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ABSTRACT

Background: Since 2009, Government Medical College, Aurangabad, a tertiary care hospital in the Marathwada
region of Maharashtra, India, has been regularly admitting cases of pneumonia and ARDS, that are labeled as swine
flu suspects. Oseltamivir is effective in swine flu cases if given within 48 hours and better, within 24 hours of start of
illness. However most of our patients do not get oseltamivir within 48 hours. Hence we decided to compare the
outcome in patients who received oseltamivir within 48 hours and after that.

Methods: This is an observational, cross-sectional study comparing the time lag between the start of symptoms and
getting the first dose of oseltamivir. 59 H1N1 positive patients were admitted to the swine flu ward between January
to May 2015. We compared the two groups, one that received oseltamivir within 48 hours of start of symptoms and
one that received after 48 hours and compared it with the outcome, i. e survival or death.

Results: 38 patients (64.40%) in our study belonged to the age group of 31-50. Out of 59 positive patients, only 7
received oseltamivir within 48 hours, of whom 4 died. 52 received oseltamivir after 48 hours of whom 20 died. All
the 11 who were given non-invasive ventilation, whereas only 1 of the 25 on invasive ventilation survived.
Conclusions: Oseltamavir does not appear to have made a difference for survival whether it was given within 48

hours as compared to after 48 hours of onset of symptoms. However, these two groups were not comparable.
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INTRODUCTION

Department of Medicine, Government Medical College,
Aurangabad, (which is a tertiary care hospital in the
region), has been regularly admitting cases of pneumonia
and ARDS, that are labeled as swine flu suspects in the
Isolation Ward since 2009. Their throat swab is sent to
National Institute of Virology (NIV) Pune and treatment
is started immediately in the form of oseltamivir,
respiratory support (as needed) and antibiotics. This year,
from the 21% of Jan 2015 to the 10" of May 2015, we had

152 suspected swine flu admissions, of whom 59 were
positive. Of these, 35 survived and 24 died. Since very
few private hospitals in the city or neighborhood admit
swine flu cases and of these, even fewer admit serious
cases, the apparent mortality (40.67%) is high.

Another reason for this apparent high mortality is that,
this year, we had instructions from the NIV (National
Institute of Virology, Pune, Maharashtra) to send throat
swabs for RT-PCR of only Category C patients as per the
ministry of health family welfare guidelines® or having
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high risk factors like pregnancy, diabetes or HIV
infection. Hence though we treated all 152 suspected
cases admitted to the ward as cases of HLN1, throat swab
was examine by PCR of only 106 patients of whom only
59 came positive and 47 came negative. We could not
test the milder cases though may have been cases of
swine flu and they may have been wrongly labelled as
negative because they were not tested.

METHODS

152 suspected HIN1 patients were admitted to the swine
flu isolation ward of GMC, Aurangabad between January
to May 2015. Detail history of duration of illness before
receiving oseltamivir, risk factors, number of doctors
visited before presenting to us was taken. Pulse, BP,
respiratory rate, single breath count, SpO,, state of
hydration were recorded. Investigations done were
hemogram, ABG, throat swab for HIN1 by RT-PCR,
blood sugar, liver and kidney functions, portable X-ray of
the chest and HIV status (after counseling). Treatment
was started immediately without waiting for report in the
form of oseltamivir, respiratory support and antibiotics.
The 59, who reported positive for HIN1 were included in
the study. The HIN1 negative ones were excluded from
the study though they were given the full course of
oseltamivir. The 59 positive patients who were positive
for HIN1 by RT-PCR were divided in two groups, one
group that had received the first dose of oseltamivir
within 48 hours of illness and the other that had received
after 48 hours. Statistical test of significance was applied
with Yates correction.

RESULTS

As shown in Figure 1, most of the patients (64.40%) in
our study belonged to the age group of 31-50. In our
study males (32 i.e. 54.23%) were more as compared to
females (27 i.e. 45.77%). The youngest patient was 10
months old and oldest was 75 years of age.
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Figure 1: Age and sex distribution of swine flu
patients.

