41 S-5 IO 2R HE 12 35 1) B temafloxacin®E) S 35 & UL « W% -h O SEH) ) 27 DR
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I 2R FE AR 12 51T Btemafloxacin D4
B LML - W DIEE) ) M

PARLE - BEHEAAR - IR - bR - o A — I
PO PRI B R

®onT
PR IIIRIEAN A AR 2 2

BA—
W R IE D R A K 5

IR 23 HeAE 1 2 12 temafloxacin(TMFX) % 3% 5- L, ZOMRME & Z2M 2 M L7,
MEEMiE, <4377 X2k, BEMERSI6, JEXEEPITH 71, REE
RIEDHNRITRETILRIESH, T AMHMRELRIBITS 572, 5 HI3100mg%
WL300mg%x 127\ L3ERS L7,

FerR i, 1280 A %8I, RRGM2B, EE2H THMFIL67% Th -7, HIW
FHIEIE L, Haemophilus influenzae 2¥R\ZTH S, Pseudomonas aeruginosa 3¥RAH 1R D, 2
RIS L7z, 7 PR bk b 7E8E L 720 BIFEA, BRPRRUEMIRH 3 5 i h
27

U AR EZ 2BV TERRFOMTE - BRPOER I EHNRET LT - 720 &
#300mg 1 BIHRG-HDIEENIFH/ 8T X — Fid, MFBLOEHEFTHEALLTBY, FH

RIEHERICME & IRIZR—HTHBIT LTV A L ER LR,
TMFXDOWEFEPBITIIRIFTH Y, WPREGERAE 3T B ABEATRE S 7z,
Key words : IR 23R GSE, temafloxacin, MLIE - WERHIREE, HEBYTIFMIT

Temafloxacin(TMFX)IZ ¥ ) F v H VK L B R OH
LWEHRIMEFTH ), —ixMFD A% 5§ Chlamy-
dia R Mycoplasma 7z EVZHMRIL VB AR P74 %
AL, DAEEHFREWR EOBEBEFHAI TS
Phase I study!Z 3\ CIPIR B3R 4 B 1 AH] & 3%
5L, ZOBEFRDES L UBHERIZOWTHRETL, #f
E ARG R OM S B X O i % E LT
BN % 1T 5 720

I. % & £ %

MREBEIL1990E7AH 51991428 £ TOMIZY
HBLUEEAREMREE4AR L S2 L, AFKRS
DEAFDE S N7 245% 5 5 82Kk (FIIEW631%) D H
6B, wikeBlDE1261TH B, 1R LA %k260(F
DRIP4 375 X7 fifk), BEEERIB, &
ERISEITh ), HBERBOMFIE S RN
14, RETIRIESH), U AMRMAEZ K1HIT
H 5 (Table 1),

EEHEWBITICOWTIE L BB H50mILL LD
ABRER 3% L LT ERUNO T T AMAMIAEX
Bz DOWTHRE L7

I. BfF 8 /& &

TMFXD5R B X OHEIZ1E100mg 18 2E$%S
2BU(A1FE 1 B 3@ICHIAD), 1[81150mg 1 B 2[]4%5-1
B, 1[B1300mg 1 H2Bl#% 5961 Th - 72, %5 HIH 12
9~53HM(FEH17HHME), HRIX5a132.8~15g(FH
8.3g) Th o720

BN FOMRATIC B VT2 300mg 1 A 1B 5241
THET L7, BBEOHKRSEL, 7N 37 VDRI
RO ThLe -7, 50, 1, 2, 3, 4, 6,
8, 12, 24M: F THREFEMIZHIRMOIRIM B L OMEHE
DRI % FEF 2TV, RAEIGHER £ T—20C TH
AR L7 BIROIRHUZ 7 » TIXE RIS AR D
MR F PR e WV LIEEET &, 25 NERDOBAY
L THLIICHDI, FEHIRE I =3EMILBCLIC

F105 IORIERGE 1222
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BV Thigh-performance liquid chromatography (HPLC)
WK o TillsE L7ze P2 MeRE BRA 1£0.005 4g/ml T

