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Doxycycline ® RIS HE

SEBE - KEEX FARKE - AHEE BRET
FRREEZLBN&E
(EE = HBEEFER)

Doxycycline (Vibramyecin) {3 Pfizer 33257 CHF 3¢,
BA%2 & 17z Methacycline 0 Li» ARBHT, 77 &
BHHE, B/ FoRBICNUTRARERT 5, &1
BRELIVBERBEDTRIFT, UL dAEICLDEIK
BT ONIBOIREDT ST BBMD %,

AEBSEEE 7 14— K. K X0 AFoREE S
o, BRMERICEY 3SR DD ICERN, 15 0KE
KREBRERS ZBEEBOT, DTRZOREEER
T3,

. &8 B =H

BEREORRBIVEDCT L ZIERE, 8HE, 34K
M 2AKOR/NRBHILRES, FREAVIERE
ERRECIOVBRELCRRERE Lo TH 3,

%1 BAREELEBE  (meg/ml)
L m %% DOTC TC
K-W & 4 0.1 1~2
M-A & 7 0.39 0.5 ~1
B % = B | 8| 0.04~0.78 | 0.5 ~1.56
o757y —@ | 4| 0.04~0.19 | 0.31~0.5
e B 0.04 0.81
VY v B # | 4] 0.19~0.39 | 0.4 ~0.63
7 ¥ o RE| 4| 019~0.78 | 0.3 ~0.63
& m ®|2|125~25 100

AHNLS 7 ABHE, XOUKKRBELZ®RL S5 4B
HECEOHEEICD D> THEERZ D C E b »
Bo THERBICREL - TC EB~BIC, HER~RY
PVREEERENL T3, B4 DHRENEA 31T,
B, gk okE®ElE H 5 43, Doxycycline
AT DOTC &89 OF B TC LY BXz1~28
BT ENTOBEANSZ %0

2. TFUNERRH

BHR SE(CBRAE B3 s & 3 U 72 Coagulasefik 7 1w
IRE 100 BRI B 2ERFORZUHEREL, th%t TC
LHBERLbOHE2TH S,

DOTC icsd 3 BRZ#i3 <0.1~25meg/ml DHFHIC

£2 7 FURBERZEE (1967458 100 £

%
40

Dozxycycline .
30+

20

Mg - &

S002505 | 25 5 10 25 50 100%00™%,

MIC(ameg/mD)| ;0.25/0.5|1|2.5|5|1025/50] 100 200

DOTC 36 (32|14 11 2 |0|3|2|0({ 0| O

TC 0 (10(3830 1 |1|0[3|4]| 2 |11

5% L, ALt <0.1meg/ml (36 #, 3BXIBXT
10meg/ml (3%k, 3%) D2 HFICH 3, 2.5meg/ml
DT CREZEIESNS bOBBE, 9BE EHDTH
5o

zh#k TC &~ 3ic, DOTC ks B & hiciEl
BERTHHEL, IFREZRRNE (o TV 3,

Eweusr I X T, A&lidin vitro Ik B T MOTC,
DMCT LR%THD, TC LU OTC X 0¥ <hTH
BE03, '

OB T TC O EKRICH LT b AKICRS
HELDHDMN L, BOhic DOTC oHghiz TC
DTS TV BT ERbhok,

3. M OB E
REERA 4 PICAFID 200 mg 2 1 EEOHS LT,
RREFEIC MBS WL U fro WEERIEIZ B. subtilis

PCI 219 2 EHE &L T2 EEERY v THIC X Do B
BizZk 3D TH B,
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£33 200mgl MEOHBEGICK 5 MPEE BRAD

mc;
gmt

20 — 8

157

051

i23 6 2 24 85

#=0 | #hE | 1 2 3 6 12

60kg | 1.65 0.49
62~ | 1.67 | 1.04 0.53
72~ | 1.02 | 1.03 0.29
52 |<0.05| 2.07 0.54

