.J. Antibiotics 26 :
435~444, 1969

4) ALK, R/E F =H%E—, )k #, 0
—B, BEXEE, KERB, MIER H#EATE,
HERZH : 4 8 FH % 3 % Minocycline,
Jap.]. Antibiotics 26 : 463~469, 1969

5) AR, F 2, =ZBRE: REERRECH
4+ % Minocycline O, Jap. J. Antibiotics
26 : 38~43, 1969

6) HERXK, REMX, PERE HP—K:EBR
SR ERIC 31T % Minocycline D{ERER, &
HiR 34 : 330~337, 1972

7 BT—B:BHZBRCKTS Minocycline o)
B, FELBER 21 : 2045~2046, 1972

8) B MK, HMRS, KEWE, B& & X
7 wREBEKRIC ST 5 Minocycline o fE5%,
BER 4: 257~262, 1972
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9) HPIHET, M M, FAASEE : RS L
LNigedk & oM 41z %13 % Bacampicillin o if
X % 88, Chemotherapy 27 (S-4) : 228~233, 12)
1979

100 A, FHIUES : MR IRBERAEY &2
f#¥ic kit 5 Cefaclor i¢ X % AMER, Chemo-
therapy 27 (S-7) : 541~549, 1979

1D s, FHUE DS © 4 o MR P IR B AR e 1 1971

=%t % Cephaloxazin o 4 M £ Mo Chenmo-
therapy Cephaloxazin #5# 5 Kl

DEVINE, L. F.;D. P. JOHNSON, C.R. HAGERMAN,
W. E. PIERCE, S.L.RHODE III & R. O. PECKIN-
PAUGH : The effect of minocycline on mening-
ococcal nasopharyngeal carrier state in naval
personnel. Am. J. Epidemiol. 93 : 337~.345,

MINOCYCLINE THERAPY (50 mg ORALLY t.i.d.) FOR AGED PATIENTS
WITH COMPLICATED URINARY TRACT INFECTIONS

Koy Nakaucut and SHuicHr Akima
Department of Urology, Tokyo Metropolitan Geriatric Hospital

To evaluate minocycline therapy with an altered dosage regimen of 50 mg orally t. i d. an open
study was carried out on 22 aged patients with complicated urinary tract infections.

Among 20 patients who completed the study, eradication of bacteria was achieved in 56 per cent of
all isolates from the patients and the overall effectiveness rate was 25 percent.

These results were not very much inferior to those of previous studies in other institutes on mi-
nocycline given in 100 mg oral doses twice daily, and those of our studies on the other antibiotics of
oral use.

The only side effect which could be attributed to treatment was mild vertigo in one patient and, in
the dosage used, no other adverse effects were observed in any of the patients entered into the study. -



