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Table 1 Antimicrobial spectrum of gatifloxacin

Gram-positive coccus

Staphylococcus spp., Streptococcus spp., Enterococcus,

Streptococcus pneumoniae

Gram-negatives

Neisseria gonorrhoeae, Moraxella catarrhalis, Escherichia coli,
Citorobacter spp., Klebsiella spp., Enterobacter spp., Serratia spp.,
Proteus spp., Morganella morganii, Providencia spp.,

Pseudomonas aeruginosa, Haemophilus influenzae, Burkholderia cepacia,
Stenotrophomonas maltophilia, Acinetobacter spp.

Anaerobes

Peptostreptococcus spp., Bacteroides spp.

Atypical pathogens

Chlamydia trachomatis, Chlamydia pneumoniae, Mycoplasma pneumoniae
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Table 2 Empiric therapy for outpatients with CAP
— American Thoracic Society (2001) —

No cardiopulmonary disease, No modifying factors
 Azithromycin or clarithromycin
® Doxycycline

With cardiopulmonary disease
and/or other modifying factors
® 3 -lactam (oral cefpodoxime, cefroxime,
high-dose amoxicillin, amoxicillin/clavulanate; or
parenteral ceftriaxone followed by oral cefpodoxime
plus macrolides or doxycycline
¢ Antipneumococcal fluoroquinolone

Table 3 Empiric therapy for outpatients with CAP
— Infectious Disease Society of America (2000) —

Doxicycline
Macrolide
Fluoroquinolone

Table 4 Empiric therapy for outpatients with CAP
— Centers of Disease Control and Prevention (2000) —

Macrolide (erythromycin, clarithromycin, or azithromycin)

Doxycycline or tetracycline

Oral £ -lactam (cefroxime axetil, amoxicillin,
amoxicillin/clavulanate pottassium)

*Does not cover atypical pathogens
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Fig. 1 Penicillin G MIC distribution of S. pneumoniae
strains obtained from patients with respiratory infections
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Virus2.8%

Legionella spp. 0.3%
E. coli 0.3%

Other streptococci 1.4%
M. tuberculosis 1.0%

C. psittaci 3.4%

M. catarrhalis 2.1%

S. aureus 1.7%
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M. pneumoniae
19.3%
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Fig. 2 Etiology of patients under 60 y.o. with CAP
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Other streptococci 0.7%
M. tuberculosis 1.5%

C. psittaci 0.4%
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P. aeruginosa 2.9%

Fig. 3 Etiology of patients over 65 y.o. with CAP
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MP<60
MP=60

CPN< 60
CPN=60

CPS<60

Msatisfied [not satisfied

MP; M. pneumoniae pneumonia, CPN; C. pneumoniae
pneumonia, CPS; C. psittaci pneumonia

Fig. 4  Accordance rate with the guideline criteria among
patients under 60 and over 60 with atypical pneumonia

Table 5 Modifying factors that increase the risk of
infection with drug-resistant pneumococci

(ATS guideline 2001)
® Age > 65 yr
® /3 -lactam therapy within the past 3 months
¢ Alcoholism

¢ Immune-suppressive illness

(Including therapy with corticosteroids)
® Multiple medical comorbidities
® Exposure to a child in a day care center

Table 6 Modifying factors that increase the risk of
infection with enteric gram-negatives
(ATS guideline 2001)

®Residence in a nursing home

¢ Underlying cardiopulmonary disease
® Multiple medical comorbidities
®Recent antibiotic therapy
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Table 7 Causative pathogens of infectious exacerbation
of chronic lung diseases

Gram-positive coccus
o S. pneumoniae
o S. aureus

Gram-negative coccus
o M. catarrhalis

Anaerobes

® Peptostreptococcus spp.
® Peptococcus spp.

e Fusobacterium spp.

Gram-negative rods
o H. influenzae

o K. pneumoniae

e Enterobacter spp.
e Pseudomonas spp.
e Acinetobacter spp.
o S. maltophilia
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ROLE OF ORAL FLUOROQUINOLONES IN PATIENTS
WITH RESPIRATORY DISEASES

Tadahi ISHIDA

Abstract The characteristics of recently developed oral
fluoroquinolones include their broad spectrum involving
gram-positive/gram-negative bacteria and atypical pathogens,
potent antimicrobial activity against Pneumococcus, rapid
" tissue/sputum transfer, prolonged half-life, and reduction of
their interaction with other agents. However, it has been
reported that the common use of oral fluoroquinolones
increases the number of fluoroquinolone-resistant bacterial
strains. We review the appropriate use of these agents in
patients with respiratory infections.

