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ANEHSIRUC 3505 % 7 7 3 2 i 214 B rokitamycin - dry syrup
DANIPED BT

B IH

Mo AP

ISR TEA N R

o

«'i' ik

WL R R B ML AR L HIIN BN YLk

o

#

A ERE SN X

W N

L SV S

& X

[] 37 MO 3 g/ )s Wikt

CEB2 411 13 824 - #1K3 F 1 H 8 HZH)

Froolo RS S TR AN 16 HIRD= 7 0 7 4 F%¥EKA| rokitamycin /) Bk}
SIRIC BT A 7T L TRSEICH T 2 HAMEIC > TERMERVRF £ 1r LU TR Y

1872,

1) BREHEHIC BV TAR % 10 mg/kg &5 L 2B MM P BEHERS & #Rat L, 0.5~1 8%

flEe L T0.07~050 ug/ml DBEHTRL LT,

2) AMoOMmBEEERICE ITTRBL R L, m/RRE, BRERRETRELZD U
72, Lo L, HEMETL 72 minocycline Ti3# 5% PT DB L EEHED LTIz,

3) 773 TRIE TH (Chlamydia trachomatis W4 4 B, C. trachomatis ¥4 1 ),
F 7 LIR 2B 2OV TRETL, BSR4 100 % (6/6), M F-HI%h R34 E3 100

% (5/5) TH-12,

4)  BMERIZES SN TRAEMRE L 1612 GOT, GPT LA % &7 LIsMIZED L H -

12,

5 A 103G E 10 mg/kg, 1H3RZEOKRS T77 I 0 TRIEFEICHEATH 5,
Key words : 7 7 : v 7&44E, /MR, rokitamycin

Rokitamycin (RKM) i3 ®RFAREHRASHIC B W THL
CHEEN7Tz77074 FRE/MTH L, I6HRD
kitasamycin (leucomycin) ?FX4 leucomycin A;? 3"
{izi= propionyl &% EAT HZ L2 & - T,
E Lz R RGN ARG T 5720, RN
7974 FREMD L IR L) PcEEE RO K
Sh T VIR BIEA RSN A L ) Ic e D ORI BE
KIS TR LN T b, R ARSI IR, = 707 7 — 2
L & DERMIBNDOBATHRFDIZH? 7 7 12T ¥D
Ml A ORGSR L THMTH B 2 L rFfesric
FMEND, £ ZTH5E, DNRAGEE T LRI H 5 7
7 1o TR ER L AR OBRIK EOFRYEIZ DWW TR

LTI % 588,

L, 2 HICAMOKRENE, MAEBERICH SITTREC
DUTLh b THRITL 2D TRET 5,
I. &% B 5 &%

1 MR - Bkt

) & %

BEFN 62 4 6 A ~ B 62 4 11 A o> Wik c B ik
ICRERIAED 12D ABE L, RKM a5z e £ 2 b1,
TEAIR S NI >V TIRETL 72,

2)  mAEhBERE

RKM #{K& kg 472" 10 mg % &R ¥ 723 &H&IC
£eh5-L, #5405, 1, 2, 4, 6 BRRICiRm %47\ M4
D RKM # B o i 5E % 4T » 72, BIE T &1 Mr-

AN AHIdIRR A 8-3-6
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crococcus luteus ATCC 9341 #RREM & L T Agar
well ETAT - 7o, BRSO RIZ I3 b b s 4 Avi
we L CHERL .

2. MAERERICE LIZTVE

) o %

6L 11 A~ 62FE 3 H 5 H HMIc F%e
Higk iz RRAE TABE L A H ARG & b L %o,
NIAEBI A MR E L7z, F720BR161 4E 12 ) ~ Frc
9 A THF R M &I Y5E T ABE L minocycline
(MINO) »" 8% & b /ztef % MINO #4588 & L,
RKM 58 & et 62 & L L 72,

