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Abstract Go fo:

Objective To mvestigate the validity of recommendations m treatment guidelines to use higher than approved
doses of oseltamivir m patients with severe mfluenza.

Design Double blind randomised trial.
Setting Thirteen hospitals i Indonesia. Singapore. Thailand. and Vietnam.
Participants Patients aged =1 vear admutted to hospital with confirmed severe mfluenza.

Interventions Oral oseltamivir at double dose (150 mg twice a day/paediatric equivalent) versus standard
dose (75 mg twice a day/paediatric equivalent).

Main outcome measure Viral status according to reverse transcriptase polvmerase cham reaction (RT-PCR)
for influenza RNA m nasal and throat swabs on day five.

Results Of 326 patients (including 246 (75.5%) children aged <15). 165 and 161 were randomised to double
or standard dose oseltamivir. respectively. Of these. 260 (79.8%) were mfected with mnfluenza virus A (133
(40.8%) with A/H3N2. 72 (22.1%) with A’HIN1-pdm09. 38 (11.7%) with seasonal A/HIN1. 17 (5.2%)
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XAPAKTEPUCTUKA YYACTHHKOB
NCCJEJIOBAHUS

KputepusaMy BKJIIOYEHUA ObLIM BO3pacT >1 roga, pecnuparopHoe 3a001€BaHUE C
IPOAOJKUTEIBHOCTRIO CUMOTOMOB <10 mgHEM, 1a00paTOpHO MOATBEPIKJICH IPUIIIL, A
TaK)KE CBUJIETEIIBCTBYET O TSHKEI0M (pOopMbI Ipulina (Kak OIpeIeICHO HUXKE), TU00
MTOJIOKUTEIBHOIO PE3YJIbTaTa JUArHOCTUUECKOro TecTa Ha HON.

KpuTepuu HCKJIIOYEeHUsA: OCPEMEHHOCTD WIIH MOJIOKUTEIIBHBIN PE3yJIbTaT Ha
XOPHUOHUYECKOTO TOHAAO0TpoINMHA YyeaoBeka (X1 H) B MoUe KEHIIMHBI, KOTOPbIE aKTUBHO
MUWJIM TPYABIO, 3aJ€pKKa Oosiee uem 3a 72 yaca 10 Havaja JeYCHUs OCeIbTaMUBHApPa U
Jast IOYE€YHast HEI0OCTATOYHOCTh ONPEAEIIs €HCOM KpeatuHuHa <10 mu /




Patients screened (N=699)

Not randomised (n=373):
Not influenza (n=353)
= Other non inclusion criteria (n=4)
Met criteria consent not given (n=8)
Met criteria other reasons (n=8)

A4

Randomised (n=326)

|

.

Double dose oseltamivir (n=165)

|

Received oseltamivir (n=165)

;

Completed five days of oseltamivir (n=154)
Did not complete oseltamivir (n=11):

Died (n=7)

Adverse event (n=1)

Consent withdrawn (n=2)

Not influenza (n=1)

Number analysed for primary endpoint (n=159)
Exclusions (n=6):
Not influenza (n=6)

Y

Standard dose oseltamivir (n=161)

y

Received oseltamivir (n=161)

;

Completed five days of oseltamivir (n=149)
Did not complete oseltamivir (n=12):

Died (n=9)

Consent withdrawn (n=1)

Not influenza (n=1)

Transferred to another hospital (n=1)

v

Number analysed for primary endpoint (n=154%)
Exclusions (n=7):
Not influenza (n=7)
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Table 7
— Adverse events experienced by patients in study of double or standard dose oseltamivir for treatment of severe influenza
=
Parameter All Double dose Standard dose
No (%) of patients with adverse event 55/326 (16.8) 28/165(16.9) 27/161 (16.8)*
Any reported/detected adverse event 75 37 38
Related to oseltamivirT 14 5 9
Any serious adverse event 30 14 16
Related to oseltamivir 1 0 1
Respiratory failure 15 10 5
Diarrhoea 11 2 9
Multi-organ failure 6 3 3
Acute respiratory distress syndrome 3 2 1
Pneumothorax 3 1 7
Neutropenia 3 2 1
g Thrombocyvtosis 3 3 0
T Pyrexia 2 1 1
Bronchitis 2 0 2
Sepsis/septic shock 3 1 2
Rash 3 2 1
Other 21 10 11 AKTUBaLWUSA 1
=096 SR R
TPossibly. probably. or definitely related. as judged by principal investigator on site.




PE3YJILTATbI HCCIIEJJOBAHUA

N3 326 namuenToB (B ToM uucie 246 (75,5%) nereit B Bo3pacte <15), 165 u 161 ObLn
PAHAOMHU3UPOBAHBI HA IBOMHOM WU CTAHJAAPTHOM HO3bI OCEIFTaMUBUPA, COOTBETCTBEHHO.

Hukakux pazanuuii He ObLJI0 0OHAPYKEHO KJIMPEHCA BUPyCa B aHAIM3€ NOATPYIII 10 TUITY
BHUpYyca / MOATHUII, BO3pacTa U JJIUTEIbHOCTHU 3a00j1eBaHus A0 paHaoMu3auu. CMepTHOCTh

cxomgHoit: 12/165 (7,3%, 4,2% no 12,3%), y peIMIIUEHTOB JIBOMHOM J103€ MO CPABHEHUIO C
9/161 (5,6%, 3,0% no 10,3%) B cTaHgapTHBIX J03aX PELIUIIMEHTOB.




PE3YJ/IBTATbI PKA

B 5TOM KpyITHOM paHJI0OMU3UPOBAHHOM KOHTPOJUPYEMOM HCITBITAHUU
IIPOTUBOBUPYCHOM TE€pAUM Y OOJIbHBIX C TSXKEIBIMU (POpMaMU I'PUIINA MBI
OOHApY>KUJIN, YTO ABOMHAS /1032 OCEIBTAMHUBHUPA XOPOIIO MEPEHOCUTCS, HO
HE MPEIOCTABIACT JOMOJIHUTEIbHBIE BUPYCOJOTHUECKHAE NN KIIMHUYECKUE
MIPEUMYIIECTBA [0 CPABHEHUIO CO CTAHAAPTHOM JO3bI JICUCHUS Y TTALIMEHTOB
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