In most cases, upper respiratory inflammation is a viral
infection. Generally, antimicrobial agents are not necessary,
and should not be administered. In Japan, a large number of
antimicrobial agents, especially quinolones, are frequently
prescribed to treat upper respiratory infection. This tendency
must not be corrected.

With respect to treatment for community-acquired
pneumonia, it is controversial whether oral fluoroquinolones
should be prescribed under various guidelines. In elderly
patients and those with an underlying disease, oral fluoro-
quinolones may be a first-choice treatment at the outpatient
clinic, because it is difficult to differentiate atypical pneumo-
nia from bacterial pneumonia, and because the risk of drug-
resistant Pneumococcus or gram-negative bacteria is high.

With respect to treatment for hospital-acquired pneumonia,

oral fluoroquinolones are recommended for patients with
moderate or mild conditions without risk factors under the
Guidelines established by the Japanese Respiratory Society.

Bacteria causing acute infectious exacerbation in patients
with chronic pulmonary diseases include gram-positive/gram-
negative bacteria and anaerobic bacteria. Therefore, oral
fluoroquinolones may be the most appropriate treatment for
such patients.

New oral fluoroquinolones show potent antimicrobial
activity against tubercle bacillus, and may also be effective for
infection with bacteria resistant to standard antitubercular
agents. It may be controversial whether these agents should

be indicated for atypical acid-fast bacterial infection.

Key words : Fluoroquinolones, Respiratory infections, Drug

resistance, Appropriate use

Department of Respiratory Medicine, Kurashiki Central
Hospital

Correspondence to : Tadashi Ishida, Department of Respira-
tory Medicine, Kurashiki Central Hospital, 1-1-1, Miwa,
Kurashiki-shi, Okayama 710-8602 Japan.
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Table 1 Efficacy of various durations of isoniazid preventive therapy for
persons with fibrotic lesions, by length of treatment (IUAT) N

5-yr tuberculosis incidendce* (% Reduction)

Group Placebo 12wk 24wk 52wk
All participants (n=27,830) " 14.3 11.3 (21) 5.0(65) 3.6(75)
Adherent participants * (n=21,635)° 15 9.4 (31) 47(69) 1.1(93)
Fibrotic lesion < 2 cm® (n=18,663) " 11.6 9.2 (20) 40(66) 4.2 (64)"
Fibrotic lesion > 2 cm’ (n=8,428) ° 21.3 16.2 (24) 7.0(67) 2.4(89)

*Per 1000 person-years.

TComparing placebo to 24 and 52 wk, p<0.05 ; difference between placebo and 12 wk and between 24
and 52 wk not significant.

*Collected pill calendars for “almost all” of the months assigned for their regimen and had taken at least
80% of the pills from the calendar by the time of the next monthly visit.

§ For all interregimen comparisons (p<0.05)

#Persons who developed tuberculosis on 52-wk regimen and had small fibrotic lesions were less likely to
have collected pill calendars (47%) than all other groups (=80%) (p<0.001)

Table 2 Changes from prior recommendations on tuberculosis testing and treatment of
latent tuberculosis infection (LTBI) 5

Tuberculin testing

- Emphasis on targeted tuberculin testing among persons at high risk for recent LTBI or with clinical
conditions that increase the risk for tuberculosis (TB), regardless of age; testing is discouraged
among persons at lower risk

« For patients with organ transplants and other immunosuppressed patients (e.g., persons receiving
the equivalent of = 15 mg/d of prednisolon for 1 mo or more), 5 mm of induration rather than 10 mm
of induration as a cut-off level for tuberculin positivity

- A tuberculin skin test conversion is defined as an increase of =10 mm of induration within a 2-yr
period, regardless of age