¥ 1.5~

241518

0.27
0.34
0.08
0.48

1.29
0.53
0.35
1.84

1.62 | 1.43
0.59
0.71

2.04

W N

1.091.44 [ 1.19| 1.00 | 0.46 | 0.29

#E 1A% oORKER, 44800 3FIICAIERETHD
120 1.02~1.67 meg/ml OEEAERL, DB 45 L 24
B% X CRIERRETH Do Peak i3 24 43 1 B[
%, o243 2BARICH OGN, 4APOFHEIR L
fERME 1.07meg/ml, 2B5R9ME 1.44 meg/ml, 3BERY
{& 1.19mcg/ml, 6 FR9{E 1.0 meg/ml, 12 B5iG{E 0.46
mcg/mlis ko 24 B5GE 0.29 meg/ml TH 3,

Fasre 5 I3 A 6 FlITAK] 200mg % 1 BEAKEL,

1 R5iME 1 BIBIEARRE T 35 1.51 meg/ml, peak {32
Y KRS T 2.59meg/ml, T2HR% S LAIERETD
B 0FHE 0.07 meg/ml 287 EHE LTV 3,

FIEDRE S Fasre 5 & @RRIC, KFRREOKESR
HEOMIKBR Eh, IERHEHEELRRTSCE
»aohi

4. BB BT

AFIOBRABTORAIICDONVTRE L1ce ERITIRH
BRAFREAL, RERTRTI~4ROFEIETDH
%0

1 #OEs

A# 4O0mgkg £x 7 bV HF—FVEROTEER
FERARIES L *DREABTRERR4ITRT

%4 OmgkgEOHEICLZMmMT FEKNBE

ncg, (RR)
26.1&
0% — noE
— W RN
03
Q.
123 6 12 24 B33

ﬁﬁaﬂllzaslz 24
Jiis}

7% 10.13|0.29] 2.6|0.47|0.17 | 0.08
OB K 0.04| 0.2]0.07|0.05|0.04
(mcg/ml)

mlTh5s,

IBMRRAIERETH 245, 2EREICIZ0.04 meg
/m]l ORIEREBENE SN, 3ERN% peak TO0.2
meg/ml OBTBEICGEL, LIAMNKL T 24B/M% s
¥ 0.04 mecg/ml OEBE A L7, AEFHCHRIE U /- M
BRI 1050 0. 13meg/m!, 2 B%A] 0.29 mcg/ml, 38§
fi4s peak T 2.6 mcg/ml, 6 B4 0.47 mcg/ml, 12
05 0. 17 meg/ml 38 X ¢5 24 B5f5 0. 08 meg/ml T&h 3,
BIE/IEKIS 13.8~50% IL13 3, #EkD TCH # D
BIE/MiEHIT $ 10% 5k TH 2056, DOTC iE
RBTEOHBPIBRORIFEVZ B,

2) RPEs

AE A 72 v ROBMR D EAKINEE R Z IFE TFA
75 LHBEENO DOTCERNEBONE, C00.5%
KB D pH 13 2.46 TH B, ARKAKAERRRIC B
BE LU THEABTEREL .

D AR KK 0.5% BrxES54E5mARLE
BOBIEABTIIER S ITR LT,

1/2 KR BEIC 0. 1meg/ml OBIT IR EE 2B L,
peak |1 4 BERS%ICH DT 0. 76 meg/ml iZE L, 6 85RS
%% 0.18 meg/ml DFIEEREAER L7,

i) WETES : AFUKBKDO 3mg/0.3ml EHEET
EHE B, 1/2 BRITIE 0.08 meg/ml T, 2KEfH%k
peak { 2.63 meg/ml 13183 5h, RIRARKL T 6 BRE%
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E%5 AR SETREHCEZHEAARE (KR
mcg/
7l
3 —— Smgfom T SER
---=- 05% 4505 SELIR

%02 4 6 B3RS
(5]

WEE 1/2 1 2 4 6
MBETER | 0.08| 0.11| 2.63| 0.46 0.12
A B | 0.10| 0.17] 0.27| 0.76 | 0.18

(meg/ml)

