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We read with great interest the article of Ross W. Paterson
and colleagues in Brain (Paterson et al., 2020), in which
they describe the emerging spectrum of coronavirus disease-
2019 (COVID-19) neurological syndromes. This article pro-
vides major categories of COVID-19-related neurological
syndromes, including patients with encephalitis, and reports
corticosteroids and intravenous immunoglobulin response in
some patients. Indeed, various COVID-19-related neuro-
logical syndromes have been reported since December 2019
(Filatov et al., 2020; Helms et al., 2020; Khoo et al., 2020;
Mao et al., 2020; Moriguchi et al., 2020; Oxley et al., 2020;

Poyiadji et al., 2020). However, encephalitis has seldom
been reported and the potential benefit of immunotherapy
remains unclear (one of two patients improved in Paterson
et al., 2020). Herein, we report a case series of five patients
(from an observational cohort: the CoCo Neurosciences
Study) with severe COVID-19-related encephalitis (impaired
consciousness/unresponsive and mechanically ventilated)
treated by therapeutic plasma exchanges (TPE) and cortico-
steroids. The dramatic improvement in three of five patients
reinforces the hypothesis of an immune-related mechanism,
as evoked by Paterson and colleagues. Neurologists and
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intensivists should be aware that this life-threatening
COVID-19 neurological syndrome has a potentially favour-
able outcome after immunotherapy, and should not motivate
systematic limitation in active patient care.

Patients were aged between 37 and 77 years with COVID-
19-related encephalitis presenting with altered consciousness,
and were treated by TPE and corticosteroids. They all ful-
filled diagnosis criteria for possible immune encephalitis
according to Graus et al. (2016). The clinical presentation
and the time-course of the disease are summarized in
Table 1, and complementary explorations findings are sum-
marized in Table 2 (a detailed history is available for each
patient in the Supplementary material).

Patients had no prior history of neurological disease. They
were intubated and mechanically ventilated for COVID-19-
related acute respiratory distress syndrome (ARDS). After sed-
ation withdrawal (ranging from Day 12-30 from initiation),
they presented severe and persistent consciousness disorder
(comatose state or unresponsive wakefulness syndrome), three
had oculomotor disturbances (Cases 1-3) and one had per-
ipheral symptoms attributed to Guillain-Barré syndrome
(Case 3). CSF examinations were unremarkable except in one
patient with albuminocytologic dissociation (Case 3), and one
with mild pleocytosis (Case 4). Reverse transcription polymer-
ase chain reaction (RT-PCR) assays of the CSF were negative
for severe acute respiratory syndrome-coronavirus 2 (SARS-
CoV-2), as common viruses for all patients (Supplementary
material). Onconeural antibodies were negative in serum and
CSF. None of the patients had signs of thrombotic microangi-
opathy (no haemolysis, normal levels of ADAMTS13 activity
and antigen). When performed, somatosensory evoked poten-
tials showed bilateral presence of N20 (Cases 2-4). EEGs
showed unspecific slow-wave activity. Brain MRIs mostly
showed bilateral hyperintense lesions in the deep and periven-
tricular supratentorial white matter, either punctiform and
slightly diffuse (Cases 1-3) or diffuse and confluent (Cases 4
and 5), associated with lesions in the pons for two patients
(Cases 1 and 2) (Supplementary Fig. 1).

All patients received immunotherapy combining corticoste-
roids infusions (1 g/day intravenous methylprednisolone for
5-10 days) and TPE with albumin (5 to 10 sessions). It is
worth noting that neurological impairment remained un-
changed in all patients with severe consciousness disorder
despite cessation of sedation for 9-33 days. Three patients
(Cases 1-3) showed dramatic neurological improvement few
days after immunotherapy initiation (6, 2, and 7 days, re-
spectively), with consciousness improvement allowing func-
tional communication. Two patients (Cases 4 and 5) showed
no signs of consciousness improvement and died after dis-
continuation of life-sustaining therapies.

Relation between immunotherapy
and clinical improvement

Although a neuro-invasive potential of SARS-CoV-2 is sus-
pected—as for others coronaviruses—there are surprisingly
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few reports of COVID-19-associated encephalitis (Hanna
Huang et al., 2020; Le Guennec et al., 2020; Moriguchi
et al., 2020; Paterson et al., 2020). An immune-mediated
mechanism has been proposed to explain coronaviruses-
associated encephalitis (Weyhern et al., 2020), and TPE has
shown promising results in a recent case series of COVID-
19 mild meningoencephalitis (Dogan et al., 2020).

