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Introduction

Ch ronic lym ph ocytic inflam m ation w ith  pontine  pe ri-
vas cular e nh ance m e nt re s pons ive  to s te roids  (CLIP-
PERS) w as  initially de fine d as  a s yndrom e  w ith  s im ilar
clinical and ne uroradiological findings  by Pittock  e t
al in 2010.1 Th e  unde rlying path oge ne s is  of CLIP-
PERS h as  not be e n fully e lucidate d; h ow e ve r th e
com m on s ym ptom s  and m agne tic re s onance  im aging
(MRI) findings  include  double  vis ion, uncoordinate d
w alk ing (gait ataxia), dys arth ria and pontine  le s ions .
Mos t Patie nts  w ith  CLIPPERS re cove rs  s ignificantly
to glucocorticos te roids  th e rapy.1 Th e  diagnos is  of
CLIPPERS te nds  to be  e xclus ion be caus e  m os t of
th e  patie nts  ofte n initially tre ate d for s trok e , e nce p-
h alitis , m ultiple  s cle ros is  or W e rnick e ’s  e nce ph alo-

PJR April - June 2019; 29(2): 142-145

It is  an uncom m on ce ntral ne rvous  s ys te m  inflam m atory s yndrom e  ch aracte riz e d by infiltration of th e  brain by
inflam m atory ce lls . It is  pre dom inantly affe cting th e  pons , w ith  ch aracte ris tic punctuate  and curviline ar re gions
of pos t contras t e nh ance m e nt on MRI. Ch ronic lym ph ocytic inflam m ation w ith  pontine  pe rivas cular e nh ance m e nt
re s pons ive  to s te roids  (CLIPPERS) w as  firs t de s cribe d in 2010 by Pittock  and colle ague s . Th e  patie nt de s cribe d
h e re  is  a 57-ye ar-old m an w ith  no co m orbid pre s e nte d w ith  ataxia, diplopia, h e aring and tas te  dis turbance s .
H is  GCS w as  s ignificantly de cre as e d s o th at th e  patie nt re q uire d intubation and w as  adm itte d in inte ns ive  care
unit. Oth e r accom panying s ym ptom s  of s e iz ure s  and ce ntral pyre xia s e e n, w h ich  h as  not be e n pre vious ly
de s cribe d in cas e  re ports  of CLIPPERS. Th e  patie nt h ad a good outcom e  w ith  intrave nous  glucocorticos te roids .
Th e  im portance  of re cognition of atypical radiological findings  and rapid tre atm e nt cannot be  ove re m ph as iz e d
in im proving patie nt’s  long-te rm  outcom e s . Early re cognition on MRI and radiological follow  up are  als o im portant
to optim iz e  th e  tre atm e nt.
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path y.2 CLIPPERS cons titute  a tre atable  condition
and th at patie nt m ay be ne fit from  an e arly introduction
of glucocorticos te roids  m ay re duce  th e  ne e d for long-
te rm  im m unos uppre s s ant th e rapy, alth ough  oth e rs
argue  th at CLIPPERS is  by its  nature  re laps ing re m i-
tting and th e re fore  life long tre atm e nt is  re q uire d.3-5

Th e re  are  m ultiple  cas e s  of CLIPPERS w h ich  h ave
be e n fatal.6 CLIPPERS m ay m im ic CNS lym ph om a,
and s e ve ral cas e s  to CNS lym ph om a h ave  be e n
re porte d as  m is diagnos is  of th e  initial pre s e ntation.7

Ne w  cas e  of CLIPPERS is  pre s e nte d to incre as e
ack now le dge m e nt of th e  condition s o th at in future
patie nts  m ay re ce ive  appropriate  and e ffe ctive
tre atm e nt in a conve nie nt tim e . Se iz ure  and ce ntral
pyre xia is  le s s  com m only de s cribe d in th e  lite rature
w h ich  is  notice d in th is  patie nt.