2) ®EHE

RKM % 7z i3 MINO # % Hi, *h & Prothrombin
time (PT), Activated partial thromboplastin time
(APTT), Thrombo test (TT), Hepaplastin test
(HPT), M/ EEaE2MET 22 & 2 AN E L 72,
& 512 Vitamin K RZ BRI BT 5 R Prothrom-
bin (PIVKA II) #|IIHFNERL 72 AP-Latex ¥
TRIEL 72,

m/HEEREII ML 7 2> BA10% E 0 B LD
ICFRIM L 72 9%, 800 [l#z 10 Mo & ik T1%7: % i/ K
RIS, REBESN2 M ELBLEHIC1/10 8D
ADP¥i% Nz 7-#%, NKK #8I~=} L —H—%H\»
TRERNDFEBIENEILE RIE L EEFEL L7,

3. EEPRA9RRRT

) & %

BEMI62 F2 A~FR 245 ANMREICIFRKERIC
RIHETHRBEL 72/ NRT, 75 3 v TRPMEN DN
BEAF LN R 2R e L1,

2) B5EBIUH®

RKM 1 H¥e 5@ #KE kg 4721 20~40mg & L,
1H3~4 Eica it TEERICENZRE T L
7z,

BeUWIMIE 3 L L N E L TIZ 14 A 2 2
Twnwz ke,
4) BRI R
MACOK WA Bl e LT, AR B & Uk
O HERE B AR AL I L T RKM £ # 1 IR
12 ACOY 4 B TR L 22,
[#20] Bl 3 1 EUNIE E i KD H A B 7 )
WYL, Fomfmnlliogfa s Luvwbo,
[Ai%h] Be'i5 1 LIS 1 EEAR AR 5 A ol
L., Fromainllicd@ridoonsbo,
(X Aimh] E B & 70 IR AT WO HIC 5 H
L%,
(Be%h) FEBAER F 70 3 RALAT WAL £ 7243 #AL
L72bo,
5 773 TR
a) MHa R R
iK% Hela S 3 MM #5 L 72 W 4% 2 14 M1 0
BMNICIZRC S L7z B AR % it Uik & v TR L
72. Chlamydia trachomatis D& H 1213 Micro Trak
(A4 <H) 280, Chlamydia psittaci ¥tz it
1 RHUKIZ B C. psittact 1zawa ¥k 7 X ML, 2 KL
WIS X gG(y $) by M4 FHLZ, 2
> b e —niZix C psittaci-Mouse Pneumonia ¥k % {#
ML,
b) EH®RIKE
27 TN THRER L 72 b IS dmetk 2 )~ /- —
IfEZT7A VP77 2008®KL T, LR L 72g
BHETHRER L 127 7 I 2 TR %8 GSAMEE +
MWW THERLL 72,
c) IMiE¥HIZE
77 1Y TREDMIEFZHNIE MFA & (g
HBRE IS L D HEL 72, 1 Mokk4A T IgM 25 10 4
LLt, IgG »*320#5LL E, CF#321&Ll Logs, %

3) BL54R 7R 2ROMET2EHEULZEEBNDS 2 L0 % KB -
Table 1. Plasma concentration of rokitamycin after oral administration in neonates and infants
(10 mg/kg, p.o.)
Case Age BW N ' Plasma concentration (zg/ml)
Sex Administration
no- (days) | (ke) 1/2 h 1h 2 h 4h 6h
1 2 60 4.3 before meal 0.16 ND
2 $ 10 3.5 after meal ND 0.07 ND ND ND
3 ¥ 16 3.3 before meal 0.50 0.29 0.15 0.07 ND

p.0., per os; BW, body weight; ND, not detected
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Table 2. Influence of rokitamycin on platelet function
Adding ADP 2uM Platelet aggregation (%)
Case A b ) Betore adm, During adm.
agnosis
no. ge ragno CRP Aggregation Days CRP Aggregation
1 ly 7m campylobacter enteritis + 25 4 - 30
2 4y 9m bronchitis b 70 4 40
3 ly 8m bronchiolitis + 45 6 - 70
4 13y 9m asthma® + bronchitis t 20 6 - 20
5 2y bronchopneumonia + 45 3 - 40
6 1m bronchopneumonia - 30 3 - 30
7 2y 1m dyspepsia = 20 3 - 45
8 6y 3m bronchopneumonia 2+ 25 8 - 75
9 2y 5m bronchopneumonia 2+ 25
10 2y 9m bronchopneumonia + 20
Total 32.5+16.2 43.7 £ 19.4
Mean + SD Excluded®: ** 30.0 £ 11.1
Paired 35.0+11.5 53.7+ 22.1
Paired NS
t-test
Not paired P<0.10
* Asthma, ** Not enough to symptom as inflammation
adm, administration; CRP, C-reactive protein
L7 fEH) 10 Bz DT RKM #5852 511 2 A E
1. #& 2 RO LI L, £ R Table2 iZmRL 17z
1. ORUX - HEt ABERE O M/ S RE I ) 3254162 % TH - 1277,

