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Table 1. Member Institutions of the Nagasaki Respira-

tory Tract Infection Treatment Society

Institution

Physician

Ekisaikai Nagasaki Hospital
Nagasaki Kita Hospital
Koebaru Chuou Hospital
Menoto Hospital

National Nagasaki Center
Nagasaki Kinen Hospital
Aozora Naika

Komori Naika Clinic
Sakamoto Clinic

Hirose Naika Clinic

Ogushi Naika Ganka
Hayashida Naika

Sakamoto Naika

Onitsuka Naika Shoukakika
Irifune Clinic

Hori Naika Clinic

Hayashi Naika Clinic
Tomonaga Naika Clinic
Tanaka Clinic

Tomonaga Clinic

Nobuo Morikawa
Chizuru Fukushima
Kiyo Fujita

Akira Ishii

Eisuke Sasaki

Toru Morikawa
Kazuo Sasayama
Munetaka Komori
Akira Sakamoto
Kiyoto Hirose
Ryozou Ogushi
Masafumi Hayashida
Yuuji Sakamoto
Yasunori Onitsuka
Kenji Irifune
Hiroyuki Hori
Toshiaki Hayashi
Akimitsu Tomonaga
Kenichi Tanaka
Michio Tomonaga

Ihiz,

F 7z, SR BRI ITE AR B REMR T LT B Y
HHR AR A oW A, KHETL Mo RAaREEZROY,
OYf, BREERCKRFEOTE, L BHEHEOFNEFE L
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mg/HT, 65 Ai~D 400 mg/H & FSEOH AR &
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L & B A &

2004 4F 11 H~2005 4F 3 H £ TICRIFRYB X OB #
i 3% (Nagasaki Respiratory tract infection Treatment
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Table 2. Standard for judging the severity of symptoms of infectious disease

Mild Moderate Severe
(Must satisfy all criteria) (Must satisfy all criteria)
Body temperature <375C hat d he eriteri = 39.0C
WBC < 10,000/mm® Cdse. that “o.n(’)'t megt the grlterla = 15,000/mm?
for either 'mild or “severe
CRP < 5 mg/dL = 10 mg/dL
Table 3. Study parameters and schedule
End of
Before entry Day 3 Day 7 treatment
Parameters and schedule ([ ]
Clinical symptoms (] o o (
WBC, CRP [ ] O O ®
Clinical efficacy o o (]
Laboratory finding ([ J O O o
Bacteriological test (with MIC) (] ([
Final Clinical Efficacy (
Adverse effects >
Patient diary >
@: required O: as needed
®
Specimen is @
enclosed with — Separation,
. b identification and
Clinic or Swabiol
. . MIC measurement
university redcap sent to YER .
hospital inYER
)

e

YER: Yamada evidence research

Fig. 1. Method of transporting specimen material.
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BRPRREIR @ fRIR, BEMK, WEER, WEHETRIR, PR PR
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ik i3

MO WTIE, BT - BHREMNR L.
AR - A% )T (Fig 1)
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W) = 0EAFL 7z
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Clinical efficacy evaluation Analysis set 32
excluded 20
Total cases Adverse effects Analysis set 52
52 excluded 0
Abnormal laboratory findings Analysis set 4
excluded 11
Fig. 2. Patients profiles.
Table 4. Evaluated cases
Age > 65 years Age < 65 years Total
Clinical efficacy 23 9 32
Adverse effects 39 13 52
Abnormal laboratory findings 30 11 41

Age > 65 years; average age, 76.9 years (68 ~ 93 years)

Age < 65 years; average age, 44.8 years (29 ~ 64 years)

Table 5. Reasons for exclusion from evaluation of efficacy

Age > 65 years Age < 65 years Total

Selection standard violation 8 3 11
Over dosing 3 3
Not examined after administration 2 2
Not examined before administration 1 1
Excluded because of other disease 1 1
Discontinued because of adverse effects 1 1
Not hospitalized 1 1

Total 16 4 20

Table 6. Clinical efficacy

Table 7. Cases in which the causative organisms was detected

. Not Clinical efficacy Detected Detection
Effective effective Total rate (%) Cases cases rate (%)
Age > 65 years 20 3 23 87.0 Age > 65 years 23 11 47.8
Age < 65 years 8 1 9 88.9 Age < 65 years 9 6 66.7
Total 28 4 32 87.5 Total 32 17 53.1
L & ES 720 oM, FEREHEICB W TEWEAPIED 18I TH -

