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Clinical vaccine efficacy and clinical
effectiveness of oseltamivir in reducing
Influenza related complications in
patients with a solid organ transplant
(inFLUenza in Solid Organ Transplant
recipients, FLUSOT)

No registrations found.

Ethical review Not applicable
Status Pending
Health condition type -
Study type Observational non invasive

Summary

ID

NL-OMON21725

Source
NTR

Brief title
FLUSOT

Health condition

respiratory virus infection in solid organ transplant recipients

Sponsors and support

Primary sponsor: none
Source(s) of monetary or material Support: none

Intervention
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Outcome measures

Primary outcome

30 day mortality

Secondary outcome

ICU admission
clinical vaccine effectiveness

Study description

Background summary

Influenza viruses are one of the most common causes of respiratory tract infections
worldwide [1]. In healthy, immunocompetent individuals, infection is usually mild and self-
limiting [2]. However, for recipients of a solid organ transplant, Influenza can lead to serious
complications, such as secondary bacterial pneumonia, acute rejection of the transplant and
death [2-5]. In addition, if there is Influenza, these patients have a greatly increased chance
of being hospitalized, up to 70% [6]. This group of patients has a higher risk of a complicated
course of Influenza due to the immunosuppressants they use to prevent transplant rejection.
Because of this increased risk of complications related to Influenza, it is precisely in this
group of patients that it is important to investigate which ways to prevent and treat Influenza
are effective.

Prevention with influenza vaccine is widely used for different frail subgroups. For the
immunocompromised patients, it is known that the antibody response is reduced. However,
this does not correlate with clinical effectiveness. We therefore assessed clinical
effectiveness by comparing vaccination percentage in the patients who are influenza positive
and the patients who are influenza negative. The clinical vaccine effectiveness of yearly
influenza vaccine = (attack rate in unvaccinated-attack rate in vaccinated)/attack rate in
unvaccinated.

The most commonly prescribed antiviral medicine for the treatment of Influenza is
oseltamivir. Oseltamivir is a neuraminidase inhibitor that prevents virions from infected cells
from infecting new cells [7]. The treatment guideline recommends starting oseltamivir within
48 hours after the onset of symptoms appropriate to Influenza [8]. However, this advice is
based on research on immunocompetent persons. Only limited data is available for the
effectiveness of oseltamivir in immune compromised people, such as recipients of a solid
organ transplant [6, 9]. In addition, in immunocompromised patients, the period of release of
virions from infected cells is longer than in immune-competent individuals [10]. It is therefore
biologically plausible that oseltamivir might be effective in immunocompromised people. The
aim of the current study is to determine the effectiveness of treatment with oseltamivir on
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clinical outcome measures in recipients of a solid organ transplant. The primary research
question of the current study is:

Research questions:
1) Does instant start of Influenza treatment with oseltamivir reduces mortality, ICU admission
and admission duration in patients with a solid organ transplant?
2) What is the influenza vaccine effectiveness in solid organ transplant patients?

The design of the current study is a retrospective cohort study. The research uses patient
data from the Leiden transplant region. This includes the Leiden University Medical Center,
HAGA Hospital, Haaglanden Medical Center, Alrijne Hospital, Groene Hart Hospital, Lange
Land Hospital and Amphia Hospital.
For question 1 we will use propensity matching to assess the effect.

The study population is defined as follows: patients with a solid organ transplant (kidney,
liver, pancreas, islets of Langerhans or combination of these) who were admitted to hospital,
and
- positive Influenza diagnostics taken within 48 hours after admission (for the oseltamivir
effectiveness, 1)
OR
- viral PCR diagnostics for any respiratory viral pathogen (for vaccine effectiveness, 2).

Other types of organ transplants, such as lung transplants, are not included in the current
study because these transplants do not take place in the Leiden transplant region. With
Influenza diagnostics is meant: Influenza A or B PCR in sputum, nasopharyngeal swab, throat
swab or bronchoalveolar lavage (BAL). Patients can only be included once per Influenza
season.

In these patients the effect of adequate treatment with oseltamivir on clinical outcome
measures is being investigated. Adequate treatment is defined as oseltamivir in adequate
dosage adjusted for eGFR started within 48 hours of hospitalization. The primary outcome
measure is 30-day mortality. Secondary outcome measures are mortality during admission,
admission duration, IC admission and rejection of the organ transplant.
Vaccination status, if not available in hospital medical dashboard, is retrieved from the
general practitioner.

Study objective

instant start of oseltamivir treatment in patients admitted with influenza virus infection
reduces 30 day mortality, ICU admission and length of hospital stay.
The clinical vaccine effectiveness of yearly influenza vaccine ((attack rate in unvaccinated-
attack rate in vaccinated)/attack rate in unvaccinated) is non inferior to the clinical vaccine
effectiveness in the general population

Study design

not applicable
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Contacts

Public
LUMC
Geert Groeneveld

0715269111
Scientific
LUMC
Geert Groeneveld

0715269111

Eligibility criteria

Inclusion criteria

Admission in a hospital within the Leiden Transplantation Region with laboratory confirmed
Influenza A or B infection or with a diagnostic test for respiratory virus infection in solid organ
recipient (kidney, liver, pancreas or combination) between October 2013 and March 2020
(end of flu season 2020)

Exclusion criteria

none

Study design

Design

Study type: Observational non invasive

Intervention model: Other

Allocation: Non controlled trial

Masking: Open (masking not used)

Control: N/A , unknown
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Recruitment

NL
Recruitment status: Pending

Start date (anticipated): 01-03-2020

Enrollment: 200

Type: Anticipated

IPD sharing statement

Plan to share IPD: Undecided

Plan description
not applicable

Ethics review

Not applicable
Application type: Not applicable

Study registrations

Followed up by the following (possibly more current) registration

No registrations found.

Other (possibly less up-to-date) registrations in this register

No registrations found.

In other registers

Register ID
NTR-new NL8343
Other LUMC : to be assigned
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Study results


