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Background : Oseltamivir is an antiviral agent for the treatment and prophylaxis against
influenza (A or B). During the 2009 pandemic of the HINT influenza, the use of oseltamivir rapid—
ly increased worldwide. Further, with the increasing use of this agent, the number of reported
adverse drug reactions (ADRs) to this drug, also had been increased. Korean Food and Drug
Administration (KFDA) promoted intensive monitoring of oseltamivir associated ADRs, from
August 2009 to January 2010.

Method : Regional Pharmacovigilance Center of Ajou University Hospital participated in the
KFDA program by collecting ADRs of oseltamivir. ADRs were collected both, by voluntary reports
and tele—monitoring, from January 2009 to December 2010. This included the oseltamivir—
adverse reaction intensive monitoring period set by the KFDA. Severity and causality assess—
ments were done by using WHO-UMC (Uppsala monitoring center) causality assessment system.
The ADRs were evaluated for the symptoms of the organ systems and the age groups. The rela—
tionship between the number of ADRs and the number of prescriptions was analyzed.

Results : A total of 359 cases were collected. Eleven cases with unknown age and gender were
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not included. Causality Assessment showed 17.0% 'probable’ and 80.8% 'possible’, with no 'certain’

cases. The most commonly reported events were gastrointestinal reactions (n=244, 59.7%), fol—

lowed by neuropsychiatric cases (n=67, 16.4%). There were 24 (7.0%) serious adverse events (SAE).

The most frequent reports were in the age group of 1 to 11 (n=182, 2.8%), with the greatest num-—

ber of prescriptions. A noteworthy finding was that the frequency of neuropsychiatric reactions

was the highest in the adolescent group. There were rare cases of ADRs, such as nightmare, hal—

lucination, and neuropsychiatric change.

Conclusions : The number of prescriptions and ADRs tends to increase in the younger age

group. In causality assessment, there was more 'possible’ grade comparing to the other ADR data

from Ajou Pharmacovigilance Center. Gastrointestinal adverse reactions are the most occurred

ADRs. Neuropsychiatric adverse reaction occurred most in the adolescent group.
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Table 1. Pharmacovigilance form of ADR report
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Table 3. ADR causality assessment of WHO-UMC

Characteristics

Values

Certain (100%)

- Event or laboratory test abnormality, with plausible time relationship to drug intake
- Cannot be explained by disease or other drugs
- Response to withdrawal plausible (pharmacologically, pathologically)

- Event definitive pharmacologically or phenomenologically (i.e. an objective and

specific medical disorder or a recognised pharmacological phenomenon)

- Rechallenge satisfactory, if necessary

Probable/ Likely (75%)

- Event or laboratory test abnormality, with reasonable time relationship to drug intake
- Unlikely to be attributed to disease or other drugs
- Response to withdrawal clinically reasonable

- Rechallenge not required

Possible (50%)

- Event or laboratory test abnormality, with reasonable time relationship to drug intake
- Could also be explained by disease or other drugs

- Information on drug withdrawal may be lacking or unclear

Unlikely

- Event or laboratory test abnormality, with a time to drug intake that makes a

relationship improbable (but not impossible)

- Disease or other drugs provide plausible explanations

Unclassified/ Conditional

- Event or laboratory test abnormality
- More data for proper assessment needed, or

- Additional data under examination

Unassessable/ Unclassifiable

- Data cannot be supplemented or verified

- Report suggesting an adverse reaction

- Cannot be judged because information is insufficient or contradictory
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Table 4. Demographic data

Characteristics ADRs, n(%)

Gender

Female 171(49.1)

Male 177(50.9)
Age (yrs)

a 26(7.5)

1~11 182(52.3)

12~18 61(17.5)

19~64 75(21.6)

65< 4(1.1)
Type of report

Voluntary Reports 55(15.0)

Reports by tele-monitoring 304(85.0)
Seriousness

Serious adverse events 25(7.0)

non—Serious adverse events 334(93.0)

" Eleven ADR reports without age and gender were not included.
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Table 5. Frequent adverse reactions of oseltamivir OFEZLAANE AR okEol diat Sauke doly %
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" Multiple classification is permitted.

Table 6. ADR reports out of total prescriptions by age groups

Age (yrs) ADRs (n) Prescriptions ADRs/Prescription (%)
a 26 1064 2.4
1~11 182 6480 2.8
12~18 61 1940 3.1
19~64 75 2958 2.5
65< 4 247 1.6
Total 348 12689 2.7

" Eleven ADR reports without age and gender were not included.

Table 7. ADR reports based on WHO-UMC Causality Assessment

WHO-UMC Causality Number of Oseltamivir Number of Oseltamivir ADRs/
Assessment ADR Reports (%) Total ADR Reports (%) Total ADRSs (%)
Certain 0(0) 142 (3.7) 0.0
Probable 61 (17.0) 1653 (43.0) 3.7
Possible 290 (80.8) 1890 (49.2) 15.3
Unlikely 8(2.2) 156 (4.1) 5.1

Total 399 3841 9.3
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Table 8. ADR reports by systemic organ classification
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Number of Oseltamivir Number of Total ADR

Classification

ADR Reports (%) Reports (%)
Gastrointestinal 244 (59.7) 1405 (31.4)
Neuropsychiatric 67 (16.4) 574 (12.8)
Dermatologic 57 (13.9) 1252 (28.0)
Systemic 25 (6.1) 399 (8.9)
Cardiovascular 8(2.0) 150 (3.4)
Hepatic & biliary 3(0.7) 79 (1.8)
Respiratory 3(0.7) 95 (2.1)
Ears, eyes, nose, and throat 1(0.2) 71 (1.6)
Musculoskeletal 1(0.2) 60 (1.3)
Hematologic 0 (0) 220 (4.9)
Renal 0(0) 137 (3.1)
Miscellaneous 0(0) 27(0.6)
Total 409 4469

" Multiple classification is permitted.

Table 9. Neuropsychiatric ADR reports by age groups

Age (yrs) ADRs (n) Prescriptions ADRs/Prescription (%)
a 0 1064 0.0
1~11 15 6480 0.2
12~18 20 1940 1.0
19~64 22 2958 0.7
65< 2 247 0.8
Total 59 12689 0.5

" Eight ADR reports without age and gender were not included.
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Table 10. Neuropsychiatric ADR reports
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