Case Report

A 57-ye ar-old m ale  pre s e nte d to th e  e m e rge ncy
de partm e nt w ith  a com plain of 10-days  h is tory of
vom iting and fe e ling ge ne rally unw e ll. During th is
tim e , h e  h ad als o de ve lope d diz z ine s s , ataxia and
diplopia. Patie nt als o de s cribe d tas te  and h e aring
dis turbance s . On e xam ination, h e  h ad bilate ral nys ta-
gm us  and m ark e d gait ataxia. W ith in 24 h rs  adm is s ion,
h e  h ad de ve lope d righ t-s ide d w e ak ne s s  and be cam e
le s s  re s pons ive  and GCS de cre as e d to 8 (E2, V3,
M3), at w h ich  point th e  patie nt w as  s h ifte d to th e
inte ns ive  care  unit. On e xam ination dow ngoing plantar
re fle xe s  and m yoclonic je rk s  w e re  note d.
A CT h e ad on day 1 w as  done  th at s h ow e d no de finite
e vide nce  of intracranial path ology. Ele vate d le ucocyte s
count of 17 ×  109 /L w as  note d in com ple te  blood
count. Ce re bros pinal fluid tak e n on day 2 s h ow e d a
le ucocyte s  count of 9 6 (40%  polym orph s  and 60%
lym ph ocyte s ). Culture , viral PCR and cryptococcal
antige ns  w e re  ne gative . All blood, urine , s putum  and
ce re bros pinal fluid culture s  and viral s cre e ns  w e re
ne gative . Th e  patie nt w as  tre ate d as  a pote ntial
e nce ph alitis  and com m e nce d am oxicillin, ce ftriaxone
and acyclovir.
Se iz ure  activity w as  obs e rve d s uch  as  dilatation and
cons triction of pupils , tonic-clonic m ove m e nts  of low e r
lim bs  and s pas ticity of both  uppe r and low e r lim bs .
Se iz ure s  occurre d on a daily bas is  and w e re  te rm i-
nate d w ith  intrave nous  adm inis tration of loraz e pam
as  re q uire d. EEG confirm e d s e iz ure  activity. Intrave -
nous  ph e nytoin w as  s ucce s s fully us e d to pre ve nt
furth e r s e iz ure s .
Alth ough  th e  initial CT h e ad h ad be e n inconclus ive ,
an MRI h e ad w as  pe rform e d on day 3, w h ich  s h ow e d
m ultiple  patch y abnorm al are as  of contras t e nh ance -
m e nt in pons , in te m poral lobe s  and in righ t ce re be llar
h e m is ph e re  and CLIPPERS w as  s ugge s te d as  a
diffe re ntial diagnos is . No s ignificant pe rile s ional e de m a
w as  note d (Fig. 1).
Follow ing th is , tre atm e nt w as  com m e nce d w ith  m e th yl-
pre dnis olone  1g intrave nous ly. An alm os t im m e diate
im prove m e nt w as  s e e n in th e  patie nt’s  clinical con-
dition. Patie nt w as  ale rt and able  to follow  com m ands
w ith in s e ve ral days , h e  h ad no furth e r s pas ticity. A
follow -up MRI w as  done  w h ich  s h ow e d com ple te
dis appe arance  of abnorm al are as  of pos tcontras t
e nh ance m e nt in pontine  and e xtra pontine  are as
(Fig. 2).
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Figure 1: Pre  and pos tcontras t axial im age s  of MRI s can, s h ow ing
patch y are as  of abnorm al e nh ance m e nt in pons , te m poral lobe s

and righ t ce re be llar h e m is ph e re

Figure 2: MRI axial pos tcontras t im age  s h ow  com ple te  re s olution
of abnorm ally e nh ancing are a in pons  pos t tre atm e nt



Patie nt w as  s h ifte d from  th e  inte ns ive  care  unit to th e
h igh -de pe nde ncy unit, w h e re  h is  condition continue d
to im prove . Intrave nous  m e th ylpre dnis olone  w as
s h ifte d to oral pre dnis olone  at 60 m g daily. Th is  w as
re duce d to 50 m g daily and th e  patie nt s till continue d
to im prove . Ove r th e  cours e  of s e ve ral m onth s , oral
s te roids  h ave  be e n tape re d dow n and dis continue d.
H e  continue s  to m ak e  progre s s , and it is  th ough t th at
th is  w ill im prove  w ith  ongoing re h ab.
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ce re bral w h ite  m atte r, w h ich  m ay als o caus e  s e iz ure -
lik e  activity in th e  initial s tage  of th e  dis e as e . H ow e ve r
th e  m e ntione d le s ions  w e re  locate d pre dom inantly
in th e  pons , brach ium  pontis , and ce re be llum . Diffus e
w h ite  m atte r m ay be  involve d in CLIPPERS in a re ce nt
s tudy.15 Clos e  atte ntion s h ould be  paid to th e  clinical
m anife s tations  of le s ions  in oth e r ce re bral re gions .

