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Clinical Practice Guideline

for Antiviral Treatment and Chemoprophylaxis
of Seasonal Influenza

Abstract

Influenza is a highly communicable disease and causes variable epidemics
annually. It imposes public health problems and socioeconomic burden.
Antiviral medication has an important role in treatment and prevention
of influenza virus infection in addition to vaccine. As influenza virus is
undergoing change of antigenicity and antiviral susceptibility, thereby the
proper use of antiviral medication is important. This guideline encompasses
treatment and chemoprophylaxis with antiviral medications for seasonal
influenza based on the current situation of influenza in Korea. Clinical
practice guideline for antiviral treatment and chemoprophylaxis of seasonal
influenza was firstly developed in 2012 years, and current version is revised
by complementing the new findings since then. In addition, recommendations
for immunocompromised host was added. This guideline were intended for
the physicians who take care of influenza patients in all medical specialties.
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Table 1, Database and search terms for clinical guidelines

National Guideline Clearinghouse www.guideline.gov Influenza
NHS Evidence www.evidence.nhs,uk Influenza
Guideline International Network www.g—i—n.net Influenza
PubMed www.ncbi.nim.nih.gov/pubmed influenza AND systematic[sb]
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Table 2. Characteristics of selected clinical guidelines

Publlshlng

Antiviral treatment and prophylaxis of influenza in primary care: German

Germany GDG® 2004
recommendations

5> | Canada AMME 2006 The use of antiviral drugs for influenza: Recommended guidelines for

practitioners
3 USA AAP° 2007 | Antiviral therapy and prophylaxis for influenza in children
4 UK NICE® 2008 | Oseltamivir, amantadine and zanamivir for the prophylaxis of influenza
5 UK NICE® 2009 | Amantadine, oseltamivir and zanamivir for the treatment of influenza

ASID position statement: Infection control guidelines for patients with
6 | Australia ASID® 2009 | influenza—like illnesses, including pandemic(H1N1) influenza 2009, in
Australian health care facilities

ltalian evidence—based guidelines for the management of influenza—like

a
/ taly cbG 2009 syndrome in adults and children

Seasonal influenza in adults and children—diagnosis, treatment, che—
8 USA IDSA! 2009 | moprophylaxis, and institutional outbreak management: clinical practice
guidelines of the Infectious Diseases Society of America

WHO guidelines for pharmacological management of pandemic influen—

—_ 9
9 WHO 2010 za A(H1N1) 2009 and other influenza viruses

Recommendations for prevention and control of influenza in children,

10| USA AAP 201 2011-2012

11 USA coe” 2011 | Antiviral agents for the treatment and chemoprophylaxis of influenza

Guidance on the use of antiviral drugs for influenza in acute care facili—

b
12| Canada | AMNF | 2015 |\ i Canada, 2014-2015

PHE guidance on use of antiviral agents for the treatment and prophy—

13 UK PHE 2016 laxis of seasonal influenza (2015—16)

? Guideline Development Group

° Association of Medical Microbiology and Infectious Diseases Canada
© American Academy of Pediatrics

“National Institute for Health and Clinical Excellence

¢ Australian Society for Infectious Diseases

'Infectious Diseases Society of America

¢World Health Organization

"Centers for Disease Control and Prevention

'PHE Pubic Health England
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Table 3. Recommendation of strength and quality of evidence

Quality of Evidence for Recommendation

Strength of Recommendation

A: should always be offered |2 one or more properly designed randomized, controlled trial

B: should generally be offered II: one or more well—designed, nonrandomized trial

C: optional lll: expert opinion, descriptive studies
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Figure 1. The weekly proportion of influenza—like illness(ILI) visits per 1,000 patients, 2011-2016 seasons
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Table 4. Influenza virus isolates by subtype, reported through Korean Influenza Surveillance Scheme, KCDC

A(HIN1) A(H3N2) AHIND)pdm | A(HIN1)pdm
\[% b b

No. No.

Season

2011~2012 3550
2012~2013 1773
2013~2014 201
2014~2015 1614

Adamantane-> 2006 =0l AH3N2)2F 4 AHIND| tiate] wigdo] Bis
0]% FA) HE o}go|A 90%0]4re WAL Holx At Neuraminidase 2JA|#]91
oseltamivir, zanamivir, peramivire= A% % BY vlo]g|A %o a7} 9ty Os—
eltamivire] 7-¢- 20093 di4-3) 2791 200820098 7] AHINDo| tizte] 90%
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ot Hlo|E| A oy & gutolg|AA|of tigt Yol hERR FhA] ATt whet ¥
At gatolg| A= 2] mafjof gt

A F2 ot AESFAA Aol A9 guto| g AR YL 3k 5o o =



Clinical Practice Guideline for Antiviral Treatment and Chemoprophylaxis of Seasonal Influenza

el RS A iolA] tash QBRI ERA A4 SHold

=

il

= Achwww.cde.go.kr),

Table 5. Antiviral resistance among recently isolated influenza virus (2014—2015 season)

Oseltamivir/Peramivir Zanamivir G ETETET
Pandemic (H1IN1) 2009 susceptible susceptible resistant
Seasonal A (H3N2) susceptible susceptible resistant
Influenza B susceptible susceptible resistant