Treatment of latent tuberculosis infection
+ For human immunodeficiency virus (HIV)-negative persons, isoniazid given for 9 mo is preferred
over 6-mo regimens
« For HIV-positive persons and those with fibrotic lesions on chest X-ray consistent with previous TB,
isoniazid should be given for 9 mo instead of 12 mo
+ For HIV-negative and HIV-positive persons, rifampicin and pyrazinamide should be given for 2 mo
- For HIV-negative and HIV-positive persons, rifampicin should be given for 4 mo

Clinical and laboratory monitoring
- Routine baseline and follow-up laboratory monitoring can be eliminated in most persons with LTBI,
except for those with HIV infection, pregnant women (or those in the immediate postpartum periond)
and persons with chronic liver disease or those who use alcohol regularly
+ Emphasis on clinical monitoring for signs and symptoms of possible adverse effects, with prompt
evaluation and changes in treatment, as indicated

TIEIHIIRRE, 2237V F=v ey i5mgblb% 1
HADEMEHLTWSE, KB X5 E CHEb R
RGBT R DD 58, B, BRI EE Lo
HolEBERhEEHIF, TNOLOZFTIIMKE Smm L ET
EIERE R GE DB EIT) 2L E LTWwho MK

naE, /MR HVETIZ I THBOERLIT) 2
LEENTWE, B, A V=TVF, V77v¥E
UV EEEOREMBEOBMB X)) 7y v EY Y EE
FYFINEER2 A ABOBRE DO SNTWD A,
Y5943 FORRBTELRVWLEEIZRY) 77 v EY Y

MR BAER EOREFEMNAL Y A7 ER/TIE, W
10 mm Bl b CHETERBIRGSE DRBEITH) 2L & LT
bo WIERMIBREDOEBRIBEEA V=TI F2&R5T
575, FOHMIE 6 ABEERTOMRY D LD, 974
AEEESEVET LwE ENTWw5S, FICHIVENE
%, WE X E B TR e NGB T R0 &

DOHEH 4 H AHEGHEO HNTWS (Table 2) o
WERRYE DZERR Y A7 OB TIE, AIDS, (FWIifi,
SERIRIFERE, AN TEN, BIRIEER % & OREIH
BETHERDOY 27 DEL 25705 BRIk 1 FUNDOF
R, WEXMEECTHBEEZOMRELHREZEDLE D
BVWRRREZRD L, IO DOFEIIKT B MY %6



Lunch Time Lecture/TB in Compromised Hosts/F.Yamagishi

%, ALETFHPLETH S, bHPEOREIZL BL%T
B oxtgeid, MERAIZ24EIC 3 ARM ORI TS LRI %
0, BBFISO4FITIT ISR E T, FRICFITIZ29m% T
TRABAMEONRE 2D, 2001 4F 1213459000 A 7540 B
BRER L LTEHRIN TV,

AR ATS/CDC @ RIRTIZIWE X B2 TIHRT R
H 5 CIINEE U R E OB L RHOY A DRLE
WEEZ V7T R LT, FEICERE  BTER Y
IEDWEEEITH)ZLLELTEY, FALIUVATTE, 2R
SDOHIALETFR 4T, SRHIEAIREFED S22
LEHE LTS, FRITFEICWIE SNz b2SE Ok
TR OIS T, BEAICAbFERER 2 L X
FEGENED 5 W IE VRO —ERIZo W TLE T oxt
RELBOTVEA, 29BLT & W ERD MM+
WTBY, FEFEREIINRE > TRV, H,
THRESFH2003 W ERFEICHRINZY, Z0%h
TLZETFHICOWT, [2hE TP AARTIZ
F & L TREMEBGE T -5 EEENRE Lo
T&7ze ZD7-OMGEHDHIEIL20m L FITHIBR S
NTWwb, 72721 BCGEM DRI X % @IS E DR
EREMARZOERDOBARZEET S L, RO
FF IR RERLHEOETCHELD 5, S SICBHSHA
DY ARG D 98% 330/ UL L, T 7 A% T R
FHDORIN%HRIE V30U LETH B L EE NI,
BIRTFHOEELRIEINI I NS PEERICZ ZHHE
ThHbo ELICHBRETH LI LITHA T SOk
BRI AZERNZ Lo TWAEEFHRETEIEL, FHL
A2 IALETR 2179 2 L 3BBERIH O 2T,
E LKA DBRGAZIFEDO TR DO ETHHRNTH A
Vo TAUTEEA, (LFTEHEIS OFRHIBRIIBEIL TN &
Thab| EBRTBY, HEBETTRL, BWI A2
B %o 72 RIS T 2L TR O LBk 2SR
anhzz,