ARRERIZ T > M) — SNHEBNZ 52 BT, AR LR
FEBING 32 41, EIVEHRHEAES]IE 52 61, FRRMA SR
FFATE B3 41 BT o 72 (Fig. 2) o AR B 0 9
b & 23 B, I 9 B, BV EHERES] O 9
B E 39 #, e 3 13 81, B X OHRHAE
FLRRHIE B O 9 B w1 30 B, IR 11 61T
b-o7z(Table4)o =3, HAMERHIIER D 9 b HilmE O
FIGAEHRNE 769 i (68~93 %), FEHnE O FIg4E n 1L
448 7% (29~64 %) THo7z0 AR SRS
72 20 BIOFLHIZ, HEIRFEHAEE ) i C© 8 B, Il
BTT3H, FH1LFITRS Z D o720 RO THEEREIZB W
TG D330, $GRRATRIEN AT 2 B, 5k
FREN, NEIMRE, REETHENREN1BITH -

7z (Table5).

| Y VIR S

BRR AN X E i E T 87.0% (20/23 1), FEE#H T
889% (8/9 ), 41KT875% (28/32 %) TH - 72 (Ta-
ble 6) o

2. JRHEE A R R

JEIRW ORI BiE T 478% (11/23 ), FEEk
#HT66.7% (6/961), &AKT531% (17/32%1) TH -7z
(Table 7)o %7z, 5L BHIERIR )13 40T 88.2% (15/
17 Bl) T o 720 Moraxella (Branhamella) catarrhalis @
1 Bl & Klebsiella pneumoniae ® 1 BIA RN T, & L1 TX
THRITd o 72 (Table 8) o Ji A B AW F %) R L 4
T 86.7% (13/15 1) T, BRZIF LB L T/, 4
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Table 8. Clinical effcacy according to causative organisms

Organism Total

Clinical efficacy

Effective Not effective

rate (%)
Streptococcus pneumoniae 4% 4 100
Staphylococcus aureus 2 2 100
Streptococcus pyogenes 1 1 100
Haemophilus influenzae 2 2 100
Moraxella (Branhamella) catarrhalis 4 3 1 75
Klebsiella pneumoniae 2 1 1 50
H. influenzae + M. (B.) catarrhalis 1 1 100
Pseudomonas aeruginosa + S. aureus 1 1 100
Total 17 15 2 88.2
* Positive urinary antigen test
Table 9. Bacteriological efficacy
Bacteriological
Organism Total Eradicated Reduced Persistent Unevaluable efficacy rate
(%)
Streptococcus pneumoniae 4% 3 1* 100
Staphylococcus aureus 3 2 1 0
Streptococcus pyogenes 1 1 100
Haemophilus influenzae 3 2 1 100
Moraxella (Branhamella) catarrhalis 5 5 100
Klebsiella pneumoniae 2 2 100
Pseudomonas aeruginosa 1 1 —
Total 19 13 2 4 86.7
* Positive urinary antigen test
Table 10. Final clinical efficacy 3BT, WIFNHEETEBAMORITERTH > 72,
F— 6. ERRBACTEH (Table 13)
Cure Failure Total - . R e
(%) B I RR 0 B M7 BRI FUR X R T
Age > 65 years 20 3 23 87.0 ALT, AST @ b5 - MU/MO —@PEART 16, SFERER
Age < 65 years 8 1 9 88.9 N Sk o
oy 8% 161, 5% O T -GTP, AST, ALP O L
Total 28 4 32 87.5

B RERA (4 8k) 2 Eo FEFEREIZT X THEEL
720 7272L, MRSA &5 G W7 FYERE 2H) Ew
TNHWPITRHE o 7HETH o7z (Table 9)o

3. e EHR 2

J5L R O 1 5 % IR L 7 5 34l H) 5 13 e T
87.0% (20/23 #1), ki T 889% (8/9 #l), &AkT
875% (28/32 1) T, HRKRMAKLFMETH 572 (Ta-
ble 10).

