Accepted Manuscript =

JOURNAL OF

Title: Encephalitis diagnosis using metagenomics: application of next
generation sequencing for undiagnosed cases

Author: Julianne R. Brown, Tehmina Bharucha, Judith Breuer

PII: S0163-4453(17)30413-9
DOl: https://doi.org/10.1016/j.jinf.2017.12.014
Reference: YJINF 4037

To appear in: Journal of Infection

Accepted date:  22-12-2017

Please cite this article as: Julianne R. Brown, Tehmina Bharucha, Judith Breuer, Encephalitis
diagnosis using metagenomics: application of next generation sequencing for undiagnosed cases,
Journal of Infection (2018), https://doi.org/10.1016/j.jinf.2017.12.014.

This is a PDF file of an unedited manuscript that has been accepted for publication. As a service
to our customers we are providing this early version of the manuscript. The manuscript will
undergo copyediting, typesetting, and review of the resulting proof before it is published in its
final form. Please note that during the production process errors may be discovered which could
affect the content, and all legal disclaimers that apply to the journal pertain.



10

11

12

13

14

15
16

17

18

19

20

21

22
23
24
25
26
27
28

Title

Encephalitis diagnosis using metagenomics: Application of Next Generation Sequencing for

Undiagnosed Cases

Running title

Metagenomics for diagnosis of encephalitis

Authors

Julianne R Brown (PhD)*, Tehmina Bharucha (MBChB)??, Judith Breuer (MBBS)**
Affiliations

1. Microbiology, Virology and Infection Prevention and Control, Great Ormond Street Hospital for
Children NHS Foundation Trust, UK

2. Infectious Diseases and Microbiology, Royal Free London NHS Foundation Trust, UK
3. Division of Infection and Immunity, University College London, UK

Corresponding Author

Dr Julianne R Brown

Microbiology and Virology, Level 4 Camelia Botnar Labs, Great Ormond Street Hospital, Great
Ormond Street, London WC1N 3JH, UK

Julianne.brown@nhs.net

0044 20 7405 9200 Ext 5929

Summary
Background

Current estimates suggest that even in the most resourced settings, the aetiology of encephalitis is
identified in less than half of clinical cases. It is acknowledged that filling this gap needs a
combination of rigorous sampling and improved diagnostic technologies. Next generation sequencing
(NGS) methods are powerful tools with the potential for comprehensive and unbiased detection of
pathogens in clinical samples. We reviewed the use of this new technology for the diagnosis of
suspected infectious encephalitis, and discuss the feasibility for introduction of NGS methods as a

frontline diagnostic test.
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