
Intravenous immunoglobulin treatment for 
encephalitis in children aged 6 months to 
16 years: the IgNiTE RCT

Mildred A Iro,1* Manish Sadarangani,1,2,3,4  
Michael Absoud,5,6 Liberty Cantrell,1 Wui K Chong,7  
Christopher Clark,8 Ava Easton,9,10 Victoria Gray,11  
Matilda Hill,1 Rachel Kneen,12,13 Ming Lim,5,6  
Xinxue Liu,1 Mike Pike,14 Tom Solomon,12,15,16  
Angela Vincent,17 Louise Willis,1 Ly-Mee Yu18  
and Andrew J Pollard;1,2 IgNiTE Study Team

	 1�Oxford Vaccine Group, Department of Paediatrics, University of Oxford and NIHR 
Biomedical Research Centre, Oxford University Hospitals NHS Foundation Trust, 
Oxford, UK

	 2�Department of Paediatrics, Oxford University Hospitals NHS Foundation Trust, 
Oxford, UK

	 3�Vaccine Evaluation Center, BC Children’s Hospital Research Institute, University of 
British Columbia, Vancouver, BC, Canada

	 4Department of Pediatrics, University of British Columbia, Vancouver, BC, Canada
	 5�Department of Children’s Neurosciences, Evelina London Children’s Hospital at Guy’s 

and St Thomas’ NHS Foundation Trust, King’s Health Partners Academic Health 
Science Centre, London, UK

	 6�Department of Women and Children’s Health, Faculty of Life Sciences and Medicine, 
King’s College London, London, UK

	 7Department of Radiology, Great Ormond Street Hospital for Children, London, UK
	 8Institute of Child Health, University College London, London, UK
	 9The Encephalitis Society, Malton, UK
10Department of Clinical Infection, Microbiology and Immunology, University of 

Liverpool, Liverpool, UK
11Psychological services (Paediatrics), Alder Hey Children’s NHS Foundation Trust, 

Liverpool, UK
12Institute of Infection, Veterinary and Ecological Sciences, University of Liverpool, 

Liverpool, UK
13Littlewoods Neuroscience Foundation, Department of Neurology, Alder Hey 

Children’s NHS Foundation Trust, Liverpool, UK
14Department of Paediatric Neurology, Oxford University Hospitals NHS Trust, Oxford, UK
15National Institute for Health Research Health Protection Research Unit in Emerging 

and Zoonotic Infections, University of Liverpool, Liverpool, UK
16Walton Centre NHS Foundation Trust, Liverpool, UK



17Nuffield Department of Clinical Neurosciences, Weatherall Institute of Molecular 
Medicine, University of Oxford, Oxford, UK

18Nuffield Department of Primary Care Health Sciences, University of Oxford, Oxford, UK

*Corresponding author mildred.iro@nhs.net

Disclosure of interests

Full disclosure of interests: Completed ICMJE forms for all authors, including all related interests, are 
available in the toolkit on the NIHR Journals Library report publication page at https://doi.org/10.3310/
YJWQ4299.