Discussion

Th e  provis ional diagnos is  of CLIPPERS w as  m ade
on day 3 afte r th e  e xclus ion of oth e r diffe re ntial
diagnos is  follow ing th e  patie nt’s  MRI s can, and as
w e ll as  failure  to re s pond to oth e r th e rapie s .
Oth e r cas e  re ports  de s cribe  th e  h is tory of alle rgie s
in patie nts  w ith ,8 pre -e xis ting ne urological conditions
s uch  as  m ultiple  s cle ros is ,9  or lym ph om a;10 h ow e ve r,
th e  pre vious  com plain of patie nts  w as  lich e n planus
of th e  s calp.
Intrave nous  s te roid th e rapy w as  s ucce s s fully induce d
re m is s ion and it h as  be e n de s cribe d in m os t of th e
lite rature . Th e  e vide nce  from  th e  m anage m e nt of vas -
culitis , th at th e  im m unos uppre s s ion is  re com m e nde d
to continue  for 2-5 ye ars ;11,12 h ow e ve r, th is  patie nt is
not curre ntly on im m unos uppre s s ive  th e rapy. Patie nts
re m ains  unde r th e  care  of a ph ys ician and is  unde r-
going re gular follow  up.
Th e  path oge ne s is  of CLIPPERS h as  s o for h as  be e n
an e nigm a. Ce re bros pinal fluid analys is  us ually re ve als
incre as e d prote in le ve ls , th e  abs e nce  of ple ocytos is ,
contras t-e nh ancing MRI le s ions  and clinical good
re s pons e  to s te roids  s ugge s t an im m une -m e diate d
path oge ne s is  of CLIPPERS. Path ologic s tudie s  (brain
biops y and a lim ite d num be r of pos t-m orte m  e xam i-
nations ) h ave  s h ow n T-ce ll infiltration (pre dom inance
of CD4 ce ll) of th e  brains te m , w ith  th e  pons  be ing
th e  m os tly affe cte d. O n pos t-m orte m , le s ions  w e re
s e e n at diffe re nt s tage s  of e volution, s ugge s ting a
re laps ing - re m itting dis e as e .13 Eps te in-Barr virus
als o s e e n in s e ve ral cas e s , one  of th e m  progre s s e d
to intracranial lym ph om a. Som e  of th e  auth ors  h ave
h ypoth e s iz e d th at CLIPPERS m ay be  a pre -lym ph om a
condition and h ave  e m ph as iz e d th e  im portance  of
continue d follow -up to m onitor long-te rm  outcom e s .14

Th e  m anife s tation of bipolar dis orde r involving th e

Conclusion

CLIPPERS is  an im m une  m e diate d inflam m atory
dis orde r of th e  brains te m , w h ich  is  incre as ingly be ing
re porte d and ne w  as  w e ll as  le s s  com m on fe ature s
are  s till be ing de s cribe d. Succe s s ful tre atm e nt of
CLIPPERS involve s  th e  intrave nous  s te roid us e
follow e d by m ainte nance  dos e . H ow e ve r, be caus e  of
th e  rarity of CLIPPERS th e  oth e r caus e s  s h ould be
rule d out. MRI s can w ith  and w ith out contras t in th is
patie nt s h ould be  re vie w e d by s pe cializ e d ne urora-
diologis t w ith  unus ual clinical fe ature s  or le s s -com m on
radiological findings  involving th e  pons . Mos t of th e
patie nts  w ith  CLIPPERS re s pond pos itive ly w ith in
five  days , it m ay be  w orth  trialing in patie nts  w ith
atypical ne urological s ym ptom s  and radiological
appe arance s , particularly if th e y are  as  unw e ll as  th e
patie nt de s cribe d above .
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