’)7’:0

SZE & V one compartment model 0: & B AT % 47
W, YT 38 & UWESE R O SR B IE & ARET L 22

HRER LA D IR AR, WIBXMK, —nx
ik, MEAK, WAPMIN, HRFTL, mik, CRp, By
Bz LR e LCHRE L o & B Rl
WOIPDAMVALRE SN b DEEE LR
JAT)

Table 1. Clinical results of temafloxacin in respiratory infections
Dosage [solated organism Effect
Case Age Adverse
- o0 Diagnosis (mg x times before t mic | WBC |CRP |ESR oical bacterio- | s | Remaris
Sex xdayy) | b afer ) ugim L logiea
6 ND 10400 3+ | 45
1 F pneumonia 150x2x19 | 5.7 NF —— ] ! 4| 4 | poor | unknown | (-)
8500 2+ | 32
” NF 47001 6+ | 61 mycoplasma
2 M mycoplasma pneumonia |300x2x 8.5] 5.1 D —|—| ! L| | | good | unknown | (-) | CF8-512
4700 - | 36 CHA 12512
. 11000 + | 67
3 [™ | broutiectasis  |100x2x14 | 2.8 — s | VS| good |eradicated| ()
F NF
8600 - | 22
. 10100| 2+ | 44
(] bronctiectasis  [300x2x14 | g4 e | % |1y b | good eraticated| (-)
F NF
67001 - 9 .
. . 64001 - | 21
5 % | bronchicctasis  [300x2x14 | 84 |Froerigmose (o)) # | L6 |5 | g | deeresed | ()
F P. aeruginosa (mucoid) | a few
75001 - [ 25
8 P inosa . 11400{ 3+ | 68
6 |y | bronctiecasis  [300x2x125| 75| —=FEEE—| | — 1 4 | 4|} | i | wkoown | ()
11400| 2+ | 86
. . 73000 - | 17
7 [% | bronchiccasis  [300x2x14 | 8.4 |Freniginass mucoid)) w102 | 1T oo | persised | ()
M P. aeruginosa (mucoid) | +
6600 - | 14
n NF 13000) 5+ | 105
8 M bronchiectasis  [300x2x14 | 8.4 NF —|— ! 41 4 | good | unknown | (-)
5 14200 + | 64
68 S. aureus ) afew 6600 + | 32
9 ¥ bronchiectasis  [300x2x14 | 8.4 GNF—GNR Tew | ! 4] ! | good | unknown | (-)
6500 £ | 25
. 00| £ 36
10 [ broncectasis  [300x2x21 [126] ShONR (o) | #4078\ DT )T g e | (o)
F P. aeruginosa (mucoid) [ # | 6.25
7900 £ | A
. 8500 5
56 P. aeruginosa | + | 156 . _
1 M DPB 300x2x14 | 84| ———— P seruginasa gl ey ! 4| 4 | poor |persisted [ (-)
7500 4
6 100x2x 7 NF 9300 2+ {130
12 M infected bullae 100x3x45 | 15 NF — | — 4 | L[} | good | unknown | (-)
100x1x 1 6100 n '
DPB: diffuse panbronchiolitis ~ ND: not done ~ NF: normal flora  GNF-GNR: glucose-nonfermenting gram-negative rod
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I B K K& ¥

ik 1B ES), <4 37T X<hidk - AR
B&IFIERCH o 720 SERIE TIRBIFH 6
Bl RRH2B, EH1B, SETx12608H], 67%
NHEHETH o7

AT 9 O BRER 3 3 13 Haemophilus influenzae 2601
#%), Pseudomonas aeruginosa 3B 263K R, 161
BERTH - 7o RO 112 EFIH 5 HKciproflo-
(acin(CPFX) 25 L7122, R d W EHTH o 7o 7
HEIERE Y T ABRBRRELIARRRENTH - 1

W2 R 2H. influenzae 2RRIT VTG IH R,
P. aeruginosa \ X LKA, 28RIEFERE L 7o 7 N Al
BT 7 AEEEE IR L 72

AMERB L CRRREBERERIRAON 2P 57

V. £ Bl B &

EBIER 24 THGER2)

24 <4 377 XA<ii%(Fig.1)

TR, B

BRIE D 19914F2 158 & ) B2k, BHATHIH, 2
B17H, R#1339C £ TLA, 18HEE Tcefaclor
15g% &S SNEHRIE% <, 20 BICIZKEXE T
REZH SN, flomoxef 1gD HiEEXIT/A21 HIZ
hoTHBER LRV, YKELBAMI N, WEX
BEBIURAIPLCA 2T A<Mk EEDLR, A

Case no. 2. Female, 24 yrs.

