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Abstract

Background: Melioidosis caused by Burkholderia pseudomellei is an infection with protean clinical manifestations. 
Guillain-Barre syndrome [GBS] associated with melioidosis is very rare.

Case presentation: A 42-year-old woman with diabetes presented with abdominal pain, vomiting and intermittent 
fever for one month. Six months before presentation she had recurrent skin abscesses. Three months before 
presentation she had multiple liver abscesses which were aspirated in a local hospital. The aspirate grew "coliforms" 

resistant to gentamicin and sensitive to ceftazidime.
On presentation she had high fever and tender hepatomegaly. Ultra Sound Scan of abdomen showed multiple liver 
and splenic abscesses. Based on the suggestive history and sensitivity pattern of the previous growth melioidosis was 
suspected and high dose meropenem was started. Antibodies to melioidin were raised at a titre of 1:10240. The growth 

from the aspirate of liver abscess was confirmed as Burkholderia pseudomellei by polymerase chain reaction [PCR].
After a week of treatment, patient developed bilateral lower limb weakness. Deep tendon reflexes were absent. There was 
no sensory loss or bladder/bowel involvement. Analysis of the cerebro-spinal fluid showed elevated proteins with no cells. 
There was severe peripheral neuropathy with axonal degeneration. A diagnosis of GBS was made and she was treated 
with plasmapharesis with marked improvement of neurological deficit.
Continuation of intravenous antibiotics lead to further clinical improvement with normalization of inflammatory markers 
and resolution of liver and splenic abscess. Eradication therapy with oral co-trimoxazole and co-amoxydav was started on 

the seventh week. Patient was discharged to outpatient clinic with a plan to continue combination of oral antibiotics for 
12 weeks. At the end of 12 weeks she was well with complete neurological resolution and no evidence of a relapse. 

Conclusions: Guillaine Barre syndrome is a rare complication of melioidosis and should be suspected in a patient with 
melioidosis who develop lower limb weakness. Plasmapharesis can be successfully used to treat GBS associated with 

active melioidosis.
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Background
M elioidosis is an  infection caused by th e  facultative 
intracellular gram -negative bacterium ; Burkholderia  
pseudom allei. I t is endem ic in  trop ical and  sub-tropical 
South East Asia and  N o rth e rn  A ustralia. Since the first 
case was reported  in Sri Lanka in 1927 in a European 
tea broker, cases w ere reported  sporadically [1]. H owever 
recently there  had  been  a steady rise o f reported  cases 
[2] and  now  it is becom ing  endem ic in  Sri Lanka. It is
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n o t clear w hether this is a true  increase o f incidence o r 
an  increase in diagnosis due to  m ore aw areness.

Clinical features o f melioidosis are highly variable. They 
range from  asym ptom atic disease, localized skin ulcers o r 
abscesses, acute fulm inant septicaem ia to  chronic infec
tion. N eurological melioidosis is very rare [3]. A lthough 
there are several reported  cases o f melioidosis associated 
w ith a GBS like illness [4 -6 ] only one [4] has level 1 diag
nostic certainty according to  Brighton criteria (h ttps:// 
b rig h to n c o lla b o ra tio n .o rg /p u b lic /re so u rc e s /s ta n d a rd s / 
case-defin itions/m ain/0110/link/B C _C ase% 20defin ition_ 
GBS.pdf).
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Case presentation
A 42 year old diabetic w om an from  N o rth  W estern  
Province o f Sri Lanka presen ted  w ith abdom inal pain, 
vom iting and in te rm itten t fever for one m onth . She had 
recu rren t skin abscesses 6  m on ths before presen tation  
w hich was treated  w ith incision and  drainage and  a short 
course o f antibiotics for w hich th ere  was only partial im 
provem ent. T hree m on ths before p resen tation  to  us she 
was found to  have m ultip le liver abscesses w hich were 
aspirated in a local hospital. T he aspirate grew 
“coliform s” resistan t to  gentam icin  and  sensitive to  cef
tazidim e. She was trea ted  w ith  cefuroxim e, m eropenem , 
co-am oxyclav and  m etronidazole; fu rther identification 
o f the organism  was n o t done a t th e  local hospital.

O n  presentation  to  us she had high fever and  tender 
hepatom egaly. H er body w eight was 40 kg. Rest o f  the 
exam ination including nervous system  was norm al.

H er full blood coun t show ed leukocytosis [15.7xl09/L] 
and granulocytosis [11.3 x 109/L], ESR was 100 m m  in 
the 1st hou r and  C -reactive protein  was 98.4 mg/L. U ltra 
sound scan o f abdom en show ed m ultiple liver and splenic 
abscesses.

Presence o f recu rren t m ultip le liver and  splenic ab
scesses in a diabetic pa tien t w ho had recu rren t skin ab
scess in th e  past m ade us consider melioidosis in the 
differential diagnosis. In travenous m eropenem  2g eight 
hourly was started  em pirically and  aspirate was sen t w ith 
a sam ple o f serum  to  Faculty o f M edicine, U niversity o f 
C olom bo w hich serves as th e  N ational Reference 
Laboratory, to  confirm  th e  diagnosis. T here  the aspirate 
yielded p inpoin t colonies on  blood, chocolate and 
M acconkey agar after overnight incubation . Since bio
chem ical panels are no t very accurate in  diagnosis o f 
Burkholderia pseudom allei, isolate was subjected  to  PCR 
w hich confirm ed the diagnosis.

