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Background

 Chief complaint: fever for three days

 Present lliness: A 24-year-old female visited
our emergency department because of fever
up to 39°C. Fever had last for 3 days and She
has ever visited local clinic where upper
respiratory infection was told. Cough,
rhinorrhea and sore throat were also noted.
She also suffered general myalgia.



Background

 Lab and image
— CXR: nothing particular
— WBC 5300/ul
— C-reactive protein: 0.5 mg/L
— Influ A+B: influ B(+)

e Influenza B was diagnhosed
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HEC R [ﬂ' AR RE [k (Asking)

P: patient of influenze B

I: Tamiflu(Oseltamivir) use

C: symptoms treatment, placebo
O: prognosis
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treatment of 2009 pandemic H1N1 influenza A infection are presented separately. (See "Treatment and prevention of pandemic HIN1 influenza ('swine

influenza"}", section on 'Treatment' and "Treatment and prevention of avian influenza", section on Treatment'.)

Investigational neuraminidase inhibitors are discussed below. (See 'Investigational approaches' below.)

Oseltamivir — Oseltamivir is orally administered and is available as a capsule or powder for liquid suspension. It has good bioavailability and is widely
distributed in the body.

Oseltamivir has been demonstrated to shorten the duration of influenza symptoms [4-6,9,11,18-22], and to reduce the duration of viral shedding [17]. Some
studies have also shown that oseltamivir reduces illiness severity and complication rates [11,12]. As discussed below, subsequent meta-analyses have
provided contradictory results regarding reduction in influenza-related lower respiratory tract complications in healthy adults [2,13].

Some studies have shown a mortality reduction [15,16] and shorter length of hospitalization in patients with severe influenza treated with oseltamivir [14].

In a 2003 meta-analysis of randomized trials, treatment with oseltamivir reduced the median duration of symptoms by 0.9 days in otherwise healthy adults
and by 0.4 days in elderly adults or patients with comorbidities [5]. Subsequent meta-analyses have shown similar benefits [9,22].

The range of findings in adults can be illustrated by the following observations:

* A 60-center trial randomly assigned 627 healthy adults 18 to 65 years of age to oseltamivir (75 or 150 mg twice daily) or placebo for five days within 36
hours of the onset of suspected influenza [11]. Sixty percent had laboratory-confirmed influenza. Both doses of oseltamivir led to a statistically
significant reduction in illness duration of approximately one day compared with placebo. Oseltamivir also reduced illness severity scores and the
incidence of clinician-diagnosed secondary complications {pneumonia, bronchitis, sinusitis, and otitis media).

* Comparable results were noted in a 51-center trial with 719 healthy adult patients [5]. Among the 66 percent of patients with laboratory-confirmed

Ainflienza nseltamivie sinnificantly rednced the duratinn af illness by annravimatels nne dav in natients treated 24 tn 36 hoors after illness nnsat and b
Help improve UpToDate. Did UpToDate answer your question? » Yes » No
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Oseltamivir

Shorten the duration of influenza symptoms, and to reduce the
duration of viral shedding.

Some studies have also shown that oseltamivir reduces illness
severity and complication rates [11,12]. As discussed below,
subsequent meta-analyses have provided contradictory results
regarding reduction in influenza-related lower respiratory tract
complications in healthy adults [9,13].

Some studies have shown a mortality reduction [15,16] and shorter
length of hospitalization in patients with severe influenza [14].

In a 2003 meta-analysis of randomized trials, reduced the median
duration of symptoms by 0.9 days in otherwise healthy adults and
by 0.4 days in elderly adults or patients with comorbidities [5].
Subsequent meta-analyses have shown similar benefits [9,22].



A 60-center trial led to a statistically significant
reduction in illness duration of approximately one day
compared with placebo. Oseltamivir also reduced
iliness severity scores and the incidence of clinician-
diagnosed secondary complications (pneumonia,
bronchitis, sinusitis, and otitis media).

e A 51-center trial: reduced the duration of illness by
approximately one day in patients treated 24 to 36
hours after illness onset, and by 1.5 to 2 days in those
treated within 24 hours of illness onset.



A systematic review utilized data from 10 placebo-controlled trials to
evaluate the effect of oseltamivir therapy on influenza-related lower
respiratory tract complications [12]. Among patients with proven influenza,
oseltamivir significantly reduced the incidence of lower respiratory tract
complications that required antibiotic use compared with placebo (4.6
versus 10.3 percent in all patients, 12.2 versus 18.5 percent in patients at
risk for complications).

A subsequent meta-analysis did not show a reduction in influenza-related
lower respiratory tract complications in healthy adults [9].

However, another meta-analysis that reanalyzed the results from 11
randomized trials (including the 10 trials that were included in the initial
systematic review) [12], concluded that oseltamivir treatment reduces the
risk of lower respiratory tract complications by 28 percent overall (95% CI
11-42%) and by 37 percent among patients with confirmed influenza
infections (95% ClI 18-52%) [13]. All 11 trials that were included in the
analyses that showed benefit were funded by the manufacturer of
oseltamivir [12,13]



e QOseltamivir may be less effective in reducing clinical
symptoms related to influenza B. In a prospective,
multicenter study conducted in Japan, influenza A was
documented in 1818 patients and influenza B in 1485
patients [18]. The duration from treatment initiation to
resolution of fever was significantly longer for patients
with influenza B than for influenza A (mean duration 65
versus 48 hours, respectively). In addition, after four to
six days of oseltamivir therapy, the reisolation rate was
higher for influenza B than for influenza A (52 versus 16
percent).



W'i"ul'W.l'I"IEIjE-EElpE.EDH'I

Level of Grade of

Evidence Grading Criteria Recommendation

la Systematic review of RCTs A
including meta-analysis

b Individual RCT with narrow A
confidence interval

lc All and none studies B

2a Systematic review of cohort B
studies

2b Individual cohort study and low B
quality RCT

2¢ Outcome research study C

3a Systematic review of case-control C
studies

3b Individual case-control study C

4 Case-series, poor quality cohort C
and case-control studies

5 Expert opinion D

Sourca: Ann Surg & 2004 Lippincolt Wiliams & Wilkins
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e Conclusion

In healthy adults, neuraminidase inhibitors
relieve influenza symptoms and reduce risk for
laboratory-confirmed influenza but not
influenza-like illness or influenza complications.
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We included and analysed data from 25 studies (15 oseltamivir and
10 zanamivir studies).

All the studies were sponsored by manufacturers of Nls.

Time to first alleviation of symptoms in people with influenza-like
illness symptoms (i.e. ITT population) was a median of 160 hours
(range 125 to 192 hours) in the placebo groups and ¢seltamivir
shortened this by around 21 hours (95% confidence interval (Cl) -
29.5t0-12.9 hours, P < 0.001; five studies)

There was[no evidence of effect on hospitalisations based on seven
studies with a median placebo group event rate of 0.84% (range 0%
to 11%): odds ratio (OR) 0.95; 95% Cl 0.57 to 1.61, P = 0.86.

Due to limitations in the design, conduct and reporting of the trial
programme, the data available to usllacked sufficient detail to |

credibly assess a possible effect of oseltamivir on complications and

viral transmission. ]
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