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IN TRO DUC TION

Paraneoplastic syn dromes are dis or ders as so ci ated with
can cer but with out di rect ef fects of the tu mor or its
metastases. Paraneoplastic en ceph a li tis is an in di rect ef fect 
of pre-ex ist ing can cer on the ner vous sys tem through im -
mune me di ated mech a nisms with a vast ar ray of anti-
 neuronal an ti bod ies best known of caus ing the dis ease
(Anti-Hu, Yo, Ri amphiphysin, Tr, CV2, Ta an ti bod ies,
etc). Hav ing many forms and man i fes ta tions, in clud ing pe -
riph eral neu rop a thy, brainstem en ceph a li tis, limbic en -
ceph a li tis be ing one of the more com mon man i fes ta tions,
cer e bel lar de gen er a tion or myelopathy, paraneoplastic en -
ceph a li tis is known to be caused by all sorts of neoplasms
fol low ing small cell lung car ci noma, ovar ian, pros tate can -
cers, ovar ian teratomas, Hodgkins lym pho mas, etc. We
pres ent a case of mo tor dif fi cul ties, gait dis or der, neuro -
sensory deaf ness, and asym met ric ophtalmopathy caused
by im mu no log i cally con firmed anti-Hu paraneo plastic en -
ceph a li tis due to pri mary re nal cell car ci noma.

CASE RE PORT

A 65 year old fe male pa tient with a his tory of hyper -
stension and struc tural heart dis ease was ad mit ted to Res -
pub li ki në Vilniaus universitetinë ligoninë (RVUL) neu ro -
log i cal ward due to lan guage im pair ment, sud den on set of
hyperkinesia fol low ing hear ing loss in the right ear,
lightheadedness, weak ness of the right ex trem i ties, asym -
met ric ophtalmopathy, and gait dis or der. The symp toms
had been pro gress ing for about a year and the pa tient un -
der went mul ti ple hos pi ta li sa tions in 4 dif fer ent hos pi tals
around the coun try. All lab o ra tory tests in clud ing com -
plete blood count, co ag u la tion pro file, C re ac tive pro tein,
and eryth ro cyte sidementation rate (Westergren) were
within nor mal range or showed non-spe cific in flam ma tory 
changes. The pa tient was con sulted by an en do cri nol o gist
who found el e vated thyreotropic (TTH) hor mone level
6.20 mIU/L (nor mal range 0.27–4.20) which sug gested
Grave’s dis ease. Anal y sis of the cerebrospinal fluid (CSF)
was neg a tive for Lyme’s dis ease and for vi ral patho gens as
well. Mul ti ple in stru men tal tests to vi su al ize the brain in -
clud ing mul ti ple con trast/non constrast CT scans and
MRIs were per formed re veal ing only non-spe cific
changes such as mild, age re lated at ro phy, leukoence -
phalopathic changes, and a sub clin i cal cavernoma in the
right fron tal lobe.
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Sum mary. Ob jec tive. Study ob jec tive is to de scribe a case of anti-Hu se ro pos i tive paraneo -
plastic en ceph a li tis in as so ci a tion with re nal cell car ci noma.

Case re port. A 65 year old fe male pa tient with a his tory of hy per sten sion and struc tural
heart dis ease was ad mit ted to Respublikinë Vilniaus universitetinë ligoninë (RVUL) neu ro -
log i cal ward due to lan guage im pair ment, sud den on set of hyperkinesia fol low ing hear ing
loss in the right ear, lightheadedness, weak ness of the right ex trem i ties, asymetric ophtalmo -
pathy, and gait dis or der. Blood tests con firmed pres ence of anti-Hu antineuronal an ti bod ies,
and a con trast CT re vealed a 7×5×4 cm mass in the right kid ney with con trast up take.
Histopathology con firmed re nal cell car ci noma.

Dis cus sion. Paraneoplastic neu ro log i cal syn dromes are thought to be im mune me di ated,
with a va ri ety of dif fer ent mech a nisms in clud ing an ti body me di ated and T-cell me di ated
mech a nisms among oth ers. Well char ac ter ized an ti bod ies are key to early di ag no sis and
treat ment, but there are seronegative cases with both the pres ence of tu mor and neu ro logic
def i cit which can not be ex plained by any other likely cause. Treat ment op tions in clude re -
moval of the tu mor as the pri mary cause and immunomodulation ther apy. Most of the time,
both op tions are used si mul ta neously. Treat ment of any un der ly ing con di tions and
comorbidities may im prove the out come of paraneoplastic neu ro logic syn dromes.
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Upon hos pi tal iza tion, the phys i cal ex am i na tion re -
vealed im paired lan guage with ep i sodes of pseudobulbar
af fect, ptosis of the left eye lid, and pro tru sion of the left
eye. Mydriasis was pres ent in both eyes, nonresponsive to
light. Gen er al ised hypotonia and hyperkinesia of the right
arm, as well as ataxia of the right arm and both legs were
pres ent.

A panel for Antineuronal Nu clear an ti bod ies (ANNA)
found strongly pos i tive anti-Hu antineuronal an ti bod ies.