4. JER®E D MIC

e L 272K ® @ MIC % Table 111278 L 72,
Penicillin-intermediate Streptococcus pneumoniae (PISP)
ZECMRKEIIHN T 5 GFLX © MIC idvw3 i d 05
pg/mL U CENZHRIZRL TV, 72, 7T A
B 12D W TIZ 3T 0.06 ug/mL DUT TR B PI6%
W REED T LD TH 7,

5. EIfEH (Table12)

BRI 2R & M7z EVE T e TRk 1 B,
e CREDELD 1B, WA - 3% - Wit 1 flogt

16, Ak - iFEeEk LA 1 oEt4 6T, i
NHEECHMOBRMAMEE TH Y, MAHHELE X
1S FRD LN D o7,
m. = =

2002FE 6 HiZRwm a2 —F 0y REKILHE
A F 7 0§ (GFLX) 1, WU IRGiE, IRERIEGYE &
BLHETHHELDERGHUEBRZ LRI N, 208
WHRMERERICB W THERINTWS, LarL, it
%, B Tl H o 72 NI R F O BIVEH 255 S 1,
2003 4 3 HICIX R ARG AT S, BRI S
HANOT G 7o e MUBEE S FEBER] 0 547
W& D, GFLX 12 X 2 MbEfE R o) A 7 B L LT,
CRERRAS ), [hndsl, [TERREICT | 253 S 7z Bk
MR TH D GFLX 1, FAERE R EREY 2B VT
PEMEASEIE LA RS LR35 2 &S hiTw
B HRIZIERE IR B E T BT 5 65 L Lo TILE
BRI T O 72 0% & o 400 mg/H (200 mg x 2 1]/
H) #5:-Tl&, FAUSMHREA LA L, AEERE H
BBTHHENO—D LW INLZ s, Thrfid
72O 1 MR Z AT 2LEID D LTSNz,
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Table 11. MICs for clinical isolates of organisms
Causative Bacteria or Organism Bacteriological GFLX  LVFX AMPC/ CFPN CTRX CAM  ABPC PCG  MPIPC
efficacy CVA
1 Streptococcus pneumoniae Eradicated 0.25 1 =006 =006 =006 =006 =006 =003
2 Streptococcus pneumoniae Eradicated 0.25 2 =006 =006 =0.06 64 = 0.03
3 Streptococcus pneumoniae (PISP) Eradicated 0.5 2 0.125 0.5 0.25 > 64 0.25
4 Staphylococcus aureus Reduced = 0.06 0.5 0.5 1 2 0.5 =025
5 Staphylococcus aureus Unevaluable = 0.06 0.5 0.25 0.5 1 > 64 =025
6 Staphylococcus aureus (MRSA) Reduced 4 16 16 > 128 >128 > 64 >4
18  Streptococcus pyogenes Eradicated 1 4 =006 =006 =006 =0.06
7 Haemophilus influenzae Eradicated =006 = 0.06 2 1 0.25 16
8 Haemophilus influenzae Unevaluable =006 = 0.06 2 025 = 0.06 4 2
9 Haemophilus influenzae Eradicated =006 = 0.06 4 4 0.25 4 2
10 Moraxella (Branhamella) catarrhalis Eradicated =006 0.125 0.25 1 0.5 0.125
11 Moraxella (Branhamella) catarrhalis Eradicated =006 = 0.06 0.5 0.5 0.5 0.25
12 Moraxella (Branhamella) catarrhalis Eradicated =006 = 0.06 0.5 1 0.5 = 0.06
13 Moraxella (Branhamella) catarrhalis Eradicated =006 0125 =006 =006 =006 0125
14 Moraxella (Branhamella) catarrhalis Eradicated =006 0125 =006 =006 =006 0125
15 Klebsiella pneumoniae Eradicated =006 = 0.06 2 1 0.125 32
16  Klebsiella pneumoniae Eradicated = 0.06 0.125 2 0.5 = 0.06 32
17 Pseudomonas aeruginosa Unevaluable =006 =006 >64 4 16 16

GFLX: gatifloxacin, LVFX: levofloxacin, AMPC/CVA: amoxicillin/clavulanic acid, CFPN: cefcapene, CTRX: ceftriaxone, CAM: clarithromycin,

ABPC: ampicillin, PCG: benzylpenicillin, MPIPC: oxacillin, PISP: penicillin-intermediate S. pneumoniae, MRSA: methicillin-resistant S. aureus