Serum  antibodies to  m elio id in  an tigen  using  an  in- 
house indirect haem agglutination  (IHA) tes t based on 
tha t described by A lexander e t aL w ith antigen prepared 
from  local stra ins o f B .pseudom allei [7] w ere positive at 
a titre  o f 1:10240.

A fter confirm ation o f m elioidosis in travenous m erope
nem  was continued. H ow ever after a week o f trea tm en t 
th e  disease course w as com plicated  by bilateral low er 
limb w eakness w hich progressed over the next 4  days. 
H er low er lim bs w ere flaccid and  deep ten d o n  reflexes 
w ere absent. T here  w as no  sensory  sign o r  b ladder/ 
bowel involvem ent. C erebro-sp inal fluid analysis show ed 
protein  o f 114.5 m g/dl, glucose 62 m g/dl, w hite cells 
<10 m m 9/L  and  red  cells < 10 m m 9/L . MRI scan o f the 
brain  was norm al. T he nerve conduction  study  show ed 
evidence o f severe peripheral neuropathy  w ith axonal 
degeneration; com patib le w ith a p rim ary axonal type in
flam m atory neuropathy  such  as acute m o to r axonal 
neuropathy o r acute sensory  m o to r axonal neuropathy.

A diagnosis o f Guillan-Barre syndrom e was m ade based 
on  Brighton case definition (Table 1) (https://brightoncolla 
bo ra tion .o rg /p u b lic /reso u rces/s tan d ard s/case-d efin itian  
s/m ain/0110/link/B C _C ase% 20defin ition_G B S.pdf) and 
she was treated w ith 4  cycles o f plasmapharesis on alternate 
days for which there was m arked im provem ent o f neuro
logical deficit

W ith  in travenous m eropenem  patien t fu rther im 
proved and  h e r ESR and  CRP becam e norm al. Repeat 
u ltrasound  scan o f  abdom en show ed reduction  o f  the 
size o f liver and  splenic abscesses.

E radication therapy  w ith cotrim oxazole 1920 m g 12 
hourly and  co-am oxyclav 625 m g 8 hourly  was started  
o n  the seventh  week and  overlapped w ith in travenous 
antibiotic for fu rther tw o weeks. Patient w as discharged 
to  ou tpa tien t clinic after tw o w eeks o f oral antibiotics 
w ith a p lan to  con tinue  them  fo r l2  weeks. A t th e  end  of 
12 weeks she had  no  residual neurological w eakness and 
there  w as no  sign o f a relapse.

Discussion
Burkholderia pseudom allei, w hich causes m elioidosis 
com m only  p resen ts w ith superficial o r deep seated ab 
scess form ation; sim ilar to  ou r patient. N eurological 
com plications o f  m elioidosis are rare. A 20 year p ro 
spective study o f melioidosis conducted  in  N orthern  
A ustralia recorded  only 14 cases o f  neurological m elioid
osis o u t o f to tal 540 [3]. T he  m ost com m on neurological 
m anifestation w as m eningo-encephalitis (10 cases) [3].

G u illa in -B arre  synd rom e (GBS) is described  as a c lin 
ical en tity  th a t m an ifest w ith  rap id ly  evolving sym m et
rical lim b w eakness, loss o f  te n d o n  reflexes, ab sen t o r 
m ild  senso ry  signs a n d  variab le  au to n o m ic  dysfunction  
[8], D iagnosis o f  GBS is based  o n  clin ical ch a rac te ris 
tics su p p o rted  by investiga tion  findings. In 2011

Table 1 Key diagnostic criteria and Brighton case definitions for 
Guillain-Barre' syndrome [9]
Diagnostic criteria Level of diagnostic 

certainty

1 2 3

Bilateral and flaccid weakness of limbs + + +

Decreased or absent deep tendon reflexes 
in weak limbs

+ + +

Monophasic course and time between 
onset-nadir 12 h to 28 days

+ + +

CSF cell count <50/ml + +/-a -

CSF protein concentration > normal value + +/-a -

NCS findings consistent with one of the 
subtypes of GBS

+ +/- -

Absence of alternative diagnosis for weakness + + +

NCS nerve conduction studies, CSF Cerebro-spinal fluid
alf CSF is not collected or results not available, nerve electrophysiology results
must be consistent with the diagnosis Guillain-Barre’ syndrome

