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=R e
= 65 y/0 male

= Underlying disease:
Intermittent fever
LMD: Cravit po

o= %/ﬁ'%%&ﬁﬁ;IMPE/Lab/image :
= Intermittent fever and Cough for 1 week
= yellowish sputum, general malaise

= Leukocytosis , CRP?
m CXR: Rt lower infilitration
= Dx: CAP
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O Dayl: Levofloxacin

O Day7: Low grade fever + productive cough
= CXR: right lower patch with cavity formation

= AFS(+), TB-PCR(+)
= Anti-TB: HERZ
0O TB-Culture

= Multiple drug resistant
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ontroverS|es surrounding the empirical use of FQs to treat
patient with CAP?

P: Community-acquired pneumonia

l: Receive empirical FQs treatment

C: Not receive FQs treatement

O: |Delay of TB diagnosis

T: The median time between symptom onset and
receipt of anti-TB medication
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The "5S" levels of organisation of evidence from healthcare research
Brian Haynes, R Evid Based Med 2006;11:162-164
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O Fluoroquinolone resistance amongst
Mycobacterium tuberculosis isolates in Taiwan.

O Empirical use of fluoroguinolones amogst
community-acquired pneumonia patients and
delayed tuberculosis diagnosis and treatment.
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o Methods:

= 420 M. tuberculosis isolates during
2004/1—2005/12, randomly selected.

= The MICs of ofloxacin, ciprofloxacin, levofloxacin
and moxifloxacin were determined.

= Spoligotyping and sequencing of the gyrA and gyrB
genes were performed for all isolates resistant to
any tested FQ.
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0 Results:

52 (12.4%), 26 (6.2%), 26 (6.2%) and 30 (7.1%) were
resistant to isoniazid, rifampicin, ethambutol and
streptomycin, respectively.

Multidrug resistance was found in 5.0% of isolates.

For all tested FQs, the susceptibility rate was higher than
97%.

Resistance to any first-line drug and isolation from a patient
with prior anti-tuberculous treatment were correlated with FOQ
resistance.

Multidrug resistance had the strongest correlation with
FQ resistance (1920 of isolates).

Of the 14 FQ-resistant isolates, five (35.7%) had gyrA
mutations (four D94G and one A90V) and another one
(7.1%) had a gyrB mutation (N538D).
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O Conclusions:

= This study found FQ resistance in 3.3% of all
clinical i1solates of M. tuberculosis.

= FQ resistance was correlated with first-line drug
resistance and prior anti-tuberculous treatment




Empirical use of fluoroquinolones amogst
community-acquired pneumonia patients and
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o Methods:

= A retrospective cohort study was conducted among
adults with culture-confirmed tuberculosis to assess
the effect of empiric fluoroquinolone therapy on
delays in the treatment of tuberculosis.

= Sixteen (48%) of 33 patients received
fluoroquinolones for presumed bacterial pneumonia
before tuberculosis was diagnosed and treated.
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0 Results:

=  Among patients treated empirically with
fluoroguinolones, the median time between
presentation to the hospital and initiation of
antituberculosis treatment was 21 days
(interquartile range, 5—32 days).

= Among those who were not, it was 5 days
(interquartile range, 1-16 days; Pp.04).
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O Conclusions:

= Initial empiric therapy with a fluoroguinolone was
associated with a delay in the initiation of
appropriate antituberculosis treatment.




Empirical use of fluoroquinolones amogst
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O Methods:
= systematic review and meta-analysis

= searched through September 30, 2010: PubMed,
EMBASE, CINAHL, Cochrane Library, Web of
Science, BIOSIS Previews, and the ACP Journal
Club.
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0 Results:

Nine eligible studies (four for delays and five for
resistance issues) were included in the
metaanalysis from the 770 articles originally
iIdentified in the database search.

The mean duration of delayed diagnosis and
treatment of pulmonary TB In the fluoroguinolone
prescription group was 19.03 days, significantly
longer than that in the non-fluoroquinolone group
(95% confidence interval (Cl) 10.87 to 27.18, p <
0.001).
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O Conclusions:

= Empirical fluoroquinolone prescriptions for
pneumonia are associated with longer delays In
diagnosis and treatment of pulmonary TB and a
higher risk of developing fluoroquinolone-resistant
M. tuberculosis.




