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Clinical Practice Guideline for Antiviral
Treatment and Chemoprophylaxis of
Seasonal Influenza

Abstract

Influenza, a highly communicable disease, causes variable epidemics annually
and imposes public health problems and socioeconomic burden. In addition to
vaccine, antiviral medication has an important role in treatment and prevention of
influenza virus infection. As influenza virus is undergoing change of antigenicity
and antiviral susceptibility, proper use of antiviral medication is important. This
guideline encompasses treatment and chemoprophylaxis with antiviral medications
for seasonal influenza based on the current influenza situation in Korea. These
recommendations were intended for physicians in all medical specialties who
provide care for influenza patients.
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Table 1. Database and Search Terms for Clinical Guidelines

National Guideline

Clearinghouse www.guideline.gov Inluenza
NHS Evidence www.evidence.nhs.uk Influenza
Guideline International www.g--n.net Influenza

Network
PubMed www.ncbi.nlm.nih.gov/pubmed influenza AND systematic[sb]




Table 2. Characteristics of Selected Clinical Guidelines

Publishing
Institute

Canada
2 USA
3 UK
4 UK
5 USA
6 USA

7 | Australia

8 | Italy

10 | Germany

AMMI®

CDC®

NICE®

NICE®
AAP?

AAP?

ASID®

GDG'

IDSA®

GDG'

WHO"

2006

2011

2008

2009

2007

2011

2009

2009

2009

2004

2010

The use of antiviral drugs for influenza: Recommended
guidelines for practitioners

Antiviral agents for the treatment and chemoprophylaxis
of influenza

Oseltamivir, amantadine and zanamivir for the prophylaxis
of influenza

Amantadine, oseltamivir and zanamivir for the treatment
of influenza

Antiviral therapy and prophylaxis for influenza in children

Recommendations for prevention and control of influenza
in children, 2011-2012

ASID position statement: Infection control guidelines for
patients with influenza-like ilinesses, including pandemic
(HIN1) influenza 2009, in Australian health care facilities

Italian evidence-based guidelines for the management of
influenza-like syndrome in adults and children

Seasonal influenza in adults and children-diagnosis,
freatment, chemoprophylaxis, and institutional outbreak
management: clinical practice guidelines of the Infectious
Diseases Society of America

Antiviral treatment and prophylaxis of influenza in primary
care: German recommendations

WHO guidelines for pharmacological management of
pandemic influenza A(HIN1) 2009 and other influenza
viruses

“Association of Medical Microbiology and Infectious Diseases Canada.

°Centers for Disease Control and Prevention.

“National Institute for Health and Clinical Excellence.

¢ American Academy of Pediatrics.

¢ Australian Society for Infectious Diseases.

' Guideline Development Group.

9Infectious Diseases Society of America.
"World Health Organization.
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Table 3. Recommendation of Strength and Quality of Evidence

Strength of Recommendation Quality of Evidence for Recommendation

I: one or more properly designed randomized,

A: should always be offered controlied frial

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 visits for influenza-like iliness per 1,000 patients,
2007-2012 seasons!?.



Table 4. Influenza Virus Isolates by Subtype, Reported through the Korean
Influenza Surveillance Scheme, KCDC

A (HIN1) A (H3N2) |A (HIN1)pdm B
No. (%) No. (%) No. (%) No. (%)

2006-2007 497 (153) | 2,488 (76.8) 257 ( 7.9) 3,242
2007-2008 730 (15.7) 935 (20.2) 2,976 (64.1) 4,641
2008-2009 3214 (63.7) 1,739 (34.4) 33(07) 62(12) 5,048
2009-2010 0(0) 8(0.1) | 4748 (73.4) 1,710 (26.5) 6,466
2010-2011 0(0) 308 (15.6) 1,651 (93.5) 17( 09) 1,976
2011-2012 0(0) 1,943 (51.5) 1(00) 1,832 (48.5) 3776
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Table 5. Antiviral Resistance among Recently Isolated Influenza Viruses

Oseltamivir Zanamivir Adamantanes®
Pandemic (HIN1) 2009 susceptible susceptible resistant
Seasonal A (HIN1) 2008 resistant susceptible susceptible, almost
Seasonal A (H3N2) susceptible susceptible resistant
Influenza B susceptible susceptible resistant

“amantadine and rimantadine
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Table 6. Treatment Indications Recommended by Other Clinical Guidelines

Treatment indications

(1) Persons requiring
hospitalization

(2) Persons with severe or
complicated influenza

(3) Persons at high risk of
complications for influenza

(4) Outpatient not at high risk,
if freatment can be
initiated within 48 hours of
ilness onset