Day 1 2 3 4
| | ] 1

Bt & % - 72(Fig. 2)o

ABEMEHE | AiR38.9T, M DKMkAH Y, W
FUCRFRER SN WL, FHEMNSaro
A

MOEEXAR © A LI VB AR b .

FREERZEFT R, @ BIMBR47007/mm®, MLEL6 1mm/ IR,
CRP 9.6 (+6), GOT 22, GPT19, BUN 12mg/dl,
Creatinin 0.9 mg/dl & RIEFT R 2Rz,

ABEfEaEA © ABRYE & ) TMFX 300mg 1 B 2[E4%
5% Bth L7z, G2 B HICIZMak L, kD B L
7oo THHICIEMEXMEBLIZHE L TV 72(Fig. 3)o
AEBOEBRE»S I 4375 X220, HEHKIL
WH ERGM o798, =4 275 X< CFHiBhiL8fE,
7THHICIB512ETTHEICLEALTEY, mMFFEN
v A 375 Xk &EBW L7z, $FICRITER < BRR
REBERERREON L 57,

V. EEHFHET

28 B L UTIRD UV T AMIMA BT I RBE 260
AF300mgF ARG L, MiFH L OWRPIRES
EEERYICHIE L7z (Fig4, 5)o FEFRMEE O R EiREE]E
B Tmax i3 CaseA T I3 4R B CILi & Wk TRIBFH T
#5770 CaseBTIIMIFMED Y — 2 iXCaseA & [FIHf4
B Td o 72A%, CaseALR7e 1) 1FEHIBIZ3FREM
% - BIEPOERBEIEREEY, RINOI S LT

5 6 7 8 9
] ] | ] |

Temafloxacin 300 mg b.i.d.

BT (°C) 39

38 \/\
37 -

‘,\/\/\/\/\/
36

WBC (/mm?) 4700
ESR (mm/h) 61
CRP (mg/dl) 9.6
M. pneumoniae Ab.

(CF) 8
(CHA) 128

4900 4700
57 36
24 0.3
256 512
512 512

Fig. 1. A case of mycoplasmal pneumonia treated with temafloxacin.
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DhHERDN, T, WRPBREOY -7 ixmilk  CHEELEZNENTS, 64HMTHS7:, #EE-pe
L 2mER TV, v THMAUCIZCaseA T IZEHETE53.3 g * h/ml & ik

I - R R F R Cmax 3Case AT ENEN D383 ug-W/mlEH K&, CaseBT I3 ML i% Ty
341pug/ml, 4.32pxg/mITH Y, CaseBTIZEFNFN IO KEWEEE ST,
3.64pg/ml, 3.11pg/mlTH o /2o MK FilEICHT KM & Y one compartment model i & 5 ¥y 1%
HIERPIREDLIIIENEN127%,85% Tholco HIBFEC Lo THRONANRTA—FEL 21—y
HERE BT, VTR O MK, ERPTIEZE 3 b — 7] F(Figs, 7)o CaseATIXEMEL S 3
L<{CaseATidENEN54, 58HM, CasaeBTHR 2L - arh—7i3mik - BETELERL (5§

Fig. 2. Chest X-ray on admission revealed Fig. 3. Chest X-ray one week after admission
infiltrative shadows in the right upper lobe. showed much improvement.
Case A: Male, 28 yrs., diffuse panbronchiolitis.
5 —
—— sputum

E ===~ serum

k!