As shown in Table 1, 14 patients were obese (waist-hip
ratio criteria). 11 patients were hypertensive followed by
7 diabetes mellitus.

Table 1: Number of swine flu patients with co-

morbidities.

Comorbidit Survival Death Total
Obesity 3 4 7
DM + Obesity 2 1 3
DM + HTN + Obesity 2 2 4
HTN 2 3 5
RHD with MS 2 1 3
Pregnancy 1 2 3
Nephrotic syndrome 1 1 2
Hypothyroidism 1 0 1
HIV positive 1 1 2
Old PUL. TB 1 0 1
Old stroke 1 0 1
Rheumatoid arthritis 0 1 1
No comorbidity 22 12 34

*DM-Diabetes, HTN-Hypertension, RHD-Rheumatic heart
disease, MS-Mitral stenosis, TB-Tuberculosis

Table 2 shows survivals and deaths of swine flu patients
in whom oseltamivir was started either within or after 48
hours of illness. Out of 59 positive patients, only 7
received oseltamivir within 48 hours, of whom 4 died and
52 received oseltamivir after 48 hours of whom 20 died.

Table 2: Days of illness on which oseltamivir
administered.

!:)ays of Survivals Deaths Total
[ESS

<2 3 4 7

>2 32 20 52
Total 35 24 59

As the two groups were not comparable, Chi-square test
with Yates correction was applied.

Chi square equals 0.286 with 1 degree of freedom. The
two-tailed P value equals 0.5928. The association
between rows (groups) and columns (outcomes) is
considered to be not statistically significant at 95%
confidence levels).

This suggests that whether oseltamivir was started within
48 hours of start of symptoms or later, did not make a
difference on the survival and mortality. However, the
two groups are not comparable in terms of the sample
size, as the number of patients who received oseltamivir
within 48 hours is only 7 (11.84%) as compared to the 52
(88.16%) who received it after 48 hours, hence the
results can be interpreted with 95 % confidence only.

Table 3 shows comparison of survivors who had risk
factors, in groups that received oseltamavir within or
after 48 hours. Of the total 35 survivors 11 had risk
factors and 24 did not have any risk factor.
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Table 3: Comparison of survivors who had risk
factors, in groups that received oseltamavir within or
after 48 hours.

Day ofillness ——\yun vk Without risk

before receiving Total
. factors factors

oseltamivir

<2 1 2 3

>2 10 22 32

Total 11 24 35

Chi-square with Yates correction was applied. Chi square
equals 0.006 with 1 degree of freedom. The two-tailed P
value equals 0.9408. The association between rows
(groups) and columns (outcomes) is considered to be not
statistically significant).

It appears that in high risk patients, whether oseltamivir
was given within 48 hours or after 48 hours of start of
illness does not a make a difference for survival.
However, in this observation also, the two groups are not
comparable, the number in the first group (within 48
hours) being only 3, whereas that in the second group
(after 48 hours) is 32. Also, the first group is so small that
we ideally cannot apply statistical tests. Hence the result
cannot be considered to be absolutely correct.

Table 4 shows mortality in patients with or without risk
factors. Of the 24 patients who died, 12 had risk factors
and 12 were without a risk factor.

Table 4: Mortality in patients with or without risk

factors.

Day of illness
after which With risk  Without risk

. Total
oseltamavir factors factors
was started
<2 1 2 3
>2 11 10 21
Total 12 12 24

Chi-square with Yates correction, Chi square equals
0.381 with 1 degree of freedom. The two-tailed P value
equals 0.5371.The association between rows (groups) and
columns (outcomes) are considered to be not statistically
significant).

Again, the two groups are not comparable as patients in
the group that received oseltamivir within 48 hours are
only 3 (12.5%) as compared to the high risk group that
received it after 48 hours, i.e. 21 (87.5%).

