
ulbutiamine is a hydrophobic molecule that easily crosses the blood-
brain barrier and increases thiamine and thiamine phosphate esters in
the brain.1,2 It does not have psycho-stimulant properties and is cur-

rently used for the treatment of somatic and psychic inhibitions. Sulbutia-
mine is not an antidepressant. It helps with psycho-motor inhibition during
episodes of major depressive disorder and facilitates rehabilitation of pati-
ents in their social, professional, and family life functioning.3 Moreover, it
improves performance in behavioural models of inhibition (induced by an
aversive situation) such as “learned helplessness” and “forced swimming
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Manic Attack Possibly Triggered
by Sulbutiamine: Case Report

AABBSS  TTRRAACCTT  Sul bu ti a mi ne is a pre cur sor of thi a mi ne that cros ses the blo od-bra in bar ri er.  The mo -
du la tory ef fects on both do pa mi ner gic and glu ta ma ter gic trans mis si ons wit hin the pref ron tal cor-
tex co uld play a pi vo tal ro le in the the ra pe u tic ac ti on of sul bu ti a mi ne. Sul bu ti a mi ne is cur rently used
for the tre at ment of fa ti gu e, exhaustion and ast he ni a in physi cal and psychi at ric di sor ders; ho we -
ver, it does not have any psycho-sti mu lant pro per ti es. Whi le sul bu ti a mi ne has no an ti-dep res si ve
ef fect, it ex hi bits se ve ral psychot ro pic ef fects such as a dec re a se in psycho-be ha vi o u ral in hi bi ti on
oc cur ring in ma jor dep res si ve di sor der. In this re port, we des cri be a pos sib le ca se of sul bu ti a mi -
ne-trig ge red ma nic at tack in a pa ti ent with ma jor dep res si ve di sor der, who la ter de ve lo ped bi po lar
I di sor der with spon ta ne o us ma nic epi so des. To our know led ge, this is the first pos sib le ca se of sul-
butiamine-triggered ma nic at tack at the pro per the ra pe u tic do sa ge of sul bu ti a mi ne in a ma jor de-
p res si ve pa ti ent.

KKeeyy  WWoorrddss::  Sul bu ti a mi ne; bi po lar di sor der

ÖÖZZEETT  Sul bu ti a min, ti a mi nin kan-be yin ba ri ye ri ni ge çen bir ön cü lü dür. Et ki me ka niz ma sın da pref -
ron tal kor teks te do pa mi ner jik ve glu ta ma ter jik ile ti ler üze rin de dü zen le yi ci et ki le ri, muh te me len
önem li rol al mak ta dır. Sul bu ti a min gü nü müz de fi zik sel ve psi ki yat rik has ta lık lar da ki yor gun luk,
bit kin lik ve hal siz li ğin te da vi sin de kul la nıl mak ta dır. Bu na kar şın,  hiç bir psi ko-uya rı cı et ki si bu lun -
ma mak ta dır. Sul bu ti a min an ti dep re san et ki ye sa hip de ğil dir, an cak ma jör dep re sif bo zuk luk ta mey -
da na ge len gün lük ak ti vi te le re kar şı il gi kay bı gi bi psi ko so yal dav ra nış lar da azal ma gi bi çe şit li
psi kot ro fik et ki ler ser gi le mek te dir. Bu ça lış ma da, ma jör dep re sif bo zuk lu ğu bu lu nan bir has ta da
muh te me len sul bu ti a min ta ra fın dan te tik le nen ma nik atak ol gu su nu ta nım la dık. Bil di ği miz ka da -
rıy la, bu va ka, uy gun te da vi do zun da kul la nıl ma sı na rağ men sul bu ti a mi nin ma jör dep re sif bir has -
ta da te tik le di ği ilk ma nik atak ol gu su dur.

AAnnaahh  ttaarr  KKee  llii  mmee  lleerr:: Sul bu ti a min; bi po lar bo zuk luk
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test s”.4 The chan ges in den sity of ka i na te 
re cep tors in the cor tex af ter sul bu ti a mi ne in jec ti on
le ad to sug gest that sul bu ti a mi ne and/or its me ta -
bo li tes may mo du la te the cor ti cal glu ta ma ter gic
trans mis si on. Chan ged on glu ta ma ter gic trans mis -
si on co uld ini ti a te the mo du la ti on of 
do pa mi ner gic cor ti cal trans mis si on. The se in te rac -
ti ons bet we en do po mi ner gic and glu ta ma ter gic
trans mis si ons co uld play a pi vo tal ro le in the the r-
a pe u tic ac ti on of sul bu ti a mi ne. The se da ta strongly
sup port re cent fin dings that de mons tra te im pro ve -
ment in be ha vi o u ral, cog ni ti ve, at ten ti o nal and
func ti o nal di sor ders in schi zop hre nic, al co ho lic
and dep res sed pa ti ents.4

In this ca se, we re port a pos sibly sul bu ti a mi -
ne-trig ge red ma nic at tack in a pa ti ent with his tory
of ma jor dep res si ve di sor der.