https://brightoncolla
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B righton co llabo ra tion  w hich  is a co llab o ra tio n  sp o n 
so red  by th e  W o rld  H ea lth  O rg an iza tio n  has developed  
a se t o f  case defin itions to  d iagnose  GBS based  on  c lin 
ical and  investiga tion  find ings (Table 1) [9] (h ttp s :// 
b rig h to n co lla b o ra tio n .o rg /p u b lic /re so u rc e s /s ta n d a rd s / 
case-defin itions/m ain/0110/link/B C _C ase% 20defin ition_ 
GBS.pdf) B righ ton  c rite ria  ca tego rizes GBS in to  th ree  
levels o f  d iagnostic  certa in ty . Level 1, th e  h ighes t level 
o f  d iagnostic  certa in ty , is w here  all c rite ria  a re  p resen t. 
In  level 3 th e re  a re  on ly  clin ical c rite ria  w ith  absence 
o f  an a lte rn a tiv e  d iagnosis. O u r p a tie n t fulfilled all 
clinical and  investiga tion  c rite r ia  enab ling  d iagnosis o f 
GBS a t level 1 certa in ty . T h e  20 year p ro spec tive  D ar
w in stu d y  rep o rts  n o  case  o f  GBS in  th e ir  14 cases of 
neuro log ical m elio idosis. K rovvidi e t.a l re p o r t a case o f 
GBS (4] w here a p a tie n t h ad  ascend ing  paralysis, are- 
flexia, p ro te in -ce ll d isso c ia tio n  in  CSF and  dem yelinat- 
ing po ly rad icu lo n eu ro p a th y  w ho la te r succu m b ed  to  
sep tic  shock. B lood c u ltu re s  o f th e  p a tie n t la te r  grew  
B .pseudom allei. L ite ra tu re  survey  revealed  8 m ore  
cases o f  m elio idosis w here  a GBS like synd rom e was 
associa ted  [5, 6] b u t n o n e  had  level 1 d iagnostic  ce r
ta in ty . T herefo re , th is  is th e  first case o f  confirm ed  
GBS associated  w ith  m elio idosis w hich  com plete ly  re 
covered w ith  tre a tm en t.

Intravenous im m unoglobulin  and  plasm apheresis are 
bo th  equally effective in GBS. [10] H ow ever because of 
the ease o f  adm in istra tion  in travenous im m unoglobulin  
is currently  the preferred  trea tm en t. [10] As o u r patien t 
had active m elioidosis w hen  GBS was diagnosed we did 
n o t use im m unoglobulin  w hich is an  im m unom odulator. 
She recovered fully w ith plasm apheresis.

D etection of low er lim b w eakness in  a p a tien t already 
weak and  bedbound  from  long standing  melioidosis was 
very difficult. H ow ever frequen t tho rough  assessm ent o f 
the patien t enabled us to  actively suspect, diagnose and  
trea t GBS early. P rom p t aggressive trea tm en t o f  the  pa
tien t resulted in  com plete  recovery o f this axonal type o f 
GBS w hich usually has a poorer prognosis th an  the de- 
m yelinating type. [8]

As o u r pa tien t had severe m elioidosis we used high 
dose in travenous m eropenem  as induction  therapy  based 
on  recom m endations by T im othy  J.J. Inglis [11]. Induc
tion  therapy  w as followed by eradication  therapy  w ith 
oral co-trim oxazole and  co- amoxyclav. Patien t com 
pletely im proved w ith this trea tm en t and  to lerated  the 
antibiotics well. A t th e  en d  o f 12 w eeks patien t w as well 
w ith no recurrence; sim ilar to  o u r previous experience 
o f trea tm en t o f m elioidosis.

A lthough o u r pa tien t had  a h istory  very suggestive o f 
melioidosis w ith recu rren t superficial and  deep ab
scesses, there  was a delay in diagnosis resulting  in sig
nificant m orbidity. T he isolate from  liver abscess 
aspirate from  the local hospital w hich was reported  as

"coliform s” was probably B. psudom allei. It should be 
no ted  th a t laboratories unfam iliar w ith  th is bacterium ' 
m ay m isidentify it as "coliform s” o r “pseudom onas 
species”. M elioidosis should  always be suspected  if the 
cu ltu re  is resistan t to  gentam icin  and  o th er am inoglyco
sides bu t sensitive to  ceftazidim e especially in a diabetic 
patient. This will expedite the diagnosis leading to; 
p rom p t trea tm en t w ith excellent prognosis.

Conclusions
M elioidosis should always be suspected  in a pa tien t w ith 
superficial o r deep seated abscess form ation. If pus cul
tu re  yields a g row th o f “coliform s” o r "pseudom onas 
species"; resistan t to  gentam icin  and  o th er am inoglyco
sides b u t sensitive to  ceftazidim e; m elioidosis is very 
likely. As m elioidosis needs trea tm en t w ith a prolonged; 
course o f antibiotics, confirm ation o f diagnosis by PCR 
from  a reference laboratory  is necessary.

G uillaine Barre syndrom e can com plicate melioidosis 
and  should  be suspected  in  a pa tien t w ith  low er lim b 
w eakness. P lasm apheresis seem s to  be an  effec tive ; 
m ethod  o f trea tm en t o f  GBS associated w ith melioidosis.

T his case illustrates th a t intravenous m eropenem  in 
inductions stage followed by co-trim oxazole and  co- 
amoxyclav in eradication  stage is effective in trea tm en t 
o f severe and com plicated  melioidosis.
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