“children aged <2 years; adults aged 265 years; persons with chronic pulmonary (including asthma), cardiovascular
(except hypertension alone), renal, hepatic, hematological (including sickle cell disease), metabolic disorders
(including diabetes mellitus), or neurologic and neurodevelopment conditions (including disorders of the brain,
spinal cord, peripheral nerve, and muscle such as cerebral palsy, epilepsy [seizure disorders], stroke, intellectual
disability [mental retardation], moderate to severe developmental delay, muscular dystrophy, or spinal cord
injury); persons with immunosuppression, including that caused by medications or by HIV infection; women who
are pregnant or postpartum (within two weeks after delivery); persons aged <19 years who are receiving long-term
aspirin therapy; American Indians/Alaska Natives; persons who are morbidly obese (i.e., body-mass index 240); and
residents of nursing homes and other chroniccare facilities.

“infants and young children, in particular those <2 years; pregnant women; persons of any age with chronic
pulmonary disease (e.g. asthma, COPD); persons of any age with chronic cardiac disease (e.g. congestive
cardiac failure); persons with metabolic disorders (e.g. diabetes); persons with chronic renal disease, chronic
hepatic disease, certain neurological conditions (including neuromuscular, neurocognitive and seizure disorders,
but not including autism spectrum disorders); hemoglobinopathies, or immunosuppression, whether due to
primary immunosuppressive conditions, such as HIV infection, or secondary conditions, such as immunosuppressive
medication or malignancy; children receiving chronic aspirin therapy; persons aged 65 years and older; obesity.

“Patients who have uncomplicated illness, and are not in a group known to be at higher risk of developing severe or
complicated iliness, may not need to receive treatment with antivirals. A decision to treat will depend upon clinical
judgment and availability of antivirals.

9unvaccinated infants aged 12~24 months; persons with asthma or other chronic pulmonary diseases, such as cystic
fibrosis in children or chronic obstructive pulmonary disease in adults; persons with hemodynamically significant
cardiac disease; persons who have immunosuppressive disorders or who are receiving immunosuppressive therapy;
HIV-infected persons; persons with sickle cell anemia and other hemoglobinopathies; persons with diseases that
require long-term aspirin therapy, such as rheumatoid arthritis or Kawasaki disease; persons with chronic renal
dysfunction; persons with cancer; persons with chronic metabolic disease, such as diabetes mellitus; persons with
neuromuscular disorders, seizure disorders, or cognitive dysfunction that may compromise the handling of respiratory
secretions; adults aged >65 years; and residents of any age of nursing homes or other long-term care institutions

¢persons with chronic respiratory disease (including asthma and chronic obstructive pulmonary disease), chronic
heart disease, chronic renal disease, chronic liver disease, chronic neurological conditions, diabetes mellitus; persons
aged >65 years; and persons who might be immunosuppressed.
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Table 7. Recommended Dosage of Antiviral Medications for Treatment

- Oseltamivir Zanamivir Peramivir Amantadine

2.5 mg/kg twice daily (Max.
150 mg/day) continue for
24-48 hours after symptom
resolution orally

one-time dose by
1-6 yrs | child’s weight® twice N/A® N/A®
daily for 5 days orally

2.5 mg/kg twice daily (Max.

one-time dose by 10 mg (2 inhalations) 150 mg/day) continue for
7-9yrs | child’s weight® twice | twice daily (= 20 mg N/A® o ﬁoursyq ol
daily for 5 days orally | per day) for 5 days . ymp
resolution orally
one-time dose by 10 mg (2 inhalations) 100 mg twice daily continue
10-12 yrs | child's weight® twice | twice daily (= 20 mg N/A® for 24-48 hours after
daily for 5 days orally | per day) for 5 days symptom resolution orally
. . 10 mg (2 inhalations) 100 mg fwice daily continue
1317 yrs gsdrggs Zﬁ;le daily for | 1 vice daily (= 20 mg N/A® for 24-48 hours after
Y Y per day) for 5 days symptom resolution orally
. . 10 mg (2 inhalations) 300 mg 100 mg twice daily continue
218 yrs gsdrg\?s Z\:tl;l?/ daily for twice daily (=20 mg one dose for 24-48 hours after

per day) for 5 days | infravenously | symptom resolution orally

“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.
°Not approved.
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Ho]] QQFTES, 2009\ Q1Z2alZ} A HINY) thi-a) BA] FIAAE A3 53 9
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& M7Is XoHXIol oseltamivir, peramivir Be= amantadines £0{ol= B9 AFAHIG
TF2(creatinine clearance, CrCl)0f| [} £ E2F2 Z=6H0F SHH(TA), zanamivir| &
Q| F0i= 83 AZ0| TRotX| 2CH(Table 8)(I1IB).