DISCUSSION

Oseltamavir phosphate is an oral medicine, approved by
the FDA in October 1999, for treating and preventing
influenza.? It is a potent selective inhibitor of influenza A
and B virus neuraminidases.® Influenza neuraminidase

cleaves terminal sialic acid residues and destroys the
receptor recognised by viral hemagglutinin, which are
present on the cell surface, in progeny virions and in
respiratory secretions. This enzymatic action of
neuraminidase is essential for the release of virus from
cells and enabling their spread to neighbouring healthy
cells. Its concentration in lung has been reported to be as
high as 5 times those of corresponding plasma levels.*
Inhibition of neuraminidase activity leads to viral
aggregation at the cell surface and reduced virus spread
within the respiratory tract.

Seasonal influenza A has become worldwide resistant to
Oseltamivir.> However, novel HIN1 (nHIN1 or swine
influenza) remains susceptible to oseltamivir.>® The
incubation period of swine flu is 18 to 72 hours
depending on the size of inoculums (H), but viral
shedding may occur up to 24 hours before symptom onset
and continues for five to 10 days.”® Influenza is typically
uncomplicated and self-limited in otherwise healthy
patients. However, severe complications, such as
pneumonia, encephalitis, respiratory failure, multi-organ
failure, and death, can occur.’

Oseltamivir is said to be effective if given within 48
hours' and better, within 24 hours of the start of
symptoms and have been shown to reduce the duration of
fever and illness by 1- 2.5 days.™ It can be safely given
for 3 to 6 weeks. In immune-compromised patients, it
may be given for 12 weeks.

The recommended dose for adults is 75 mg twice a day
for 5 days, which gives adequate blood levels. Some
experts recommend 150 mg BD in severe cases.

In renal failure, it may be given the dose of 30 mg daily
for 5 days.*°

Oseltamivir is a highly bio-available in capsule and
suspension formulations and after conversion to active
metabolite in the liver distributes throughout the body,
including upper and lower respiratory tract. The terminal
plasma elimination half-life is 1.8 hours in healthy
adults.'

It is reported that survival is significantly increased by
timely oseltamivir in serious cases. It is generally well
tolerated except for few cases who get nausea,® vomiting
and diarrhoea. Our patients tolerated it well.

A 5 days course of oseltamavir reduces the duration of
sign and symptoms of uncomplicated influenza by 1-1.5
days if treatment is started within 2 days of onset of
illness and may be effective if started upto 5 days after
onset of symptoms.** It is approved for treatment of
uncomplicated illness caused by influenza infection in
adult aged >18 years who have been symptomatic for no
more than 2 days."> Neuraminidase inhibitors have
modest effectiveness against symptoms of influenza in
otherwise healthy adults.*
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The therapeutic efficacy of antiviral compounds in
influenza has been demonstrated primarily in studies of
young adults with uncomplicated disease. The
effectiveness of these drugs in treatment and prevention
of complications of influenza is unclear. Pooled analyses
of observational investigations and some efficacy studies
have suggested that treatment with oseltamavir may
reduce frequency of lower respiratory complications and
hospitalizations.  Therapy for primary influenza
pneumonia is directed at maintaining oxygenation and is
most appropriately undertaken in an intensive care unit
with aggressive support as needed.’

We have attempted to study the effect of oseltamivir in
preventing mortality in patients who received it within 48
hours of start of symptoms as compared to those who
received it late. However, the two groups are not
comparable as patients in the group that received
oseltamivir within 48 hours are only 7 (11.86%) as
compared to the 52 (88.14) in the group that received it
after 48 hours. As this is an observational study in which
we could not design the two groups as it was not in our
hands to increase the number of patients in the first group
i.e., who received oseltamivir within 48 hours.