1) m#EdigE

H£1£10 H~60 H 3Hlic > Tl 4B ERlE %
1Ty, FFER% Tablel 2L 72, fEFI 1, 313 &R
BT, P2 I3 RBBRGHITH L, B 1 I3EE
60 H, 1K 4.3 kg OHIT 1 BERM#EA*0.16 ug/ml TH
572, FEBI3 134 16 H, K 3.3 kg DI T Craxld
51 0.5 BT 0.50 pg/ml Th -7, 1 BERMEIE
0.29 ug/ml T2, 4 BEfEMEIZ £ 1L £ 41 0.15, 0.07 ug/ml
Th -7z, FEF 2 13541 10 B, 4K&E 3.5 kg HFIT 1 B
Bt A7 0.07 wug/ml Th - 72 H AR sk L CTIRfE
ThHh-o12,

2. MmMAEERICE LIZTH

M/ MRBERED IR T 205 8.0 1, CRP & & SRR
HEEDL LV 3B EBEW7 6 FlFHL 30.0+11.1 %,
P EMENH D 4B T2 35.0£11.5% TH -7
RKM 59 T3 ¥4 43.7£194 %, 58] & ME0
bH D ABDEENL 5371221 % Th 12, MHENHD
EFITHOtRETREFTEIEBD LN 12, 2O
MRETTICREL Th 2VRPEBREN A,
WA G # TR L 8 L TA4 B &, Fig. 1iamL
72k S ARG ) AR ERE IR REL T,
MTT #5352+ 7 =2 LRE#IcALNn5 &) kb
WRENEIER 3326 e b - 72,
HEBEROBREND 9 L PT 0kER % Table3 icmL



VOL 39 NO. 4 77 3 YTz k-]'&“é RKM - DS m{;ll]‘l’l (/)4’61”»]' 339
(%) iy ARG, (GO TAr G A D b,
100 - DAY, TT, HPT, PIVKA L osklil 4 #e T
4‘37']7)“53?’4‘““4 1'8) /L AR f_g
c F 20, 17BN DT MINO e o i i i 1) o~
2 NEWA R L 7:., 17 e i, tr MG & % 9
5
c 50 | - B TR W % Table 4120 L 7z, Aoy o) ifs) i
5 e FmP T &ETEIE FIY A 1+16 85 0. MINO $& j.t)1op 12114
g % 39.78 +22.7 %0 T L FLE T 41'.{}1 KAty dr o1z
= PT ok k% Table 512080 227, #jior 714 15.1
+1.56, sce, BN 16.2 1 1.67 see ThHY, whiH
0 : ! ! b — W CAr G % Lo (P 0.05), 8114 PT il & % ifsh
Hospitalized Befo During After adm. ~ - : |
dpwialied Belore - Duinc | Aadn  ze, 20 LBITPIVKA IREE 20 120 BORHF
disease I i FI\T f'h‘i IJ": |'F: % m‘;)-m t:/]‘ 2 f:o
'L ] 3. hlﬂlﬁ}\*ii%
adm. of rokitamycin 1) EFIRN
FEFNLELI0 H~6i& 1 AR THRSHI, £
% , . 53 W26, FHTBID7 T30 TGz D TREL 72,
n=
X DONRIE C bachomatis 12 & AHERB L UILR
\ean 103 35.0 53.7 55.2 filige 4 B, #sWEs 160, C. psittaci IZ & Blifige (A 77 L
£SD.  +162  +115 £221  +235 R 2HTH- 12,
baived NS 2)  f&lini, Bl
arred test B X 18 G e L CikEkg %7 ) 269 ~
adm: administration 529 mg T H 3 AT TRNRE L7, &5
Fig. 1. Influence of antibiotics on platelet func- M4 B~23BNTH -7,
tion (influence of rokitamycin)
Day Il 3 5 7 9 11 13 15 17 19 21 23 25 2728 30 32 48
S TS N WY TN N TN TN TN NS TN N N O 1O (Y NN NN (N NN A NN SN WA (NN N SN N O AN N NN N |
|—— "
CZX 300 mg/day Se——
Body 38 | RKM-D.S. 120 mg/day 180 mg/day
temperature /\/\/\/\,\A
© Y VA\JAVAVA\'\’\/V\/\/\_ "
36 - P
Cough T e
WBC 12,700 14,900
ESR 25/60 34/ 19/48
CRP + o= -
Throat culture C. trachomatis C lrar/wmalis
(+) (=)
VAN 5@
(day 9) (day 12) (day 23) (day 48)