?amantadine and rimantadine
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Table 6. Recommended dosage of antiviral medications for treatment

- Oseltamivir Zanamivir Peramivir Amantadine

from 2 wks
to<1yr

1~6 yrs

1~6 yrs

10~12 yrs

13~17 yrs

> 18 yrs

3 mg/Kg as
oseltamivir®
twice daily

for 5 days orally

one—time dose by
child's weight®
twice daily

for 5 days orally

one—time dose by
child's weight”
twice daily

for 5 days orally

one—time dose by
child’s weight®
twice daily

for 5 days orally

75mg
twice daily
for 5 days orally

75mg
twice daily
for 5 days orally

Not approved Not approved Not approved
2.5 mg/kg
twice daily (Max. 150 mg/day)
Not approved Not approved continue for 24—48 hours after
symptom resolution orally
10 mg (2 inhalations) 2.5 mg/kg
twice daily twice daily (Max, 150 mg/day)
Not approved )
(= 20mg per day) porov continue for 24—48 hours after
for 5 days symptom resolution orally
10 mg (2 inhalations) 100mg
twice daily Not anproved twice daily continue for 24—-48
(= 20mg per day) 2 hours after symptom resolution
for 5 days orally
10 mg (2 inhalations) 100mg
twice daily Not aporoved twice daily continue for 24-48
(= 20mg per day) PP hours after symptom resolution
for 5 days orally
10 mg (2 inhalations 1001
mg (2 )| 300mg i
twice daily twice daily continue for 24-48
one dose .
(= 20mg per day) . hours after symptom resolution
intravenously
for 5 days orally

0.5 mL/kg as oral suspension (6 mg/mL)
°recommended dosage for one—time dose by child” weight: weight <15 kg, 30 mg;

15 kg < weight <23 kg, 45 mg;
23 kg < weight <40 kg, 60 mg;
40 kg < weight, 75 mg
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Table 7, Dosing recommendations for treatment of persons with renal impairment

Creatinine Clearance (ml/min/m? | Dosing recommendations

30 < CrCl < 60
10 < CrCI < 30
CrCI < 10

Oseltamivir
ESRD patients on hemodialysis

ESRD patients on CAPD

CRRT

30 mg twice daily
30 mg once daily
Not approved

30 mg immediately and then 30 mg
after every hemodialysis cycle

A single 30 mg dose immediately

75mg twice daily

Zanamivir, inhalation no dose adjustment required

30 < CrCI < 50 75 mg twice daily
10 < CrCI < 30 50 mg (1/6 dosage of regular dose)
Peramivir
(based on CrCl < 10 50 mg (1/6 dosage of regular dose)
single dose ESRD patients on hemodialysis 50 mg (1/6 dosage of regular dose)
recommendation)
ESRD patients on CAPD No clear recommendation
CRRT 100 mg once daily
100 mg every 24 hours after 200m:
30 < CrCl < 50 .gvy . d
loading dose
100 mg every 48 hours after 200m
15 < CrCI < 30 .gvy ! 9
loading dose
Amantadine CrCl < 15 A single 200 mg dose

ESRD patients on hemodialysis
ESRD patients on CAPD

CRRT

A single 200 mg dose?®
No clear recommendation

No clear recommendation

“Caution: Not removed by conventional hemodialysis
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Table 8. Dosing recommendations for treatment of children aged < 1 year or premature infants

Age Dosing recommendations

Premature infants Not approved

< full term 2 weeks infants No dosing recommendation®
Oseltamivir
= full term 2 weeks infants,

3 mg/kg/dose twice daily for 5 days®
and < 1 years old

“refer to text for dosing recommendations
0.5 mL/Kg as oral suspension (6mg/mL)
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Table 9. Recommended dosage of antiviral medications for chemoprophylaxis

Antivirals Age / Weight Dosage for chemoprophylaxis
Adults 75 mg once daily
Children 2 weeks to 12 months Not approveda

Children = 12 months

Oseltamivir < 15 kg 30 mg once daily
15 kg < weight < 23 kg 45 mg once daily
23 kg < weight < 40 kg 60 mg once daily
> 40 kg 75 mg once daily
Adults 10 mg(2 inhalations) once daily

Zanamivir, inhalation
Children aged = 5 years 10 mg(2 inhalations) once daily

“In case of higher risk of influenza, oseltamivir of 3 mg/Kg can be used once daily considering potential risk and benefit.
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Table 10. Dosing recommendations for chemoprophylaxis of adult persons with renal impairment

Creatinine Clearance (ml/min/m? | Dosing recommendations

<10 not recommended
10~ 30 30 mg every 48 hours
30~ 60 30 mg once daily
Oseltamivir
o 30 mg immediately, and then 30 mg
Hemodialysis L
after alternate hemodialysis cycles
i L 30 mg immediately, and then 30 mg
Peritoneal dialysis
once weekly
Zanamivir, inhalation Adults no dose adjustment required

« (RO 2 SHHIO|HANE AtRSH= Fof QI
X2 8oz Metsi7ILt 24K LiNS D25}
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