3. RFMFEIEEDLE T

FEMFEFRBE LN IE, RO A7 O b EWERH
LIRD LNLRETH L, RIEWHIEED 9 BREREIZ
ROBEPECIFICEETH 5, T BB B IE L
TORIEREAT O, PRGBS OMERERL %
Vo EHITHRIE, BRORTERYEY v ~FR 70— VHT
$T Tumor Necrosis Factor- « (LL'F, #L TNF- « ) #H|¥2 5
Bl o DERFEREFEOMREDH D, £ TINLORK
BlZowT, (¥ THONRRERN ORI, B LM
FFROHFEIZDOVTHRRATIED 58X 5,

(1) HERRG®

19874E 22 5 984E F TO 124E T, HBBETABEIER L
72l HEREREBY 4,169 2 HOBE IR & BEBIIL 588 44, 14.1% T

663

%
20

15

10

(=)

1037 88 89 90 91 92 93 94 95 96 97 98 87-08

Fig.1 Frequency of complication of diabetes mellitus by
year among patients with pulmonary tuberculosis

Table 3  Previous chest X-ray examination in
primary cases (cases suffered from diabetics
before pulmonary tuberculosis)

Without any lesion 6
Fibrotic lesions 8
Active lesions 7
Total 21
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Table 4 Dose of corticosteroid
Collagen Initial dose ~ Dose of PSL (m

Age  Sex diseasge of PSL (mg) when Tb develi)peg()i
21 F SLE 30 33

30 F SLE 30 15

34 F SLE 60 7.5

50 F SLE 5 5

53 M SLE 10 10

67 F SLE unknown 20

60 F MCTD 60 10

63 F MCTD 24 24

63 F MCTD 40 20

76 M PN 60 20

76 M PN 20 20

60 F SIS 60 10

66 M PM 30 10

70 F PSS 10 10
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Fig.2 Time from the initiation of anti-TNF- « therapy to
the diagnosis of tuberculosis

Administer PPD skin test

Evaluate PPD test results

Test Negative Test Positive

Initiate Anti-TNF- Perform chest X-ray

Normal chest X-ray Active TB

Initiate latent TB
treatment

Initiate Anti-TNF-o Initiate Anti-TNF-«

Treat active TB
to resolution

Fig. 3  Algorithm for tuberculosis testing'”
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MEASURES FOR TUBERCULOSIS IN COMPROMISED HOSTS
— Mainly on Chemoprophylaxis—

Fumio YAMAGISHI

Abstract As for the measures for tuberculosis in Japan,
BCG inoculation and chemoprophylaxis have been done with
emphasis placed on children and young people. Since, how-
ever, about 90% are older than 30 years and more than 50%
are older than 60 years among the new TB patients, measures,
particularly chemoprophylaxis aiming at the middle-old aged
people are needed in the future.

We discuss the method to select cases for chemoprophy-
laxis as to the cases of diabetes, collagen diseases and lung
cancer administered corticosteroid preparations as well as the
cases of Crohn's disease and rheumatoid arthritis administered
anti-TNF- ¢« among compromised hosts.

In diabetics, chemoprophylaxis is necessary for those who
show healing of TB despite there being no history of TB
treatment. Where a corticosteroid preparation, more than 10
mg in terms of prednisolone is administered over a long
period of time for collagen disease and lung cancer, chemo-
prophylaxis is necessary for those who show healing of TB
despite there being no history of TB treatment and those who
are suspected of having TB infection by a tuberculin test. In

the cases of Crohn's disease and rheumatoid arthritis adminis-
tered anti-TNF- « , chemoprophylaxis is necessary for those
who show healing of TB despite those who are suspected of
having TB infection by a tuberculin test.

The administration period of INH as chemoprophylaxis
should preferably be set at 9 months instead of 6 months
hitherto used.

Key words: Compromised host, Pulmonary tuberculosis,
Chemoprophylaxis, Diabetes mellitus, Corticosteroid, Anti

tumor necrosis factor-a
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