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Effectiveness of double-dose oseltamivir for pediatric patients with severe

2009 pandemic influenza A HIN1

Hyun Seok Cho', Se Ra Min', Joon Ho Lee', Sung Yeun Ahn', Hyeon Soo Lee', Jeong Hee Yang?, Ja Kyoung Kim'’

Departments of 'Pediatrics and *Family Medicine, Kangwon National University School of Medicine, Chuncheon, Korea

Purpose: We aimed to evaluate the use and safety of double dose oseltamivir for patients manifesting severe respiratory symptoms
or showing no improvement of clinical symptoms after 72 hours’ treatment with the usual oseltamivir dosage.

Methods: We analyzed the clinical features of 2009 influenza A HIN1 inpatients who had been admitted to a university hospital’s
Department of Pediatrics between August 2009 and January 2010. The Influenza A HIN1 diagnoses were confirmed by real-time

reverse transcriptase polymerase chain reaction.

Results: The study participants numbered 157 (mean age, 5.0 years; male-to-female ratio, 1.1:1). Among them, twenty (mean age,
5.2 years) were administered double dose oseltamivir. This double dose group showed higher peak body temperatures and more
abnormal radiologic results than the other, usual-dose group. The mean time duration between high fever and afebrile status after
initiation of double-dose oseltamivir administration was 2.1 days, whereas that within the usual-dose group was 1.7 days. There
were no adverse effects in the patients treated with double-dose oseltamivir.

Conclusion: Double-dose oseltamivir was well tolerated in patients with severe 2009 influenza A H1NT infection. (Allergy Asthma

Respir Dis 2014;2:64-69)
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Table 1. Baseline characteristics of patients hospitalized with Influenza A
HINT (n=157)

Pandemic influenza A HIN1 cases

Baseline characteristic Regular dose Double dose P-value
(n=137) (n=20)
Demographics
Age (yr) 5.0(0-12) 5.2 (1-10) 0.639
Male/female 72/65 11/9 0.607
Chronic conditions 0.172
Asthma 16(11.7) 5(25)
VSD 1(07) 0
Epilepsy 1(07) 0
Symptoms
Fever 131(95.6) 20(100) 0.048
Cough 121(88.3) 18(90) 0.657
Dyspnea 11(8.0) 11(55) <0.001
Sore throat 18(13.1) 4(20) 0127
Rhinorrhea and stuffy nose 60(39.7) 10(50) 0414
Myalgia 0(0) 1(5)
Headache 7(5.1) 1(5) 0.967
Gl symptoms 20(14.6) 2(10) 0.589
Maximum temperature (°C) 385(36.6-405  392(384-39.9) 0.009
Fever duration after 1.7+09 21+08 0.157
treatment (day)
Abnormal findings on 54 (34.4) 15(75) <0.001*
chest radiography
Side effects after oseltamivir 2(1.2) 0

Values are presented as mean (range), number (%), or mean + standard deviation.
VSD, ventricular septal defect; Gl, gastrointestinal.

*There was a statistical significance in the severe-symptoms group, as tested by
one-way analysis of variance.
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Table 2. Clinical features and radiologic and laboratory test results for Influenza
AH1TNT1 patients receiving double-dose oseltamivir (n=20)

Characteristic Segergz—sy;nmfgo)ms Pers;(t)ir;)t;y:nﬁt)o ms
Demographic
Age (yr) 6.6(2-10) 41(1-9)
Male/female 9/0 2/9
Chronic conditions
Asthma 3 2
Symptoms
Fever 9 "
Cough 9 9
Dyspnea 9 2
Sore throat 3 0
Rhinorrhea and stuffy nose 3 6
Myalgia 1 0
Gl symptoms 2 1
Others 3 0
Abnormal findings on chest 9 6
radiography
Laboratory data

WBC on admission (/dL)
Fallow-up WBC before double
dose (/dL)
CRP on admission (mg/dL)
CRP followed up 2 days
later (mg/dL)

11,311 (8,300-15,600)
7,057 (5,200-10,200)

8,891 (5,300-17,500)
4,200(3,100-5,300)

2.1(0.2-7.4) 1.7(0.0-54)
43(1.4-75) 0.6(0.1-1.5)

Values are presented as mean (range).

Gl, gastrointestinal; WBC, white blood cell; CRP. C-reactive protein.

*Other symptoms included arthralgia, skin lesion, and headache. The first patient
complained of arthralgia and urticaria on the day of admittance; the second patient
complained of macular rash, abdominal pain and the uttering of meaningless words,
immediately upon taking the first double-dose of oseltamivir; the third patient com-
plained of headache.
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Table 3. Treatments and outcomes for 20 Influenza A HIN1 patients receiving
double-dose oseltamivir

Teamentandougone, 192 SAEESmptons Pasitertymptons
ICU care 7 7 0
Mechanical ventilator 0 0 0
Antibiotics® 18 8 10
Other medication 4 3 1*
Total duration of 0, 1.5(0-5) 3(2-5) 0.2(0-2)
inhalation (day)
Duration of 0, inhalation 1.1(0-4) 23(1-4) 0.1(0-1)
after treatment (day)
Duration of fever (day) 5.0(2-8) 34(2-5) 6.2 (5-8)
Duration of fever after 2.1(1-3) 22(1-3) 19(1-3)
double-dose treatment
(day)
Side effects 0 0 0

Values are presented as mean (range).

ICU, intensive care unit.

*The antibiotics amoxicillin-clavulate and third generation cephalosporin were ad-
ministered to all of the patients. "The other medications were steroids and amino-
phylline. “This patient was administered steroids.
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