-]

Q

g

O

Time after administration (h) .
7, (ug/m))

Time (h) 0 1 2 3 4 6 8 12 24
Serum ND 139 257 322 341 271 220 1.28 0.27
Sputum ND 0.61 238 3.8 432 3.80 2.03 0.45

ND: not detected

Fig. 4. Serum and sputum levels of temafloxacin after a single 300 mg dose.
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LT CaseBTRMFE TN I aLb—Yari—
srEHEEOBMICTRBR LN, T A5
Cmax, Tz, AUCTERMEL D/ASWEE L 572

TMFX D ML IE & B R il B O 8128, FB R
=0.893 CHEN(P<0.01)ENHMAR N7z,

V. & ®

TMFX in vitro TIEHIE D & 7% & Mycoplasma
meumoniae 2k LT b RIFLREMILIER 2 H LT
h, ZOMICIZ0.2~1564g/mlTdH 5" EF21Z<1
275 XRTH o 2AFRORSICL D EREL,
24 375 X2 HRTT DR DM & BRRAYIC
B AERTH o720

KHIOH. influenzael 33T HIEH 2O +* / o
VELRABICHDTH DY, 2BIDH. influenzae T8
BFN T HEFOBERBR I THIEHTH Y,
ke BBRE SN,

—7%, P. geruginosa RAEKFHEIIH LTIV D
300mg 1 H 2@k G4 S h, 3BIF2BIERHTH -
77 MEZENSR L REBEIHT A2EFOMICE 2R
bk, EFSIIMIC 1.56pg/mI THIIEA, EB7, fE
FILOMICE FNFN02, 1.56ug/mITHITVT
bR Lz, EBILLE, FEPFENTH 727280,

CPRXICEW L7z, MM 3 ACPFXDOMICIZ0.39
pg/mlTH Y, 1H600mgE KT LAt idh %)
TdH 72,

SEY ST S IRAT % 47 o 2228048, RIS T AT L
7B IR E TN TRV, K 1E300mglk 5
DM R R RE D & — 2 flIZ3~4pug/mITdh o720 &
DR R HE R B L, IRBN BT B AH DGk
BEWX, M E NP aeruginosa DMIC % F 5312 LAl -
TWiz b2 bNbBA, HERIZIEP. aeruginosa 3 31
Lhilk Ledh ot SOREKE LT, BiHEADIEH
R & S REERFT COWHMAE I ENIIFETH T &
2, WHEOEBZ EDBEIT LN LA, BEANZART
Hb, EBL0D T Koy HEIESEEER T3k 55 IS4
RASHB L T/,

SOEREYE T ALEFHEOFHIE IS & 72 o TR
HIOWE S, MAPBHHEL L b IRHERATORE W
W OEYBHEOENAEETHN?, DL 2i#
WEITHIZ LWL THOTHIB LA L ) 2MEED
BRI E B Do LHMLENS, REXHNOZWY
TARRFRICARDE L THRINT A 2 L IRBEIIS R B
FORKELDLTLOESTIER W, ZD/DH, bhb
IR E LTERVE LIRIOAES &R % AV T

Case B: Male, 79 yrs., diffuse panbronchiolitis.

5_
—— sputum
4 = =0O~=~ serum
g
V]
3
[=]
.S
g
=
8
5
o
0 2 4 6 8 12 24
Time after administration (h)
: C (ug/ml)
Time (h) 0 1 2 3. 4 6 8 12 , 24
Serum ND 0.02 0.75 1.59 3.64 2.80 2.25 1.54 0.56
Sputum ND ND 0.14 . 0.81 2.50 3.11 1.90 1.41 : 0.40

ND: not detected

-

Fig. 5. Serum and sputum levels of temafloxacin after a single 300 mg dose.
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Case A
5 — ——@—— sputum Tmax 5.0h
Cmax 4.23 pg/ml
) Tl/Z 3.9 h
4 AUCy,,, 48.6 pg-h/ml
E === =~ serum Tmax 3.6h
3 34 Cmax 3.16 pg/ml
'§ T 40h
E 33.8 ug'h/ml
‘.
S
1 —
0— T T T —
0 4 8 12 24
Time after administration (h)
Pharmacokinetic analysis of temafloxacin using the one-compartment open model.
Fig. 6. Simulated curves and pharmacokinetic parameters of temafloxacin after a single
300 mg dose.
Case B
5 -
—@— sputum Tmax 6.3h
Cmax 2.58 pg/ml
4 R 307 wghinl
3 o UComreo 7 pg
g 3 - o = === serum Tmax 53h
g == O~ Cmax 2.85 pg/ml
g 39h
=} .
§ 5 33.1 pg'h/ml
=]
Q
(e}
1 .
0 -

Time after administration (h)

Pharmacokinetic analysis of temafloxacin using the one-compartment open model.