CXZ, ceftizoxime; RKM-D.S,, rokitamycin dry syrup;
WBC, white blood cells; ESR, erythrocyte sedimention rate;
CRP, C-reactive protein; X-P, X-ray photograph

Fig. 2. Case 1, 10 days, 8, C. trachomatis pneumonia
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Table 3. Influence of rokitamycin on coagulation

(PT: prothrombin time)

Before adm. During adm.
Case A D i Pr PT
sis
no. &e fagnos CRP Dity~ CRP
(oec) fsec
1 ly 7m campylobacter enteritis 13.5 4 12.4
2 4y 9m bronchitis b 12.8 4 13.9
3 ly 8m bronchiolitis 12.6 6 11.6
4 13y 9m asthma® + bronchitis + 13.3 6 12.5
5 2y bronchopneumonia + 10.4 3 10.7
6 Im bronchopneumonia b 12.2 3 - 13.4
7 2y 1Im dyspepsia * 3 -
8 6y 3m bronchopneumonia 2+ 14.1 8 - 13.5
9 2y 5m bronchopneumonia 2+ 13.7
10 2y 9m bronchopneumonia + 13.3
Total 129+t1.1 125+ 1.1
Mean + SD
Excluded* ** 12.8+1.3 12.1+1.2
t-test Paired, not paired NS
* Asthma, ** Not enough to symptom as inflammation
adm, administration; CRP, C-reactive protein; sec, second
3)  BRIROYRNE, M09 R HE 1295, FOHFEBRIZ L LT, EEKIZ ML MEOEZ

BRRRIZRh A, HRTH A0 A HIEIL Table6 (2R L 72,
PaPRAVZh I FEXN 5 B, AHxh 16, A8 16 THFE
132100 % (6/6), MEFINREIIHBBTELS5HH S
B LN 100 % TH - 72,

4)  &IfEH

THNZHS L 72 h RIS 7%, T, 654 Lo
BITERILEED U h~ 12, F72 Table7iZ/RL 72 £ 912
BEM A2 GOT, GPT @ FA» 1 iz sz
LIS ieor e o 12,

FAZHEBI L, 3, 62OV THMETRT,

fEB 1 C. trachomatis Blize, 10 H, B (Fig. 2)

ATH LN 38CHFE LMK & 38 eb 72 7260 KFITH AL
wmikiZ 2, W X—-P TREXZ RGP HFLNLIZHA
Bo, r1imEkRE %, mitiiitE, CRP M%&) ceftizox-
ime (CZX) #4585 RH L) 3TCEHENBLE L

AR, M X-PArRAB{LL, CRP, mA{IERL
Licwieeh 7 7 3 0 TG A BEV, K5 EMATHR RKM
18120mg # 3@ENCT TS5 T A5 2 LIZEELT.
RKM Bta#% 2 HE & 0 M EFEE 2 A B3 E9IC s,
BT L) BRASFIKIZ BB L, FOBRIEFICES
L7z, $E3FERIZ T C. trachomatis Hi#r i & NIz H
54 0HIZREEE:L), FORBHELZD -
72, WX, BRKEZHEILES), MEFHHRITHE
L7, b, BROBEHREFEIZTCC tn
chomatis HWGETH ) B REEHFE 2 Lz, &b,
Fig. 3 1344 B R BAGIEEARIK L N RHEN
72 C. trachomatis H"E FIEKEIZ L B RETH- T
Az BEERLT,