Reports on patients with positive SARS-CoV-2 RT-PCR
assay in the CSF are scarce (Hanna Huang et al., 2020;
Moriguchi et al., 2020) and most patients had moderate
acute cognitive impairment without pleocytosis (Helms
et al., 2020) or mildly elevated CSF cell counts (Bernard-
Valnet et al., 2020). Likewise, Guillain-Barré and Miller
Fisher syndromes, acute necrotizing haemorrhagic encephal-
opathy, and acute disseminated encephalomyelitis have also
been described in COVID-19 patients, suggesting a host-im-
mune response mechanism rather than a direct neuro-inva-
sion of the SARS-CoV-2 (Gutiérrez-Ortiz et al., 2020; Novi
et al., 2020; Toscano et al., 2020). In the Paterson cohort,
10 patients were treated with corticosteroids, and three of
these patients also received intravenous immunoglobulin;
one made a full recovery, 10 of 12 made a partial recovery,
and one patient died (Paterson et al., 2020).

In our cases, the secondary neurological involvement (no
prior neurological initial symptoms), associated with the
MRI abnormalities and the absence of SARS-CoV-2 in the
CSFs point towards a post-infectious antibody or cell-medi-
ated immune mechanism rather than a direct viral neuro-in-
vasion, as suggested by Weyhern ef al. (2020), although no
oligoclonal bands and low interleukin-6 were found in the
CSF.

The rapid clinical improvement (i.e. 6, 2, and 7 days for
Cases 1, 2 and 3, respectively) after immunotherapy was in
striking contrast with the protracted persistence of neuro-
logical impairment (24, 30, and 31 days, respectively, after
sedation withdrawal) before treatment initiation. Such a fea-
ture supports an inflammatory or immune process. In the in-
stance of critical illness, delayed awakening and cognitive
impairment, such as delirium, may result from many factors,
such as hypoxic encephalopathy, metabolic disturbances, or
side effects of sedation in the case of ICU patients
(Mazeraud et al., 2018). However, ICU-related brain injuries
had never been reported to be responsive to immunotherapy.
Although we cannot rule out a spontaneous recovery
(Fischer et al., 2020), the rapid improvement observed after
immunotherapy initiation in the present case series seems to
point towards a therapeutic effect of immunotherapy.

Differences between responders and
non-responders

TPE and corticosteroid responders (Cases 1-3) and non-res-
ponders (Cases 4 and 5) shared similar disease courses (se-

vere COVID-19-related ARDS, mechanical ventilation and
sedation for several weeks, severe consciousness impairment,

0202z Jaquieoa( €0 uo 1sanb Aq 9509265/ EEBBMEB/UIRIG/EE0 L "0 /IOP/O|oIIB-80UBADPE/UIRIG/WOD dNODlWepeoe//:sdiy Woll papeojumod


https://academic.oup.com/brain/article-lookup/doi/10.1093/brain/awaa337#supplementary-data
https://academic.oup.com/brain/article-lookup/doi/10.1093/brain/awaa337#supplementary-data
https://academic.oup.com/brain/article-lookup/doi/10.1093/brain/awaa337#supplementary-data
https://academic.oup.com/brain/article-lookup/doi/10.1093/brain/awaa337#supplementary-data

3

: Page 3 of 6

BRAIN 2020

Letter to the Editor

Downloaded from https://academic.oup.com/brain/advance-article/doi/10.1093/brain/awaa337/5926056 by guest on 03 December 2020

‘w33 10 < sulydsuidaaou Yo uiw/dy8 | < sulydeuidy,
-a3ueyoxa ewse|d onnadessyl = 34] ‘7 SNIIABUOIOD SWOPUAS AJ1o1eJidsau 9INd. 349A3S = T-A0D-SYVS ‘7 94035 ASojoisAyd aande payijdwis = || Sdv'S ‘pawiopiad 10U = ¢N 2IUn a4ed SAISUIUI =D ‘6| QT SSEISIP SNIIABUOIOD = ¢ |-JIAOD

uswaAoadwi oN

8¢/ 8l

0s/ 0%

SWoJpUAs ssau|ny
-9)em aAIsuodsaaun

4

sap
ON
sap

(14

99

ol
BIWISOUE ‘BYdE
-peay ‘yreauq jo
ssauoys ‘y3nod
‘on3iey UaAs4

uswanoadwi oN

Cl/é

Syl Ty

01/0l1

SWOoJpUAs
ssau[NyR> M dAIsuodsaaun

€C
sap
Sap
sap
0S

09

ol

ayoepeay
‘e18eydoudpo ‘y3nod LiQg

1€/ T€

8y / 6¥

0l/§

elwouolnesiq

SJ9P.IOSIP JUSWSAOL

Juswredw) walsureag
SWOJpUAS

ssau|nyoyem dAIsuodsaiun

Ll

sap
sap
ON
99
(Bunm
Jo swn 3e uioduo ||ns) €8

9
puey 3y3u aya
Jo sisaued & 3noqe agnop
‘saduequnisip J1es ‘yaesuq
JO ssaulloys ‘anSney U3