It was found that even if oseltamivir is given early in the
course of the illness (within 48 hours), it does not have a
statistically significant effect in reducing mortality. But
till an alternative is available, it will be unethical to say
that oseltamivir is ineffective and need not be given.
Clinically, we do observe that it seems to make a
difference in the relatively less serious cases and prevents
progression or reverts them, though we do not have
statistical backing for this. Also, it seemed to have
efficacy in preventing HIN1 infection among health care
workers, who had not received vaccines in the earlier to
the epidemics.

We did not get a single admission that had received
oseltamivir within 48 hours. We feel that this may make a
difference, because, in fulminant cases, the H1N1
infection is likely to spread very fast and even 48 hours
may be too long to halt it.

Majority of these swine flu patients presented with rapid
progression of hypoxemia and bilateral alveolar infiltrates
on chest X-ray. Other respiratory presentations were
exacerbations of asthma or COPD, exacerbations of other
underlying disease like CCF and secondary
bacterial pneumonia.*®

Vaccine may be the best form of prevention when
supported by personal protection, cough hygiene and
most importantly, frequent hand washing.

We recommend an integrated approach to prevent HIN1
infection. It is necessary to step up awareness among
health care persons regarding starting oseltamivir early,
within 24 hours, especially in high risk cases.

To conclude, in our study

1) Oseltamavir does not appear to have made a
difference for survival whether it was given within
48 hours as compared to after 48 hours of onset of
symptoms. However, these two groups were not
comparable.

2) There is no statistically significant difference in
survival of swine flu positive patients with high risk
factors like pregnancy, HIV positivity, diabetes,
heart disease, whether Oseltamivir was given within
48 hours as compared to after 48 hours of onset of
symptoms.

3) Our experience with patients shows that Oseltamivir
definitely controls symptoms and seems to play a
preventive role in contacts (like medical personnel
working in the swine flu ward).

4) It appears that those swine flu positive patients who
survived, did so because of less severity of disease at
the time of admission, natural course of viral disease,
intensive care of patients and some unknown factors.

5) Though all the eleven patients (100%) who only
needed non-invasive ventilation survived, only one
out of the twenty five patients (4%) who required
invasive ventilation survived. This indicates that in
fulminant cases, the best possible intensive care may
not help to save the patients. This emphasises earliest
possible intensive management and vigilant
observation of course of illness in swine flu patients.

6) In spite of a lot of efforts taken by the Government to
spread awareness, many doctors do not start
oseltamivir at an early stage even when an epidemic
is on. The patients also go from one doctor to another
and by the time they reach a tertiary care hospital,
they have on an average visited at least two other
health care facilities. More efforts are needed in this
direction as ideally oseltamivir acts best within 24
hours.

Funding: No funding sources

Conflict of interest: None declared

Ethical approval: The study was approved by the
institutional ethics committee

REFERENCES

1.  Ministry of Health and Family Welfare Files.
Guidelines on risk categorization, 2015. Available
at: http://mohfw.gov.in/showfile.php?lid=3071.

2. FDA. Tamiflu background information and
utilization  patterns, 2015.  Available at:
Http://www.fda.gov/downloads/AdvisoryCommittee
s/CommitteesMeetingMaterials/PediatricAdvisoryC
ommittee/UCM303004.pdf.

International Journal of Scientific Reports | October 2015 | Vol 1 | Issue 6 Page 248



10.

Borkar MS et al. Int J Sci Rep. 2015 Oct;1(6):245-249

Moscona, Schirmer, Holodniy. Oseltamivir for
treatment and prophylaxis of influenza infection,
Expert Opin Drug Saf. 2009 May;8(3):357-71.
Richard Starlin. Influenza virus. In: Richard Starlin,
Michele Cabellon, Rebecca Chandler, Erik
Dubberke, Melissa Norton, Erin Quirk, eds. The
Washington Manual - Infectious Diseases
Subspecialty Consult. 2nd ed. Philadelphia:
Lippincott Williams & Wilkins; 2005: 306.
Laurence  Brunton, Keith  Parkar, Donald
Blumenthal, Lain Buxton. Influenza - HIN1. In:
Laurence  Brunton, Keith  Parkar, Donald
Blumenthal, Lain Buxton, eds. Goodman and
Gilman’s Pharmacological Basis of Therapeutics.
12th ed. New York, NY: McGraw Hill Education;
2011: 839.