$EBI 3 C. trachomatis fiti%s, 14 B, % (Fig.4)

Btk LEME L DB A 2H L LEL TATWE
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Table 4. Influence of minocycline on platelet function

Adding ADP 2uM Platelet aggregation (%)

Case Before adm. During adm.
Age Diagnosis Aggregation Aggregation
" (%) s (%)
1 12y 6m mycoplasma pneumonia 50 7 70
2 13y 9m pneumonia 35 5 35
3 4y Tm bronchopneumonia 70 3 33
4 6y 8m bronchopneumonia 40 4 10
5 9y 4m bronchopneumonia 30 5 20
6 6y 5m bronchopneumonia 40 4 65
7 8y 5m pneumonia 20 5 70
8 6y 1llm pneumonia 70 5 30
9 8y 6m mycoplasma pneumonia 45 5 25
Mean + SD Total 44.4 £ 16.9 39.8B4 22.7
t-test NS

adm, administration

Fig. 3. Case 1, C. trachomatis pneumonia.
C. trachomatis (elementary body) from the
nasopharynx (smear).
Arrow indicates C. trachomatis (elementary
body). (micro track)

D, FOREMAFHET 5 7208 % 3 A HICEMRE
% kbks/ N REHC %2, ampicillin #5 % %1} 7247, &
BRERHL L Ze W72 d AR & % B, IER X—P Tl milih

12 B MRS R % BRE RS 12 IR R B L b - 72,
ABeth CZX #5504 L 72 A%, 40K B3, ModBis

I TIEVHBLZ, ABES Bick ), ARKKD 7

7 v THIEBE RSN, RKM1 H 150 mg
% 3@ CRAtAL 72,

BARGH 2 BICIZIHTPREZ LRIk I3 dGE L, BghTE
3 HICIEmEmATE K L, BRI R IZ & L 72, Ll Lo#k
3B & D ERREIh R E S, ABLREIERESMRA L D C.
trachomatis FUE R & 1L, RKM #5141 i3 T
botfzZ LN, MEFEOMERMEE L, tBA
FEFITL, BEORKMEL D C. trachomatis BLIREH
Hani,

EF6 ALk, 6mlaA, B (Fig 5)

3 HR 39CRIED R FrEE L, BKMKL MY 572
DEFE RS IRk, IR X —P o THEMER Al
S5 % B b 7zd, RKM 1 H 700 mg # 3 [\lC4T T
BEEEL 72, BIfA3 BE L DAL, 4 B BKRBTE,
W2 LSS A b, FORSRIBIERTH - 72,

LI E X D ERRRIZhRIZER & L 7z, KESE: M iR
12T C. psittaci 1gG HifkH 640 5 & LR L T2 2 &
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Table S0 Influence of minocyeline on coagulation

(1”’I". prothrombin time)

defore adm. During adm.
Case " "
Age Diignosis Pl 1
no. Diys
(sec) [
1 12y 6m mycoplasma pneumonia 13.0 7 13.3
2 13y 9m pneumaonia 119 5 14.8
3 4y Tm bronchopneumonia 13.9 3 16.8
4°* 6y 8m bronchopnenmonia 13.4 4 16.5
5 9y 4m bronchopneumonia 15.6 5 15.1
6 6y 5m bronchopneumonia 16.7 4 17 #
7 8y 5m pneumonia 17.7 5 17.9
8 6y 11m pneumonia 14.9 5 15.6
9 8y 6m mycoplasma pneumonia 16.2 5 18.3
Mean + SD Total 151+ 1.6 16.2+ 1.7
t test P<0.05

* PIVKA 1I positive
adm, administration; sec, second

oA LR E BT,
. # =

EE 77 L0 TIRGSEDIINL, TEHSATE T
a5 NREFE T L RERR L O E C e
chomatis 12 & 5 ¥4 WO &, WikHBmL T &
Td, F72%y 7 — 20 6 B oz B
w o psittaci, £ b —t PG B bbb C
pucumoniac (2 K AU, V) N LML TE
T\ 5,