Table 12. Adverse effects

Table 13. Abnormal laboratory findings

Loose stools Age > 65 years
Age < 65 years

Age < 65 years

Nausea
Nausea, Palpitation, Cold sweat

BUEHR M S T v B PR SEEFINC B 1) % PK/PD #
A S, I g GRE O R R I T B 5 i SRR 12
%13 % GFLX @ AUC/MIC A& Tl 30 & L "
T B ERRBRATFW S N720 T, 4N, 65 Lo
it 7 1 M I 2 R R oD RIS LT, 200 mg/ H
(100 mgx2[ul/H) OHH#EZ AT, 65 A Ik ik
BTAD 400 mg/H (200mgx2[/H) DZEnLZEb Lo
HHMEDGRD SN L0 E ) EMRE LTz

M THEBIL 52 BT, FHEAEBINERIL, ARk 32
B, B EHRH52 6, R E D 4L BITH > 720
ERDERTEPRHERIT 61.5% & BRI ATV 23,
SIS L7 fEix OB EDSHERE TH ), FHICEHE
¥ b —HEZ CRP E O BEZ WA R v 2 & 28
RECRHHEL, MRMIBIILEE I 74 - 7EBIN S
Polze TOHZEALGITIE, BEISERINIZEET
DFFli & V) HTREZMEIZE ROV EERZ LN
720 BRIRANRAZ HilGH T 87.0% (20/23 #), FEminA T
889% (8/9 1), kT 875% (28/32#1) THh-o7zo iR
Biikg > PURFIIS O 4 B R BB 2 ol U TR S 7 Wil
JEASE RO AR FIL 95.2% (511/5637 #) T, FEHIZ
(IR SR D AR T 925% (136/147 Bl), S8
THRARAE (&) T 97.2% (105/108 1), 1ML E:
PRBD ZRIEHT 972% (70/72 1) Tho72"2 L %%

Elevated ALT and AST, transitory decrease
platelets

Elevated Eosinophil count
Elevated y-GTP, AST and ALP

Decreased WBC and elevated eosinophil
count

Age > 65 years

Age > 65 years
Age < 65 years
Age < 65 years

AAE, SHELNEREIETEROOENRICR - T
WA, EROBKRBS TOBRERIRE LET 5 LS
HT87.0% (20/23 1), IEHiiE T 889% (8/9%l), 4
KT 875% (28/32 1) &) BifEIZ F - 72 S MR <,

G LABEITEVE#EEE R bNz, 72, GFLX OH
e R (RPESGEIEGYE) OBRITIE, 20~80 iK%
WHEELTWDAS, L# (100mgx2k/H), M# (150
mgx2[l/H) Z=S5WICH# (200mgx2F/H) oG
EHADRITZFENEN971% (33/34 61), 86.7% (26/
30 #1), 943% (33/356)) TH Y, ITEHEICHESEITAD
Niro72Y SR OEKH 100 mgx 2 [/ HP5-# T
87.0% (20/23 B1), FEwEs#EH 200 mgx 2 [nl/H $ 5-8 T
88.9% (8/9#1) L9 A KL TATDH, FRICH
BIZBWT, T BMEI RSN REEZ BN,
51, JRK O R Z IR U 7z Gl H 2 < b &l
HT81.0% (20/23 f51), IEHikiE T 889% (8/9%l), &
RT875% (28/32 1) TH Y, HIRZIFLZEIIRL, W
AR ROMB LRSIzl wi X
Jo Fz, WHMIBWTH, PRSP IC X H iz, Mk
REL RO AR & ARSI 5 AR
HNC X BIHEHEEDT92% (65/71 1) TH o7z & OFEH
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B BN, GO S N7 4Bk X PISP % & ¢ 4 £k
TINTHEL, TORBNHPED TRINIHRE
Tolzo blbNOMEITBWTH, PRSP IZ X 2 Hli%ko
BT, R= V) V&M % BB (Penicillin-
susceptible Streptococcus pneumoniae: PSSP) 12 & % if #
EHBELT MAETOMHPRLS 22BIHICH -
72 BT, S ORI RN S BRI X B ik E
TNV ARV EZRIZB VTS GFLX 28#] & i L T
ABEISREWIRERIR RO HN72® 2 & % g 458
ol FHNMPEMJERR A3 R IZRE & 7> T
WA IES, GFLX OKREH L Y o2 ) s s,
T 72 2002 AEFEEFENE S NIzt — XA T Y ARRITBWT
b, MiZEERRITH 4% MICw 1, 05 ug/mL & BiFZ4H0
WHEZHFRFL TP e 2 ZET 5 L5 NOHIE
DICTFRTELREVR D Gk, IWTHEILZ THIT5
HEIRTL SO0 IEMHA»EIN G,