0.12 mcg/ml OBTEEZ I LTz,

ZD X3 LT DOTC 0L BEREEIL X 2 HIENB
TORAES B, RFRECINTEETEMSICXD
ARICEVIENBESEONS, DWTHRICL 2B
THERFTH %, BORBICLBZMEABRTER, chd
KEB~TE 3o ‘

D RERARE ,

ROksE, ARESUCCHKETEHCLZMENEE
D peak BHCIRFRA#EH U T IREBREBEZRIE L 7o
ZDRMEAER6ITR LT,

D go#%s o5 LTIBMHEBETRARGCR
LEBESBTL, DOTRE, REE, IEERE,
MWIRIEE, FIEXKDIET, A, KEKTRRERET
Pl

i) AIR:ARLTLRHEBETEIARGCEET, Y
THRER, MTEERE, A, REE Bk RECIE
T, K&K, BFEB L CRREEICIIBITBEE LN
LB hot,

i) BETEH BETERLT 2KBEET AR
BICRKORBREOBTHBRDON, 2V TRE, Bk
B, %, AK, fEX SREE DEEREk BNF
HEDIETKBEEDHRERETH D,

PED XS CROKETRBABIROBAA, IBE
Bk, BIREEZCRBRATCOIEKAEELLE3

£6 mMABABRE (XR)
chgormL 8
87 P 8D
o I
] 1L 05% & 575 @ =68
n (4B5R948) ‘
3™9/03m| ASRE T 341
(285 &) (
5.
i SR B M Ok B OB ®
® Om®m 5 = & 3 K
B OB OB MoK Eomomoe R
b3 B mcg/g or ml
il # :
# O|A REETEH
B B’ 1.20 3.46 9.31
® & B 0.78 1.32 8.52
N B OB 1.30 3.77 | 18.38
£ B 1.94 6.44
wOBE kK 0.20 0.76 2.63
OB E R K 0.61 3.07 1.08
X 5 &
B OF kK 0.07
® O % M 0.29 2.06
% i 0.19 0.40 6.73
1 % 2.60

BTSRRI N ARTIIBIREEICRIETETH S
2%, MOMBTIREDICE X BRTNA NI, HET
EHTE, TEERETRBROEALVEZBZOMT
BRehicEdy, BRORERENT, TXTOEHE~D
BITYBH NI KBEANDBTREREEE HEPHE
nighpot,
AEOBRABTICONTOHER T ELLV, TC
1393k poor penetrator & L T & 1 3, Livnerid
Oxytetracycline 2 HRIC R OR5 LT BE/XKDIiCHEHEE
NB7eBiTid 1gkg YEBBETHZLELTO S Fh
JEH351C B U 7e MOTC o 150 mg R D% 5iC X 3 K
ROMBENEEX 3K CRERE, 4% peak
T0.17meg/m], HU < 3mg/0.3ml EETREHTIZ2
KMtk peak {# 0. 14 mcg/ml 2218 > iz KK S DR
DRI PIREE D peak 1245 F T 3 5 0.2 meg/m], KB
TRH T2 20500 2.63meg/ml TH 355, TC REKA
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D) b THICRABTORIFLUEATH L0220
Wirrenav 5 i€ & hid, & o feistkiz MOTC,

DMCT X W BEIKEWVHDTH B LD, MBEANOB

TORVDORE, COEBEDORBVCLETHBE X %,
Fi, ARICEBLTLAROBERICELTERNTH S

EEZON %0

PIERE « oREBHER DS, DOTC T 75 B,
BRBICTRVE R <7 FVvEBL, 7 FUBRBEICHL

TR TC X D IFREHERT
BAZEIC L DEPHICTRIRE
h, B3MAEEERREBRR
T30 EARE B X UCRHRE
&b, fEko TCHKEICH~
T, LT ENEBRABTER
FEBMOENkbDTH S,
PO TRBICEBREGEIC
FOTT S N BRI
ANBELETLATH B
DTz ROIE XD
KRB DO TR~ 3,