® 217|5 MoERIOA| oseltamivit, zanamivie £0 Al SZFZH0|| Cist XI2= glom,
peramivir, amantadine 2 82f ZF0| LRSIX| LCH(IIIB).

& 22 MAZSIKI0|AH| amantadine2 F0{ot= 42 FoHE0| ZLROITHIA).

/
N

2715 0] Aske 1ol A oseltamivir, peramivir, amantadineS- F018}= 7-¢- 3] W] oF
& s7F 3718 4 Sl wpehA] A7) AsERbll Al oseltamivir, peramivir B2 amantadine
& fFolehz A AbrAlofabeol] whet o] 85 FEsof Frk(Table 8).
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P L amantadine 2] Q12H A7} g o] Q1A] 950H 117]%5 AskAtol| A| ol A
oG] Z7IRheke 1 gl

_E o

o[}

o}

ZAdA 27378 A ol A oseltamivirl} zanamivirS Foi8= 749 AES
shAo] oAt Avfi= Qvk that A3k & A ol A oseltamivirl} zanamivir S zly
A Zdo] AT A Ba17E QIAEH, Peramivir @] 73 @AY 7HA 9] /el

A= 7S Z7PIZITHS 1 1 9Tk Amantadine & 2 A7328e] 37j2l0] glovt f%}
ARAE HEI U WA T B9 AR PP BT ek W
A3 )| A amantadineS Folal= 79

Table 8. Dosing Recommendations for Treatment of Persons with Renal Impairment

Creatinine Clearance
(mL/min/m?)

Dosing recommendations

Antivirals

Oseltamivir 10-30 75 mg once daily
Zanamivir, inhalation | no dose adjustment required

Amantadine 10-50 100 mg every 12~24 hours
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@A fralsh= IEFeAt vholef 2ol tisl 7S Holi= kol A F oselamivie
= 141 oo AoldEo A ARg-o] S7FE|ATE Osclamivie7F 1A w]ghell A &7k #] 35)
o= HE EH”E?L AN 5 AgolA] FF44A o) el -7t A7) H 7]
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2 14 1k ¢Jolol] )t oseltamivir 0] S A28 371815, 1Q 823 mg/kg R 3HF2
3] Aele s &S AAGISITE evete nEa) SUsH AERIETFAA 3 s

o ghal] 14 wRk Gfrote] 2| 5.9} o -5 913k oseltamivir AF-§-0] FhAIA] 0 & FR1E|T). ©]
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Table 9. Dosing Recommendations for Treatment of Children Aged <1 Year or
Premature Infants

Age Dosing recommendations

. Not approved
Premature infants ; .
No dosing recommendations
Oseltamivir

Not approved

ST yees 3 mg/kg/dose twice daily for 5 days®

°The Emergency Use Authorization (EUA) allowed treatment with oseltamivir in children under one year of age during
the 2009 HIN1 pandemic only. In cases of higher risk of influenza, oseltamivir can be used, considering potential risk
and benefit.
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Table 10. Recommended Dosage of Antiviral Medications for Chemoprophylaxis

Age/Weight Dosage for chemoprophylaxis

Adults

<3 months

3-11 months
Children 212 months
<15kg

15 kg<weight <23 kg
23 kg<weight <40 kg
> 40 kg

Adults

Oseltamivir

Zanamivir, inhalation .
Children aged 2 5 years

75 mg once daily
Not approved
Not approved®

30 mg once daily
45 mg once daily
60 mg once daily
75 mg once daily
10 mg (2 inhalations) once daily

10 mg (2 inhalations) once daily

“The Emergency Use Authorization (EUA) allowed chemoprophylaxis with oseltamivir for children aged 3-11 months
during the 2009 HINT pandemic only. In cases of higher risk of inluenza, oseltamivir of 3mg/Kg/dose can be used

once daily, considering potential risk and benefit.



Table 11. Dosing Recommendations for Chemoprophylaxis of Persons with Renall
Impairment

Creatinine Clearance (mL/min/m’) | Dosing recommendations

<10 no usage
Oseltamivir 10-30 every 48 hours
>30 once daily
Zanamivir, inhalation no dose adjustment required
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