BAEMEZOWTIIAHFERD A T 16, i
T2H0RE 36, BRRAEMEE 2 RimE T 26, FE
HE T 2P 4BIT, WFNRBEE LS DRI %D o7
FHBETW R IIXE LAERIE OB VRERTH -
720 EBITEE S T MUBEHE S X mE - IR
FED 1B FBA R, FISHEFICHBT % 200 mg/
HES I XD EEIHHATE 2 HEREEZ OGN,

A, HERR I DA O s I A R D R
W29 % GFLX O f HE 2 JEmiin# & legha) L 724
R, EERE O E RO (200 mg/H) #5128\
T, FEmn (400 mg/H) $¢5- & MDA R & 24k
AURIE S N7zo FEICHEERA 2B\ Th MBS E O FIFE
RO LT, EiE~ 200 mg/ HH 513, & ) L4
RPN BERE S PR (EHTE IR GETDH
bEEZONTZ, L LAaA 5, SRIOBGEHERIEIZ/N
B LD DOTH 720, ZEMHED &0 XL ) %El %
T 2§ 2120%, 48, WHEE & OB Z BRI
XMV EEN D,

o

KRR St w772 &, BELRT—2 28t L
TwizZwi-Bfse (Table 1) 0% KO%EE), BE
DERRIZIE S BFLE L BT 9,

X Bt
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Evaluation of efficacy and safety of gatifloxacin for secondary
infection in patients with chronic respiratory disease

Katsunori Yanagihara, Yasuhito Higashiyama, Koichi Izumikawa, Hideaki Ohno,
Yoshitsugu Miyazaki, Yoichi Hirakata, Shigeru Kohno and
Nagasaki Respiratory tract infection Treatment Society: NRTS

Second Department of Internal Medicine, Nagasaki University, School of Medicine, 1-7-1 Sakamoto, Nagasaki, Japan

The new quinolone antimicrobial drug gatifloxacin (GFLX) was reported to cause adverse effects in pa-
tients with abnormal blood sugar levels after it had been placed on the market (in Japan) in June 2002, and
GFLX became counterindicated in diabetic patients in March 2003. Nevertheless, it is still recommended by
the Japanese Respiratory Society guidelines as a “respiratory quinolone” because of its excellent antimicro-
bial activity and expectoration. Moreover, the AUC/MIC of GFLX for pneumococcus is 74.4 at 200 mg b.i.d.
(400 mg/day) and 359 (age<65years) and 97.2 (age>65 years) at 100 mg b.i.d. (200 mg/day). Based on
these results, the treatment of senior citizens at a dose of 200 mg/day was thought to be feasible.

Subsequently, a clinical study was undertaken to establish the efficacy of a GFLX dose of 200 mg/day for
the treatment of secondary infections in senior citizens (age>65 years) chronic respiratory illnesses to de-
termine if the effectiveness was equal to treat of 400 mg/day in non-senior citizens.

Fifty-two patients were enrolled in this study, and 32 of these patients were evaluated between November
2004 and March 2005 at our university hospital or surrounding clinics. The clinical efficacy of GFLX was
87.0% (20/23) in senior citizens and 88.9% (8/9) non-senior citizens, for an overall efficacy of 87.5% (28/32).
The bacteriological clinical efficacy of GFLX was concluded to be equivalent in both groups. Moreover, only
three adverse events occurred: one in the senior citizen and two in the non-senior citizen group. These ad-
verse events were generally mild in nature. Abnormal lab results were also seen in four patients: two in the
senior citizen group and two in the non-senior citizen group.

The present study suggests that GFLX at a dose of 200 mg/day is equally safe and effective as a dose of
400 mg/day for the treatment of secondary infections resulting from chronic respiratory disease in both sen-
ior citizens and non-senior citizens.