5. ESFRRUHE

ERERIE, EHE 124,
RIRIES 24, SHEs 3
B, 2HFEERS X CRESE
Brg 14, AERE 34,
AEES 95, ABKEY 55
B X UCEITEER KR 15
DEF 37 H, 135U RFEHER
DRFTFEHEH 23 4, #BEH 60
MTH5 (K7, £8)0

zhdic L, DOTC %%
H200mg, 2[0l4 8k, 2 B B
25 100mg 1[EEA #ELT
REZER U, ERCEDT
33 E 200 mg, 2 E5 R4 Rk
LicbDbdk s, BERE A
s L UORERICRAKD 0.5
W EIREBER Lo

EHEICI3A 5, §1E 200 mg
2HELD 100mg # 51T &
v, 12§ Hish DOTC ittt 78
Kk LEAERVT, LI 3
~5 B, 8 0.4~0.6 g T/t
BERIRRINBEL TN S,

RIEBSED 253V Thd TEHEDOLOT 4, 5 BEIC
0.5, 0.6 g XAV TERRBEHICHEL o

EHEEELD SHIRVTRLBISTE S BICEEEE NS
RBFTICEHD 0.5 %

WHh o I RERE AR Lo
Bz 1H3EARL, AFEROKS5T 3, 3ABZ

TIH - iREREEL (GESh, BREENIBYD

®T B K K #%

FRREI3 EEICBREELIRD, 7HE % TIEEER
RERLTH3B,

0% | w0 s | & ok ow B 5B EZE Rl aen
11342 | AAXKE | 7 FyBRE 41 05| H
212125~ ” 51| 0.6+
32625 ” 3| 0.4 4
4 |28 | £ ” ” 4 0.5 | H
5 (529 | & 4] 054+
6 208 |/@m - 4! 05|+
7 198 | FRERE |7 FURE |@BE 3| 0.4
81272 | & ” ” 200 mg | 3 | 0.4 |
9|22 | & - ” | @xD| 5| 0.6+ BRRE
102 |H ~ 2BEXY | 5| 0.6 +
111188 | & ” 100mg | 5| 0.6 +
120218 | &5~ 7R YRS axn | 4| 05| =
13588 | £ BRI EE . 51 0.6 4
14129 | &£« ” 4| 05|
15 | 302 | FEMRER | MM £ & & 5| 0.6 H
16108 |/~ ” 3| 04|+
17489 | =~ 3| 04+
18 | 329 | HaBFEEL ” 5| 0.6+
19 | 378 [HREWBEBSE 7 ¢ v RE (0 E | 4| 08|
20 | 448 | EAERHE 3 0.4 H
20|la19 | &~ 4| 05|+
20308 |5 - - 4| 05|+
23 |3 | FAERY | £ X & 200 mg 7| 0.8} +
241202 | &~ - 2x 1y 6| 0.7+
%5 | 328 | & 75 LB (2 85 1 7] 0.8+
2 (398 | & “ oK R HE 100 mg 7 0.8 H
271282 | &~ x| 10| L]+ mackE
28 [ 529 | & 7 YURE 71 0.8+
29468 | & 71 0.8+
30332 | £ 77 LEHER 10 1.1 +
31|wms | &£ - mom w07 13| 06| -
32208 | HAREY wE 5/ 0.6+
33238 | &~ Zggxni% 5| 0.6+
34|30 | & ~ SRELD 5| 0.6 +
35262 | &£ “ 100mg | 5| 0.6 +
36328 | &£ ~ AxXL | 5| 0.6 +
37 | 483 | SLHERE PO mE |15 3.0+ muTHE
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%8 WEBERETIHER AEERMNIOEND S, VWTh
BB 200mely ppna e QAREENCRHERD, C
- Basb i0ng nERELLE, BRTHOK
R | A E4 F i B O A =2 O ft DEFENBRIEREDT, 5
1162 | ETHE®EE| B B % R ARSkE, ®WE0.62 T, WK
2 |498 | EEAEAG | R AR & A BRRERET A EIEL, AR
|6 | EAEEH A KE B B ABRBRALBEEZDCZTC L
4108 | FREHEAEH " 100 mg KR HIEHE 1L 12 %k, BELTV 2,
5 (B | AT B HW K £ % B | MiLbh#ERs CYERKED 1L, AR
6| 208 | AAGRAKE | B R R #© BEAGE, 2BBICRELE
71208 | £ ” " s
, bDTH B0 BORPHEFL,
8 |TIR  EFRAANRE | E 4 #H H s
9 528 | A BN OB M Eﬁmﬁm%M&iﬁ%ﬁﬂﬁm
10 | 388 | & . ” Y, PEEONEKERLZR
11| 718 | AB R AN E " 4 B EAKKE, WAL 2o REHRIL. HRE
121832 | & " ” PEHXVIES, 2BIETIE HOOEERRIRETH S, T
13598 | & ” ” re Y AR, AFAREER
14642 | £ ” ” bf:biézk%lﬂ@ﬁﬂﬁ%ﬁﬁm
15682 | ERAARRE ” B3, BERIBEFERICR
16 582 | & ~ ” WU, F, FES®E 108
17| 672 | 2R ¥ & N ¥ | Somee K F B CIRMERE A {Hk
20 | 328 | % ., C B w B mwt@EQBngiéo
21 | 438 | & %5 B @ B w E s EE?&E&@%?@S iR, X
22 | 398 | £ ” + %, #H200mg, 2[E5R,
23| 628 | £ ” 2 R B 2BENS 12100mg, 1E4