Fig. 7. Simulated curves and pharmacokinetic parameters of temafloxacin after a single
300 mg dose.
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SERRE 21T - TE 72 BEBEOBEREL D2V X 1)
LR ASTEH IR T & Rz, WK 1) IR By, MESHR— 1 U390 H AL Rk
ENETBEHL TR BELEOMRE LTWVAH(0 AT HALZHMESE, HIP ORI 7 4
~100ml/H)o ST EWLY, BRIZE DYV TNV Temafloxacin(TA-167), K45, 1991
PIEL Y, R IR & FRF ISR B RINT A 2) ANABERE © BUAEH, DU O iR & gk
YATEETH ), FOWREERVClLiE S L OMEEH R, ST W ikEE. Annual Review -0 #
COEBNFERBITEIT - 1 11990, AR, 1990
FORR, REIOEBNEH S ITA—-F1F, hF 3) ROME, BIRER, WO SERKEE,
ClohbhdMiDH* /0 v FIZOWTHRE L/ L RREREERE, EE—BS, A2 T, FAR%—
Ak, MiFEEETITE A EEDOMEITKELL T, I 23 & Y SiE L2 31T B fleroxacin DAY A B L U
Lo T, BRIOERFRE L, MARE L (ZIZF % 9% R i JE D BT Chemotherapy 38 (S-2) ©
—0707 4 —VEHBWTERIEL TSI AR 396~402, 1990
4) REME, FFHKR EHEE, EHRKEE,

AR

KRl A 375 X2k % &IPS RYEC
HLCBHLZBERMEL R L. £/, ESHHENR
HIIBWIBERPAOBITARIF % Z AR S R,
AR DOIERIFEGE IS T 5 FAEIRIR S 7,

PR, PHEE—BS, 2 BT, oFK%—
N0, 33 B B4 fiE 12 3B 1T B sparfloxacin DFI R B &
PR O FETh P ¥ #ET. Chemotherapy 39
(S-4) : 245~249, 1991
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Clinical efficacy of temafloxacin in respiratory infections
and its pharmacokinetics in sputum

Tatsuo Nakatani, Eiyaéu Tsuboi, Kouji Narui, Yoshitaka Nakamori and Koichiro Nakata
Division of Respiratory diseases, Toranomon Hospital,
2-2-2 Toranomon, Minato-ku, Tokyo, Japan

‘ Hiroko Sugi
Department of Clinical Laboratory, Toranomon Hospital

Hiroichi Tanimoto
The Fourth Department of Internal Medicine,
The Jikei University, School of Medicine

We evaluated the clinical efficacy and safety of temafloxacin (TMFX) in a phase [I study in a
total of twelve patients with i‘espiratory infections. TMFX was administered orally at a dose of
300 mg twice daily in most cases. The time course of the serum and sputum concentrations was
evaluated after administering a single 300mg dose to two patients with copious mucopurulent
sputum, and pharmacokinetic analysis was also performed. The subjects included one case each of
pneumonia, mycoplasmal pneumonia, infected bullae, diffuse panbronchiolitis, and eight cases of
bronchiectasis. Clinical response was good in eight cases, fair in two and poor in two. The overall
clinical response rate was 67%. Two strains of Haemophilus influenzae were eradicated. Two of the
3 strains of Pseudomonas aeruginosa persisted and one decreased. No adverse effects were
observed.

The average peak concentration of TMFX in serum was 3.53 ug/ml and in sputum 3.72ug/ml
The mean sputum/serum concentration ratio was 106%. The pharmacokinetic parameters in
sputum were very similar to those in serum. The results indicate that TMFX penetrates into
bronchial secretions well and is useful in the treatment of respiratory infections.