Hugh J. Field, Alan P. Johnson. Oseltamivir
(Tamiflu) and its use against seasonal, avian and
pandemic strains of influenza. J Antimicrob
Chemother. 2010 Apr;65(Suppl 2):11-24.

Derlet RW, Sandrock CE, Nguyen HH, Lawrence
R. Influenza, 2010. Available at: http://
emedicine.medscape.com/article/219557-overview.
Accessed 14 October 2010.

Novel Swine-Origin Influenza A (H1IN1) Virus
Investigation Team, Dawood FS, Jain S, Finelli L,
Shaw MW, Lindstrom S, et al. Emergence of a
novel swine-origin influenza A (H1N1) virus in
humans. N Engl J Med. 2009 Jun;360(25):2605-15.
Harper SA, Bradley JS, Englund JA, File TM,
Gravenstein S, Hayden FG, et al. Seasonal influenza
in adults and children - diagnosis, treatment,
chemoprophylaxis, and institutional outbreak
management: clinical practice guidelines of the
Infectious Diseases Society of America. Clin Infect
Dis. 2009;48(8):1003-32.

CDC. Influenza antiviral medications: summary for
clinicians, 2015. Available at:
http://www.cdc.gov/flu/professionals/antivirals/sum
mary-clinicians.htm.

11.

12.

13.

14.

15.

16.

17.

18.

Nicholas A. Boon, Nicki R. Colledge, Brian R.
Walker. Oseltamivir. In: Nicholas A. Boon, Nicki R.
Colledge, Brian R. Walker, eds. Davidson: Principal
and Practice of Medicine. 20th ed. London:
Churchill Livingstone; 2006: 157.

Fred Y. Aoki, Karen E. Doucette. Oseltamavir: a
clinical and pharmacological perspective. 2001,
Oct;2(10):1671-83.

Sherwood L. Gorbach, John G. Bartlett, Neil R.
Blacklow.  Oseltamivir. In:  Sherwood L.
Gorbach, John G. Bartlett, Neil R. Blacklow, eds.
Infectious Diseases. 3rd ed. Philadelphia: Lippincott
Williams & Wilkins; 2004: 309

Maryanne Hochadel. The AARP guide to pills:
essential information. In: Maryanne Hochadel, eds.
A Guide. New York: Sterling Pub Co Inc; 2006.
CDC. Prevention and control of influenza:
recommendations of the Advisory Committee on
immunisation Practice (ACIP). MMWR.
1999;48(No. RR-4):1-28.

Jefferson T, Jones M, Doshi P, Del Mar C, Dooley
L, Foxlee R. Neuraminidase inhibitors for
preventing and treating influenza in healthy adults:
systematic review and meta-analysis. BMJ.
2009;339:B5106.

Kasper, Fauci, Kauser, Longo, Jameson, Loscalzo.
Antiviral compounds. In: Kasper, Fauci, Kauser,
Longo, Jameson, Loscalzo, eds. Harrison’s
Principles of Internal Medicine. New York:
McGraw-Hill; 15th ed. 2001: 1213-1214.

Levitt JE, Matthay MA. Clinical review: early
treatment of acute lung injury--paradigm shift
toward prevention and treatment prior to respiratory
failure. Crit Care. 2012 Jun;16(3):223.

Cite this article as: Borkar MS, Patil SP, Pandey VR,
Surwade GA, Khaire US. Correlation of days of iliness on
which oseltamivir was started with outcome in swine flu
patients, in Government Medical College, Aurangabad
(Jan-2015 to May 2015). Int J Sci Rep 2015;1(6):245-9.

International Journal of Scientific Reports | October 2015 | Vol 1 | Issue 6  Page 249