Empirical use of fluoroquinolones amogst
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o Methods:

9 patients with PTB initially treated as having
community-acquired pneumonia and treated with
fluoroquinolones for more than 5 consecutive days,
from 2000/1—2004/12 as a control group.

19 patients TB patients initially treated with non-
fluoroquinolone antibiotics were enrolled.

Reviewed the clinical data and compared treatment
responses between the two groups.
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0 Results:

= In the fluoroquinolone group, eight patients (89%)
Improved clinically or radiographically.

=  whereas only eight patients (42%) in the non-
fluoroquinolone group improved (P=0.04).

= The delay in initiation of anti-tuberculosis
medication was longer in the fluoroquinolone
group than in the non-fluoroquinolone group
(43.11£40.0 vs. 18.7116.9 days, P=0.04).
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0o Conclusions:
= Delay Iin the initiation of anti-tuberculosis
treatment is possible in patients administered
fluoroquinolone and initially misdiagnosed as
having bacterial pneumonia.
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o Methods:

548 patients with culture confirmed tuberculosis
aged >14 years diagnosed 2002/7—~2003/12 were
iIncluded and their medical records were reviewed.

79 (14.4%) received a fluoroquinolone. (FQ group)
218 received a non-fluoroquinolone. (AB group)

251 received no antibiotics before antituberculous
treatment.



xS EEN|[INEY ﬁ'[ I'—JT Summary

0 Results:

= In the FQ group the median interval from the
Initial visit to starting antituberculous treatment
was longer than in the AB group and in those who
received no antibiotics (41 v 16 v 7 days), and
the prognosis was worse (hazard ratio 6.88 (95%
Cl 1.84 to 25.72)).

= Of the 9 mycobacterial isolates obtained after
fluoroquinolone use whose Initial isolates were
susceptible to ofloxacin, one (11.1%) was
resistant to ofloxacin (after fluoroguinolone
use for 7 days).

= Independent factors for a poor prognosis included
empirical fluoroquinolone use, age>65, underlying
disease, hypoalbuminaemia, and lack of early
antituberculous treatment.
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O Conclusions:

= 14.4% of our patients with tuberculosis received a
fluoroquinolone before the diagnosis.

= With a 34 day delay in antituberculous treatment
and more frequent coexistence of underlying
disease and hypoalbuminaemia, empirical
fluoroguinolone treatment was associated with a
poor outcome.

=  Mycobacterium tuberculosis isolates could obtain
ofloxacin resistance within 1 week.




Conclusions

O Empirical treatment of CAP with a FQ might mask active TB, delay
treatment and contribute to the development of FQ resistance.

O FQ resistance is less likely to occur amongst M. tuberculosis
strains isolated from patients with short-term exposure (<7 days)
to FQ.

O in Taiwan as well as in other countries with endemicity of TB, a
short-course (5-day) regimen of a FQ (levofloxacin, moxifloxacin
and gemifloxacin) is still recommended for empirical therapy for
CAP patients if the patient is at low risk for TB.




Appraisal

Answer R ﬁ%ﬂl[ﬂl Fﬁ{ § ’ﬁEFﬁ \, [FI paETi JF} RE 7
(ERRLEE > LA FIE o it e
Auth _ , ;LF" /:\:\\% 7 rET/L‘(?
uthor ﬂjp[gﬁ%‘:‘? i J “ﬁﬁ RN
Method RCT
Patient L 1 B 2V e SVRSRLP = S

(randomlzatlon)

(representatlve)

Intervention

fé? EE A_pJfF’ﬁl_(Ascertaln)ﬂ =

Comparasion
S R | R R b
Qutcome (lvaO) F A !
Time fﬂ %"_ﬁﬁifﬁmﬁvﬁa R~ A B R

IR SR L

%ﬂlw




Evidence appraisal

= Was the assignment of patients to
treatments randomised? Yes

= Were the groups similar at the start of the
trial? Yes

= Aside from the allocated treatment, were
groups treated equally? Yes




External Validity / Applicability

= IS my patient so different to those in the
study that the results cannot apply? No

= Is the treatment feasible in my setting?
Yes
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