INH 7T I P TIRYEICH L T, €7 1 LR
3N THY, w7074 FAREAM, 7744 7))
CRERHANTH L, LA LdlfEHomicT b 74
A 70 > FEEANS VBV TR L2 < wizedic
<7074 FREMDOWTHE A58, #fEfoL
7c\us erythromycin (EM) 2 X412 Z X H5% s,
HPERE S RN S THE 2 IR X 1172 RKM 13 16
Bo=7074 FREHTEM 23136 %5058
HNEATL, S50 1 RHLECIHE N H 52
LD S P REAE SN BN, F 2 ARFNL i

R, w707 57— oK~ BIrH EM L)
EOHDOTREFTH, REILENY, Zhe,nZ k&
DA MPNYLRRIZ 35505 5 7 7 2 U TIRPMEIC T S
fIMEIZ D TR L, &+ T HERERI BT 24TV L
TR,

HEBERARS Tl RKM % K& kg 2572 1) 10 mg &5
L 7zBsD A B IEHERS % Bt L 72, £ D455 05~1
eI T 0.07~0.50 wg/ml DIBEATE S 1, FHiZ &R
eG5BT 1B TH 5 — 78R A 5 1% 0.5 B
THN, 2, LR T 0.15, 0.07 wg/ml D BEH TS
Litz, C. trachomatis, C. psittaci @ MIC {13 8%
LWL S LT NFN0.03~0.06 xg/ml, 0.05
~0lug/m THLZ X L) %7 5L, AKl% 10,10
mg/kg " FTHUSAT DL BIES LB EFH2 b1
5o ABEOBRIE, EROEY & R NG
I Graxl3 &<, E— Z7EEBIE BRI ) A0 LB
LD B - 720, AN B AL 20 TH 5B
FEEOL TESISHGTL 72w,

P & 2 B RI2 5 LIZ T8OV
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2 3
day P i3t

5 6
L1

7 8 9 1011 12 13141516 23
1 1 1 1 1 1 1

1 1 1 vyl 1
7/

7 N

Body 38 _T C-ZX-45_O my day  ——————
temperature 37 A AAA AW\Rl\Nl D.S. 150 mg/day//

A %

(c)

36 F “AMPC 200 mg/day

/L

Cough

Sputum

Rale

WBC

ESR 24/

CRP +

Direct smear C. trachomatis

C. trachomatis (+)
IgG 320 %
IgM 10 %

Mycoplasma (HA) 40% |

7/

C. trachomatis

(=)

160 -

10

ST N

(day 2)

AMPC, amoxicillin

(day 8)

Mycoplasma (HA), Mycoplasma hemmagglutination assay

Fig. 4.

Case 3,1 m, 3, C. trachomatis pneumonia

160 -

10 ~

Day

2 3 4 5 6 7 8 9 10 11

L N 1 1 L n 1 1 i

Body
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USEFULNESS OF ROKITAMYCIN IN PEDIATRIC CHLAMYDIAL INFECTION

Hironobu Akita
Department of Pediatrics, Yamato City Hospital,

8-3-6, Fukami-nishi, Yamoto, Kanagawa, Japan

Yoshitake Sato

Department of Pediatrics, Ohta General Hospital

Satoshi Iwata
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We evaluated the pharmacokinetics and clinical efficacy in pediatric chlamydial infection of
rokitamycin (RKM), a 16-membered ring macrolide antibiotic recently developed by Toyo Jozo Co.,
Ltd. The results obtained are as follows.

1) Serum concentration of RKM was determined serially after administration of 10 mg/kg; it
reached 0.07—0.50 zg/ml in 0.5—1 h after administration.

2) The influence of RKM on the blood coagulation system was also examined, but no abnormal-
ities were found in platelet function or in coagulation tests. After administration of minocycline
(MINO), however, the prothrombin time (PT) was prolonged significantly.

3) In the treatment of seven cases of chlamydial infection (Chlamydia trachomatis pneumonia
4, C. trachomatis conjunctivitis 1, pscittacosis 2) the clinical efficacy rate was 6/6 and the bacteriolog-
ical eradication rate 5/5.

4) No side effects were observed. But in one case elevated GOT and GPT were found in labora-
tory test values.

5) The above results indicate that RKM is useful in the treatment of pediatric chlamydial

infections in three daily doses of 10 mg/kg.




