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Retical swab ) RINEE 2% » LLEMB
( Difco ) MBA4 B » FFASHEAL K IMViC B
B % A AALER 5k (16 — 16 ) HERREE » #2
16 1A% 5 Tl 4 e 58 ( Difco DRER
vk Fi o

Il Heart infusion ( HI , Difco ) IR
REZRAR R » W B R WA ) O A
E4EeE (M1 C ) » LL18/MGHI broth
( Difco ) ¥ #& % ¥ ( Mac. Farl and
nephelometer standardsNa1 ) » BAFiR#z
@ﬂij’%ﬁﬁ’;\loo s 50 5 25 » 12,5 5 6,3 »
3.2 » 1.6 % 0,8pg/ml 24 K8/ G 44 B B
- HI BeFRgEE » £637° C » 24 /PE§
ERBERARBY YL 12.5pg/m¢MIC

o 5 B T 1 PR % M 2 PR R R EE o WUTE 2B

H:F A FEminocycline (M I M ; EE) o

; ¥y ) » meth-
acycline (M C ; #%i ) » demethylchlo-
rtetracycline ( DCT ;33 ) » chlort:
etracycline ( CTC ; #ff&) » tetracyc-

oxytetracycline ( OTC

78

line ( TC; 373 ) } doxycycline

; HEG ) 4& 7 f tetracyclines s H
f0#% streptomycin ( SM ; 8318 ) ',

mycin( KA ; Eﬁ{“) s chloramphen
CM ; HB (& ) » neomycin ( NE
#iAH ) » ampicillin ( AP ; MG
nalidixic acid ( NBC ) X cefam
(CEF ; k) %o

s R

ARgp A2 A% AEERMA 10
S 2 & BEARBBRIEEZKE
B3 4 B o SRERETALM 36 t o YEEE
% 818 36 Hhl 34 o mRER
e A e i 0 T E S SR EREE SR A 2 0
%k Mt M RURR T FRRLL » BORDNEL
o M #k S 7T B8 A A R 28 11 % mi nocyli
BT BEHE R R ERS
B (R » A 0 DU % 1 KR IR
5 LA 75 SR (B 8 B4 LR WY S
%o ﬁ%ﬁﬂﬁ%ﬁ%ﬁkziﬁbnﬁﬁﬁiﬁ
REVE B R TR N S48 4 2 PR (170

UM T M35 K A% 0 I AR
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MIM ZMIC #i &4 » HXEDOX » OT
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X SM RUSEINER ey #25 » £ HEETE
'EfMZ geometric mean MIC 454275 2.5
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MIC i tASE RE DI 2SI A HA (26
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» BREEY) O PR 2 K& R LR R B B E SR BR
% » B minocycline i £5A B4 B B H MBS

RGP IER » REMBEY RRZHEFHER o LIS —M
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with Minocycline Treatment A
( In Vivo ) '

SEXR ,

L MARTELL MJ, BOOTHE ‘JH: The 6-
deoxy-tetracycline VII, Alkylated
aminotetracyclines possessing unique
antibacterial activity., ] Med Chem :
10; 44-46, 1967,
2 RODIN GS: Antibacterial activity in



: ‘mice of minocycline, a new tetracyc-
3 line. Antimicrobial Agents and Che-
‘.f'notherapy 1966;371-376, 1967,
FEDOKO J, KATZ S, ALLNOCH H:
;Bfn vitro activity of minocycline, a
“w tetracycline. Am J Med Sci 255;
Q52 258, 1968,

pEREZ LC: Effectiveness of mino-
cycllne in bacterial infection. Bol
'Asoc Med P Rico 64; 81-83, 1972,
'FRISK AR, TUNEVALL GA: Clinical
‘evaluati on of minocycline, Antimicr -
'bial, Agents Chemotherapy 1978;335-
339, 1969, ‘
STEIGBISEL NH, REED CW, FINLAN
fl’:(Absorption and excretion of five
éjacycline analogues in normal young
sen. Am ] Med Sci 255; 296-312 1968,
JALAN VO, SHAH BH, DIXIT CV:
.gemc infections of skin treated
Q‘h minocycline, Indian J Dermato-
ogy Venereology 37; 99-103, 1971,
ARRA UD Minocycline in the treat-
of bacterial respiratory infect-
ns, Brajl Revista Brasileira de
dicina 28; 544-550, 1971, ‘
,YAN AJ : Use of minocycline in

e prophylaxis and treatment of
rgical infections, Am Surgeon 43;

§ 'mental studies on minocycline,
nese J Antibiot 22; 511-521,1969,
YAMORI Y: Clinical and labor-
&'research on rﬁinoc’ycline-. J apa-

Minocycline ¥ K B8 By B 15

nese ] Antibiot 22; 430-434, 1969,
13.0KUBO H, FUJIMOTO Y,O0KAMOTO

Y, TSUKADA J: Laboratory and clin-

‘ical experiments on minocycline,

J apanese Jr Antibiot 22;430-434,1969,
14 HOLLOWAY W] : Minocycline in the.
treatment of urinary tract infect-
ions, Delaware Med ] 42; 333-336,