SUFEEROEMICIL, KFOART ST ERE
KL OFEEREEORF, ERIE3 B TARERICHEL,
7 BRAERE4RBEER, DRFESHDNERE
FTUTHEE U . .

IREBEHRIIAKID 200mg, 2EADIRE HEE i %
#HE U, FROBRIZRPEPL BV, BEZHk
2, DOTC 100 meg/ml O 7 & TH 5 & L o848
LT, AgsEdikl, =t vy v Tt
TERBE L 720 B TH 30

ABEFREI3HT, AFRRE L UVIBARELTIR
Vv, 3~4BICREO4~0.5g% FNT, AKES
ZDTTCEBLBELTN S,

AEEBOERIIIHFT, 55 7HOEEREESH»
5, MRKE, 78, 77 +BHEREL X CRBEELE
BLTWB, 287 ey AR, KFD 0.5 % KOS
B, BOCKEARERRL2LB8E52T12OC, Rl
BOEFERD T8AIE 6 ~10 A, #®E0.7~1.1g
BET, B4 OBRECAKREEEDC UTEBIIHEE,
B L 1o

fR&+, 7HM, 08g%ks5
LTARliciigRfOREEST, AW TH Dk,

DI E#st 60 fich, #EHICEKREAR, BRIEEOH
BEELFIIERNN6FID 5. 55 3HlITiREEPE
TEHELEST, WEARMBITETSH D, Db 34
RER, BHDCHBREEPIEL. £2OMT VvF—
R EBEZEWERRIZ 1Ak H S hEhDT,

PLEOBRETH 505 DOTC ZBRHERIC BV T Hi
BRWERSLAA, RABRIMECHLTS, $IB
200 mg 2[E40R, Pk 1 R 100mg 1 @EH50 8%
Bk, +83 S hBRIRO SIS BRI
KEEZONICSDTH Bo

&t ¥ U
DOTC oIRFIEAICE T 2 BBNI S UK BRE
BRES e ERT 5L, Tomciciss,
D XHIZS 5 sBMER X ORBBERESTEVE
ARY YNEHT Bo

2 JEk®L TR £ 0. 1~256 meg/ml ORI ICESE
HAHEERL, SHEOLE <0.1 mcg/ml T 36 #k, 36%
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B %, 2.5meg/ml PIF OB MERIZ 95 #, 95
LB LN B,

. 3) BERAKBNT200mg 1EREOKEICE 3 M
hillBE i3 2 BSR0ik peak I L, 24 BSRI% A DIBE %
ﬁﬁ beo

9 FRRBIK BT 0megkg BOKEHOERR
i, #E3RD TC RWKNCH~NTRIFTS 30

AR, BETESCLD, gOREEEL EIb28E
ABTERT.