€€/ 0¢

69/99

Juswuredwi wa)sureag
BWOD)

0€

sap
Sap
SaA

89

€6

ae.q JO Sssou
-1Joys ‘an3ne} YaAa4

61/ ¥T

LS/TS
S/0I

SJ9P.OSIP JUSWIAAOL

Juswredw) wialsuredg
SWOJpUAS

ssaU[NR M SAIsuodsaaun)

8l

(sAep ‘Buimoy|oy spuew
-WOod [eQJIA) JusWwaA0.d
-wi [ed130[0Jnau 01 34 3sdi4
(s4ep)
3d.1/ SP10J4331SO21110d SNOUSA
-B.3UI O) [EME.IPYIIM UOIIEPDS
(skep) 3d L
/ SP10J31SOD1110d SNOUSAB.IIUI
01 19suo swoidwAs ¢|-aIAOD
(u) suoissas 341
/ (u) suonoalui proJaisodn.iod)

[eMEJPLYIIM UONEPSS
Ja1ye swoldwis [es18ojounaN
(sAep) uonepas jo uoneing

SIUSWIIEII) PUB [EMEIPYIIM UOIJEPIS JE SaINJedy [ediul]d

sap
sap
SOA

8¢

6S

0l

4283, JO SSaUIIOYS ‘YSNod USA3

(Saulwejoyoae)
Adesayy Juswade|dau [eusy
suoissas Suluonisod auo.d
11 SdV'S
(sAep) uon
-B|I3UDA [BDJUBYDSW JO uoneInq
(sAep) uon
-B|IJUSA [EDIUBYDSW pUE 19SUO
61-AIAOD U2am1aq Aejpg

swoldwiAs ¢ |-QIAOD

D] Ul UOISSILWIPE JE S34NJE3) [edIul|D

BuIISY eluadolfooquioayy
aJnssaud poo|q y3iH paonpui-uriedap (eanduand
AiseqO AiseqO sisoplod.es Aueuownd aunssaud poojq y3iH plojewnayJ) juejdsue.ad Asupry| AJo3sly [ed1paw Isey
4/ 4L W/ LE W/ 19 W/ 99 W/ 6¥ xas/ (s4eaf) a3y
§jusijed y 3usiyed €3jusjed T3uaiyed | 3usiyed

9seas|p 9Yj JO 3s4n0d 3w} pue uopejuasaad esuld | a|qel



Letter to the Editor

: Page 4 of 6

BRAIN 2020

4

Downloaded from https://academic.oup.com/brain/advance-article/doi/10.1093/brain/awaa337/5926056 by guest on 03 December 2020

'saduanbas adueUOSa. dndUSew paySiam A

1ndadsns = NWAAS T SNJIABUOIOD

awo.puAs Aloleidsal 9INdE BU9A3S = T-A0D-SYVS ‘Uonoead ureyd asesswAjod uondidsueny asiaAd = YOd-1Y {PaWIopad 10U = N ‘9-UDjNaJJalul = 9-T| ‘AI9A0D3U UOISISAUI PRIEBNUSNE-PIN = Y|V ‘6| 0T 2SEISIP SNUIABUC.IOD = 4 |-QIAOD

dN

dN
[ewJoN

1] uo uswsduey
-us wnjuljoped
jeaaydiiad 3y3ys
PUE S.493U82 d1Oo.
-23u yum Apsow
“dIV14 uo suoiss|
Janew aIym
[eliojumeadns dosp
pue JgjndLiausALIRd
JUSN|JUOD [BIBASS
suuayed ondajida
Aue InoYaIm ‘BAl
-15eaJ ApuBIsuodul
‘AIIAIIOB SABM-MO|S

dN
0N
Jo 9duasaud [euae|ig
[ewioN
1] uo uamew
92IyMm JejndLiauaALIRd
pue wnpi|
-|ed ‘s[eAoiwss winay
-Uad JO suoIss| [J0}
[eJ91B[1q [B1139WWAS
paduByUS-WNIUIjOpeD)
dIvd
/E1 UO suoIs3| J91BW
91IyMm [eliolualeadns
dosp pue JejnoLiusA
-119d Juanjjuod [eISASS

suJuanred ondos|ids Aue
noyim .w>_uumw.=,_3
‘AIIAIIOB SABM-MO[S

squuj
Jnoj u [enuazod
Jojow pue A1osuas
Jo uonijoqe 19|dwo
0TN
Jo @duasaud [euaie|lg

dN

NVAAS Uo wnsojjed
snd.od ays jo sasey.