1970,
15 EDWARDS PR, EWII\G WH : Ident-
ification of Enterobacteriaceae, ed

.3, Mimneapolis, Burgress Publishing

16 FINEGOLD SM, MARTIN WJ: SC -
OTT EG: Bailley and scott’s diag -
nostic microbiology, fifth edition.
The C.V. Mosby Co. Saint Louis P,
148-194, 1978,

17.LINTON AH, KATHERINE H, OS-
'BORNE AD: The effects of feeding -
tetracycline, nitrovin and quindoxin
on the drug-resistance of coli-aero-
genes bacteria from calves and pigs.
J Appl Bacteriol 38; 255-275, 1975,

18 TSENG CC, CHEN MI:
coagulase-negati ve staphylococci ,
(III) Biological characteristics and
drug susceptibility of the chicken or-
igin strains. Bulletin of Taipei Med -
ical College 7-8; 29-38,1978,

19.KLASTERSKY ], DANEAU D: Com-

parative study of minocycline and

Studies on

ampicillin in the treatment of urinary i
tract infections, Int J Clin Pharmacol
9; 125-131, 1974,

20.KLASTERSKY J, DANEAU D: Bact-

eriologic evalution of minocycline, a
new tetracycline, Chemotherapy 17;
51-58, 1972, ”

2LTSAN YC & TSENG CC: ( unpubli-

shed data )- \




gem FHN

22 TSENG CC, CHEN MI, LEE

'~ LW:Studies on pathogénic Escherichia
coli. I11. Multiple drug resistance of
capsular polysaccharide- synthesizing
Escherichia coli. J Formosan Med.

by N-methyl-N’ - nitro-N-nitre
anidin, ( In press ) data.

24, Tseng CC: Studies on pai:'
Escheriehia coli(IV)The rel!'
capsular poly-saccharide synthe

Assoc 78: 7-16, 1979 antibjotics susceptibility, bioc
) t ) e 3

23. TSENG CC: Studies on pathogenic
Escherichia coli (V) Characteristics

of spectinomycin-resistant-CPS Assoc, In press ) o 1 7R
08l

v
bt

E ffectiveness to. Antibiotics Response of Escherichia coli

Long-Term Administration of Minocycline (In Vivo)
T

properties and pathogenicity o b

erichia coci. ( J. Formosan |

‘mutsnts of Escherichia coli induced

————

Cheng-Chuang Tseng and Ling-Wen Lee
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Minocycline causes after its long-term administration, a considerable change
Escherichia coli’s respense to various antibiotics. When we compared the E. coli isolat
from the hosts after 8 weeks administration with the strains obtained befo
‘minocycline administration, their geometric mean MIC for minocycline rose from1.3
ml to 7.4ug/ml i.e. 5.7 times high. The geometric mean MICs for other tetracyclin
also showed a considerable rise: MIC for doxycycline from 1.9 pg/ml to 22.9ug]r
i.e. 12 times high, for demethylchlortetracycline from 2.0ug/ml to 36.1 ug/mi i.e. 18
times high, for tetracycline from 3.4ug/ml to 70.7 ug/ml ie. 20.8 times high,
chlortetracycline from 5.3ug/ml to 74.3 ug/ml i.e. 14 times high, for methacycline fi g
2.7ug/ml to 92.2 ug/ml i.e. 34.1 times high, and for oxytetracycline from 7.9ug/ml
102.7ug/ml i.e. 13 times high. The MICs for cefamezine chloramphenicol and nalidi
acid showed little change, but the MICs for ampicillin, neomycin, kanamycin an
streptomycin increased to 1.9 times, 2.5 times, 4.1 times and 14.5 times respective
The average geometric mean MIC for seven tetracyclines increased from 3. Sug/m
8.5ug/ml for the strains obtained after 2 weeks minocycline administration, to 58.0H¢
ml for the strains after 8 weeks administration, a 2.4 times and 16.6 times rise respet
tively; for the other seven antibiotics from 4.3 ug/ml to 5.5ug/ml and 1 6.0ug/ml;
1.3 times and 3.7 times'rise respectively. o8

The number of resistant strains to seven tetracyclines increased from 9 (25, 0'%% ¢

17 (47.2%) and 30 (88.2%) for the strains after 2 weeks and 8 weeks minocyclin
administration respectively, the resistant strains to the other seven antibiotics also @
tinctly increased from 13 (36.1%) to 29 (80.6%) and 31 (91.1%) respectively. gt

Therefore, although the administration of minocycline induced not very significal

rise of MIC for minocycline itself, but readily caused a rise of resistance threshp
| and an increase of the number of resistant strains to other antibiotics especially to oth
| tetracyclines and some aminoglycoside antibiotics. Though minocycline is very effectivé
to Gram-positive cocci, but against E. coli and Pseudomonas aeruginosa its inhibitor

i effect is less satisfactory. 168
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