A con trast CT of the ab do men and pel vis was per -
formed and re vealed a mass in the right kid ney, with signs
of con trast up take sug gest ing a ma lig nant neo plasm. The
tu mor 7×5×4 cm in di am e ter was resected, and a histo -
pathological re port con firmed a renocellular car ci noma.
Af ter wards, the pa tient was con sulted by an oncologist and 
eval u ated for dis tant metastases (MTS’s); no fur ther treat -
ment was in di cated.

Af ter the pa tient un der went a right nephrectomy, her
con di tion be came sta ble, but there was still a neu ro log i cal
def i cit pres ent.

A few months af ter dis charge, the pa tient re turned to
the RVUL emer gency room with wors en ing ataxia, speech 
dif fi cul ties, gait dis or der, ophtalmoparesis, and tetrapare -
sis of the limbs with gen er al ized hypotonia of the mus cles.
All tests, in clud ing CBC, co ag u la tion pro file, and CRP
were within nor mal pa ram e ters. CT scan of the brain ruled
out any acute vas cu lar causes, a chest x-ray and a
transabdominal echo ruled out pos si ble re lapse of RCC. A
urine anal y sis was per formed, sug gest ing a lower uri nary
tract in fec tion, later to be con firmed by bac te ri ol ogy re -
ports, sug gest ing E.coli in fec tion. The TTH level was re -
eval u ated show ing in creased lev els of TTH – an ep i sode of
hyperthyroidism.

Af ter a course of an ti bi ot ics for the uri nary tract in fec -
tion and cor rec tion of thy roid func tion, and achiev ing
euthyrosis once again, the pa tient ex hib ited dra mat i cally
im proved neu ro log i cal con di tion, with better over all mus -
cle strength and im proved ataxia as well. The pa tient
started immunomodulation ther apy with oral pred ni sone
60 mg/day and was dis charged af ter wards.

DIS CUS SION

Paraneoplastic neu ro log i cal syn dromes are rare man i fes ta -
tions oc cur ring in less than 1% of pa tients with ma lig nan -
cies [1]. Most paraneoplastic syn dromes pres ent symp -

toms, be cause the tu mor se cretes hor mone like sub stances
which af fect met a bolic pro cesses in the body. Neu ro log i -
cal paraneoplastic syn dromes are thought to be im mune
me di ated by a va ri ety of dif fer ent mech a nisms, in clud ing
an ti body me di ated per se Lam bert Eaton my as thenic syn -
drome, when an ti bod ies are formed against P/Q- type volt -
age gated cal cium chan nels (VGCC), T-cell me di ated
mech a nisms con firmed post mor tem via brain bi opsy
show ing ex ten sive in fil tra tion of CD4+ and CD8+ T-cells in 
clin i cally symp tom atic ar eas of the brain, strongly cor re -
lat ing with ret ro spec tively se ro pos i tive anti-Hu, anti-Ri,
anti-Ma, anti-Ta pa tients [2].

Our pa tient pre sented as se ro pos i tive for anti-Hu an ti -
bod ies, which are clas si fied as well char ac ter ized, be cause
they have a well dis tinct an ti gen and can be de tected via
com mer cial as says [3]. Se ro pos i tive cases com prise the
ma jor ity of paraneoplastic neu ro log i cal syn dromes and are 
cru cial for a di ag nos ti cian to make an early di ag no sis. Tu -
mor an ti gens, which mount an im mu no logic re sponse and
an ti body for ma tion, have been iden ti fied and as signed to
spe cific neoplasms. Ta ble rep re sents the as so ci a tion be -
tween anti-Hu an ti body for ma tion in re sponse to a spe cific
neo plasm [4].

In con trast, re nal cell car ci no mas (RCC’s) are not his -
tor i cally known to cause paraneoplastic neu ro logic syn -
dromes. Only few cases iden ti fied paraneoplastic neu ro -
log i cal syn dromes in as so ci a tion with RCC with a vast ar -
ray of clin i cal pre sen ta tions in clud ing neu ro psy chi at ric
symp toms too [5, 6]. Well char ac ter ized an ti bod ies due to 
RCC in clude anti-GAD in some cases of cer e bel lar de -
gen er a tion and limbic en ceph a li tis [7]. There have been
cases re ported, where no par tic u lar an ti bod ies against
RCC where found, but in the pres ence of both a ma lig nant 
neo plasm and new on set of neu ro logic def i cit it has been
pro posed that some not well char ac ter ized an ti bod ies
may have formed as well. The fact was dem on strated by
us ing biotinylated se rums on fixed hu man brain spec i -
mens [3].