Primary conflicts of interest: Mildred A Iro was a trainee member of the NIHR Efficacy and Mechanism 
Evaluation Funding Committee from October 2020 to October 2021. Michael Absoud has received a 
grant from the NIHR in the last 36 months, for research unrelated to the submitted work. Manish 
Sadarangani has been an investigator on projects funded by GlaxoSmithKline, Merck, Moderna, Pfizer, 
Sanofi-Pasteur, Seqirus, Symvivo and VBI Vaccines; all funds have been paid to his institute. Ava Easton 
is Chief Executive of the Encephalitis Society, which has previously received grants from CSL Behring 
(UK). Ming Lim has received grants from the GOSH charity, Boston Children’s Hospital Research Fund 
and Action Medical Research in the last 36 months, all for research unrelated to the submitted work. 
Ming Lim is co-chair of the European Paediatric Neurology Education and Training Board and works for 
an institution which holds research accounts with Roche (Switzerland), Octapharma (Switzerland) and 
Novartis (Switzerland). Tom Solomon is supported by the NIHR Health Protection Research Unit in 
Emerging and Zoonotic Infections, NIHR Programme Grant for Applied Research, NIHR Global Health 
Research on Brain Infections and the European Union’s Horizon 2020 research and innovation program 
ZikaPLAN. Tom Solomon is a consultant for the Medicines and Healthcare products Regulatory Agency 
(MHRA) Vaccine Benefit Risk Expert Working Group. Angela Vincent is a consultant for Aspen NewCo 
Inc and has received honoraria from UCB and Alexion. Ly-Mee Yu had membership with NIHR HTA 
Efficient Study Designs from November 2015 to July 2016. Andrew J Pollard is chair of the Department 
of Health and Social Care’s Joint committee on Vaccines and Immunisation (JCVI) and was a member of 
WHO’s SAGE until 1 January 2022. Oxford University has entered a partnership with AstraZenenca on 
COVID-19 vaccines, but Andrew J Pollard does not participate in the JCVI COVID-19 committee.

Published April 2024
DOI: 10.3310/YJWQ4299

Plain language summary
Intravenous immunoglobulin treatment for encephalitis in children 
aged 6 months to 16 years: the IgNiTE RCT
Efficacy and Mechanism Evaluation 2024; Vol. 11: No. 6
DOI: 10.3310/YJWQ4299

NIHR Journals Library www.journalslibrary.nihr.ac.uk

mailto:mildred.iro@nhs.net
https://doi.org/10.3310/YJWQ4299
https://doi.org/10.3310/YJWQ4299


Copyright © 2024 Iro et al. This work was produced by Iro et al. under the terms of a commissioning contract issued by the Secretary of State for Health  
and Social Care. This is an Open Access publication distributed under the terms of the Creative Commons Attribution CC BY 4.0 licence, which permits unrestricted use, 
distribution, reproduction and adaptation in any medium and for any purpose provided that it is properly attributed. See: https://creativecommons.org/licenses/by/4.0/. For 
attribution the title, original author(s), the publication source – NIHR Journals Library, and the DOI of the publication must be cited.

iii

� Efficacy and Mechanism Evaluation 2024 Vol. 11 No. 6 (Plain language summary)

Plain language summary

Encephalitis (inflammation of the brain) is a serious but rare condition affecting approximately 5 
in 100,000 children in England. Encephalitis can have a big impact on affected children and their 

families. Approximately 12 out of 100 affected children will die and half of those that survive experience 
varying difficulties in the long term; these might include problems with memory, physical disabilities, 
seizures and changes in how they think and behave.

There is some evidence that a treatment called intravenous immunoglobulin may benefit people affected 
by encephalitis. Intravenous immunoglobulin contains antibodies obtained from blood donations by 
different people, which is used to treat some types of inflammation. However, there have been no 
research studies investigating the effect of intravenous immunoglobulin when used in large numbers of 
children with all types of encephalitis. Furthermore, although intravenous immunoglobulin is sometimes 
used to treat children with encephalitis, it is often given after other treatments have been unsuccessful. 
Outcomes from encephalitis are determined largely by the amount of brain inflammation; it would 
therefore seem logical that giving a treatment early in the illness to limit the inflammation would be 
beneficial.

In the ImmunoglobuliN in the Treatment of Encephalitis study, we aimed to find out whether giving 
intravenous immunoglobulin to children with encephalitis early in the illness can help them get better 
more quickly and reduce the difficulties they experience later on. Half of the children in the trial received 
intravenous immunoglobulin and the other half received an inactive medicine, known as placebo, in 
addition to the normal care they would receive in a hospital. We aimed to compare the recovery and 
outcomes between children in these two groups.

This trial was stopped early due to withdrawal of funding, as fewer children than expected were enrolled 
into the study. Too few children were enrolled for us to be sure whether intravenous immunoglobulin 
benefits children with encephalitis. However, the trial findings highlight the impact of encephalitis on 
affected children, with around half of children demonstrating ongoing difficulties 1 year after the illness.
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