~lowayo.diw 3dniniy
V4L
UO J333eW 3IYM [ed1)
-102gns deap ay1 jo
SUOIS3| BSNYIP [elaIE(Ig
suaajed
onds|ida Aue 3noyaim
jnwns Aio3ipne
03 9AREAU ‘AIIARDE

Ayredounsukjod
ssau||! [e213142 JO SusiS

0ZN
Jo @duasaud [eaae|lg

[ewoN

NVAS uo
wnuawsal ayy ul

-Yam sadeydaowaey
-oJo1w sunuod s|dnjnpy
NVAAS U0 3qoj [e1d!
-1ed 33| ay3 jo uols
-9| 213eyJIoWaRY |[BWS

YIV14/eL uo uols
-9] wmuswgal sunuod

suJenred onds|
-1da Aue 3noyaIm ‘BAl
-10eau Al4ood Aanoe

dN

dN
[ewoN

YIV1d/L uo

suod ayj jo suolsa|
[eas1ej0J3150d 3o

1] uo juswaduey

-ua wniuijopes Yyaum

YIV14/CL uo suols3|

J333BW dJIYM [ea3E|
-1q [eowaydsiway desg

A3Anoe
Mojs [edodwi] pue

Aydeu3ofwounauoaids|g

[enuslod padjoAs AJosussoIBWOS
IYIA P40d [euidg

(1 814 Areauswsjddng aas) saynsau [y} urelg

asnyip oyvads-uoN asnyip oy1vads-uoN SABM-MOJs dlj1dads-UoN| SABM-MO|S J1J193ds-UoN| [eauo.y oy1dads-uoN| synsaJl H33
aAneSaN aAneSaN aAeSaN aAneSaN aAeSaN S2IPOQIIUE [BIN3UOOUQ
9'€e L1 €18l 9 L'6S (lwy/8d "9 > anjea aduauaau) |w/Bd ‘WnJas Ul s|PA3| 9-7|
suonje.ojdxs Arejuswsjdwod Joy3o
aAnesaN aAneSaN aAnesaN aAneSaN aAneSaN S91pognue [ednduoduQ
aAnesaN aAnesaN aAnesaN aAneSaN aAnesaN D41 T-ACD-SHVS
ST > dN 8 4 ST> (lw/3d g'9> anfeA aduauajau) jw/3d 4SO Ul s|pAs| 97|
Qduasqy Qduasqy 9duasqy ERIVEN\V Qduasqy spueq [euo|d081|O
810 810 ¥9'l 970 [440] I/3 ‘s[oA3] uta30.d
0 I 14 I 0 cwwy/s|jad KanenjipD
8unsal 45D

S j3uaiyed y Jusned €3uaiyed T3jusned | 3uaiyed

s8uipuyy suoneJsojdxa Aurejusawsjdwor 7 s|qel



Letter to the Editor

which persisted several weeks after sedation withdrawal, un-
remarkable CSF findings).

Differences in treatment response may be related to lesion
intensity observed on MRI between the two groups. The res-
ponders mainly had small deep white matter lesions while
non-responders had more diffuse confluent lesions of the
deep white matter. Time of treatment from diagnosis does
not seem to be a relevant factor since non-responders
received immunotherapy earlier compared to responders (40
and 42 days after COVID-19 symptoms onset for the non-
responders, versus 48, 52 and 66 days for the responders).
Another cause of treatment failure can also be related to the
underlying mechanism: non-responders may have had irre-
versible necrotic lesions related to vasculopathy and coagul-
opathy as often seen after COVID-19 infection, especially in
the lungs (Helms et al., 2020).

Taken together, our findings support the hypothesis that
immunotherapy combining TPE and corticosteroids can be
effective in the treatment of severe COVID-19-related en-
cephalitis. The exact pathophysiological mechanism underly-
ing brain injury has yet to be clarified but a host-immune
response to SARS-CoV-2 appears to be a plausible
hypothesis.

Data availability

Detailed data are available upon request to the correspond-
ing author.
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