Treat ment op tions are re duced to only a few in cases of
paraneoplastic neu ro logic syn dromes. Tu mor an ti gen as -
so ci ated cases can only be treated by re mov ing the pre-ex -
ist ing neo plasm [8]. T-cell me di ated dis ease may be man -
age able with immunomodulation: in cases of cer e bel lar
de gen er a tion with anti-Yo an ti bod ies or encephalomyeli -
tis with anti-Hu an ti bod ies, tacrolimus or mycophenolate
mofetil may be used [9], but no treat ment guide lines have
been es tab lished thus far.
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Ta ble. Anti-Hu se ro pos i tive neoplasms in as so ci a tion with a neu ro logic syn drome

Neu ro log i cal syn drome Tu mor

Anti-Hu
 seropositive

Encephalomyelitis/limbic en ceph a li tis SCLC, testicular tu mour, thymoma, neuroblastoma, pros tate car ci noma, 
breast can cer, Hodg kin’s lym phoma

Cer e bel lar de gen er a tion SCLC, ovar ian can cer, breast can cer, Hodg kin’s lym phoma, thymoma

Brainstem en ceph a li tis/
opsoclonus-myoclonus

Breast can cer, ovar ian can cer, testicular tu mor, SCLC, neuroblastoma
(chil dren)

Sub acute sen sory neuronopathy SCLC, breast can cer, ovar ian can cer



Our pa tient pre sented with a wors en ing con di tion even
af ter re mov ing the an ti gen source. This may sug gest that
the mech a nisms in volved in the dis ease pro gres sion may
have both a humoral and a cell me di ated fac tor. In this par -
tic u lar case, dis rup tion of over all ho meo sta sis, such as a lo -
cal in flam ma tory pro cess, may have trig gered a sys temic
im mune re sponse, wors en ing the pre-ex ist ing con di tion.
More over, the pa tient was di ag nosed with Grave’s dis ease, 
which by it self may cause both fo cal neu ro logic and neu ro -
psy chi at ric symp toms [10]. Achiev ing euthyrosis and tak -
ing con trol of a lo cal in flam ma tory pro cess helped to re -
duce the bur den of the paraneoplastic syn drome. This
might sug gest that a pre-ex ist ing au to im mune con di tion
might have a neg a tive ef fect on other or gan sys tems via
T-cell me di ated mech a nisms and should be fur ther in ves ti -
gated.

KEY POINTS

• In cases of paraneoplastic neu ro logic syn dromes,
ma lig nant kid ney dis eases should be taken into con -
sid er ation;

• Anti-Hu an ti bod ies can be as so ci ated with re nal cell
car ci noma;

• Neg a tive an ti body tests should not ex clude the di ag -
no sis;

• Be cause both humoral and cell me di ated mech a -
nisms have af fect on the dis ease, treat ment of the
con di tion should tackle both mech a nisms;

• Over all ho meo sta sis should be achieved and main -
tained in or der to achieve the best pos si ble out come
for the pa tient.
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ANTI-HU ANTIKÛNØ, ASOCIJUOTØ SU
RENOCELIULINE KARCINOMA, SUKELTAS
PARANEOPLASTINIS ENCEFALITAS

Santrauka

Tiks las. Ap ra ðy ti at ve já, kai pa ra ne op las ti ná en ce fa li tà su kë lë an -
ti- Hu an ti kû nai, pro du kuo ja mi prieð pir mi næ re no ce liu li næ kar ci -
no mà.

At ve jo ap ra ðy mas. 65 m. pa cien të pa gul dy ta á Res pub li ki nës
Vil niaus uni ver si te ti nës li go ni nës Neu ro lo gi jos sky riø dël kal bos 
su tri ki mø, at si ra du siø ran kø hi per ki ne ziø, sme ge në li nës atak si -
jos, klau sos su tri ki mo de ði ni à ja au si mi, gal vos svai gi mo. Imu no -
lo gi niais ty ri mais pa tvir tin ti stip riai tei gia mi an ti-Hu an ti kû nai, o 
pil vo or ga nø KT me tu ras tas 7 × 5 × 4 cm da ri nys de ði nia ja me
inks te, kau pian tis kon tras tà. His to lo gið kai nu sta ty ta re no ce liu li -
në kar ci no ma.

Ap ta ri mas. Pa ra ne op las ti niai en ce fa li tai, kaip ma no ma, yra
imu ni nës kil mës, o pa to ge ne zi nëms li gos gran dims ga li ma pri -
skir ti tiek làs te li nius, tiek hu mo ra li nius imu ni nës sis te mos fak to -
rius. Imu no lo gi niais ty ri mais ap tik ti an ti neu ro ni niai an ti kû nai
pa de da di fe ren ci juo ti su sir gi mà nuo ki tø li gø, ta èiau pa si tai ko ir
at ve jø, kai ne áma no ma imu no lo gið kai ap tik ti li gà. Pa tvir tin tø
gai riø ar re ko men da ci jø li gai gy dy ti në ra, o pats gy dy mas ap si ri -
bo ja etio lo gi nio veiks nio ða li ni mu ar imu no mo du lia ci ne te ra pi ja. 
Gre tu ti niø li gø gy dy mas, ypaè au to imu ni niø, ga li pa ge rin ti ben -
dras ið ei tis ir ðiø pa cien tø gy ve ni mo ko ky bæ.

Rak ta þo dþiai: re no ce liu li në kar ci no ma, pa ra ne op las ti nis
en ce fa li tas, an ti-Hu an ti kû nai.
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