5 ROKSTRABRBOSI > TIILERE, BK
BEOBAS~OBT &S bhl, A, Kak B
F1L E BMEREAOBTRITEPINEHhD7, AR
TRBIREEER TR TOMBTROBE FEh 2B
TREMNESI, RETEHTE, MH2ECHLED
BP0 A SN,

6) EHEI12/, REMS2H, SiEwmEk 3,
EHRER S IUCREBEMAL 14|, AIERHE3 M,
AR 90, AEEYSFIBICUBEITEERKL
14, 755 CRBRFHGROBRITHER 23 FIC 3 60 fi
KAHEREORET 31, 2heEnd & NBREN
B/Bonk,

ICIERE 1 f 5% S fcds, BERRRD 3 i3Ik
T, RIROMRIITRETH D8, BR, BHO 34T
BREEdIE Lo 2OMDT VAV F—-RGREEER b,
DR 1 bHENIE»DT,

HECRS, BRECRBEANOREL>UEE7 7 1
¥—KK KBS BABLETET,

X [
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OPHTHALMIC USE OF DOXYCYCLINE

MasAakKICHI MIKUNI, MAsAO OIsHI, SHIGEO SuDA,
Masao Imar & TAKAKO TAKAHASHI

Department of Ophthalmology, Niigata University School of Medicine

(Director: Prof. Masakiwcer Migunn

The results of laboratory and clinical experiments for ophthalmic use of doxycycline (Vibramycin)»
were summarized as follows.

1) The minimum growth inhibitory concentration of doxycycline was somewhat superior to tetracy--
cline: 0.1 mecg/ml for Koca-Weeks bacillus, 0.39 mcg/ml for Morax-AxenreLp diplobacillus, 0.04~0.78
meg/ml for -Pneumococcus, 0.04 ~ 0.19 mcg/ml for Corynebact. diphtheriae, 0.04 mcg/ml for Gonococcus, .
0.19~0. 39 mcg/ml for Streptococcus, 0.19~0.78 mecg/ml for Staphylococcus and 12.5~25 mcg/ml for-
Ps. aeruginosa.

2) The distribution of the sensitivity for 100 strains of Staph. aureus was in the range of £0.1~
25 mcg/ml and majority of them (95%) were in <2.5mcg/ml.

3) Single oral dose of 200 mg doxycycline produced peak levels after 2 hours, and measurable-
amounts were present in serum after 24 hours.

4) In rabbits, aqueous level by the oral administration of 40 mg/kg doxycycline attained to the peak
after 2 hours and maintained still after 24 hours. By the instillation or the subconjunctival injection,_
more favourable aqueous levels were obtained than the oral administration.
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5) The tissue concentration by the instillation was higher than the oral administration except the
retina and choroid. The highest tissue concentration was obtained by the subconjunctival injection,
especially in the outer segment of the eye.

6) The oral application of doxycycline revealed excellent effects on 12 cases of hordeolum, 2 cases
.of lid abscess, 3 cases of acute conjunctivitis, each one case of acute dacryocystitis and orbital cellulitis,
3 cases of corneal infiltrate, 9 cases of corneal ulcer, 5 cases of preventive application against post-
removal of foreign body on the cornea and one case of purulent iridocyclitis. Postoperative infection
was prevented in all of the 23 cases.

7). The side effects were noted in 6 of all 60 cases: 3 cases were anorexia, 2 cases were nausea and
«one case was vomiting, but any other severe side effects, such as allergic reaction, were not noticed.