CA SE RE PORT
Mrs. H, a 61-ye ar-old mar ri ed ho u se wi fe with a
his tory of one ma jor dep res si ve epi so de, was ad mit-
ted for psycho mo tor agi ta ti on, dec re a sed sle ep, in-
cre a sed tal ka ti ve ness and psycho mo tor ac ti vity.
She was de lu si o nal and had an ela ted mo od. She
cla i med that she was spe a king with her de ad pa r-
ents. In her past psychi at ric his tory, Mrs. H. had a
ma jor dep res si ve epi so de thre e ye ars be fo re. She
was tre a ted with ser tra li ne 50 mg/day for two ye -
ars. As she con ti nu ed to ha ve so me re si du al symp-
toms, her tre at ment was switc hed to ven la fa xi ne
75 mg/day, which las ted seven months. Ven la fa xi -
ne tre at ment was dis con ti nu ed ab ruptly and sul bu-
ti a mi ne re gi men was star ted by a ge ne ral
prac ti ti o ner for ast he ni a 17 days pri or to her pre s-
en ta ti on to our cli nic with symptoms of a ma nic
epi so de. She had be en pres cri bed sul bu ti a mi ne 200
mg/day, 7 days ear li er, sul bu ti a mi ne do se was in-
cre a sed to 400 mg/day be ca u se of no res pon se to
the tre at ment. Thre e days af ter the increased do se
of sul bu ti a mi ne, psycho mo tor agi ta ti on and de lu si -
ons ha ve star ted. She be ca me mo re tal ka ti ve and
de ve lo ped inf la ted self es te em, dec re a sed ne ed for
sle ep, flight of ide as, dis trac ti bi lity, in cre a sed go al
di rec ted ac ti vity, and ele va ted and ir ri tab le mo od.
In psychi at ric exa mi na ti on, she met cri te ri a for ma -
nic epi so de ac cor ding to DSM-IV5 cri te ri a. Her Cli -

ni cal Glo bal Im pres si on for Ill ness sco re (CGI-I)6

was 6 and Yo ung Ma ni a Ra ting Sca le (YMRS)7 was
29. The in for med con sent was ob ta i ned from the
pa ti ent.

Re sults of a ne u ro lo gi cal and physi cal exa mi -
na ti ons, and la bo ra tory tests we re wit hin the nor-
mal li mits and she did not ha ve any ot her me di cal
disorders. Her vi tal signs we re wit hin the nor mal
ran ges. She did not ha ve any his tory of subs tan ce
abu se or de pen den ce. Sin ce ro u ti ne work up stu di -
es were normal, no ima ging stu di es we re per for -
med. The cli ni cal pre sen ta ti on of pa ti ent was a
clas si cal ma nic epi so de, and the re was no con fu si -
on, chan ge in cons ci o us ness, or vi tal sign ab nor -
ma li ti es po in ting a pos sib le de li ri um or cog ni ti ve
di sor der. 

Fa mily his tory of the patient was po si ti ve for
bi po lar di sor der in her co u sin, but she, her self did
not have any his tory of ma nic or hypo ma nic epi so -
des or psycho tic di sor ders previously. Be fo re this
ma nic epi so de, she was ta king only sul bu ti a mi ne
wit ho ut any ot her con co mi tant me di ca ti ons. Af ter
the di ag no sis, sul bu ti a mi ne was dis con ti nu ed and
ris pe ri do ne 4 mg/day was star ted. Af ter two we eks
on this tre at ment, pres su red spe ech, ele va ted mo -
od, and psycho mo tor agi ta ti on im pro ved. Her CGI
and YMRS sco res dec re a sed to 3 and 9, res pec ti -
vely. Low dose ris pe ri do ne was con ti nu ed (2
mg/day) and the pa ti ent’s ma nic symptoms re sol -
ved comp le tely wit hin six we eks. Six months af ter
her first ma nic epi so de, she stop ped her me di ca ti -
on by her self and a spon ta ne o us ma nic at tack oc-
cur red. She was di ag no sed with bi po lar I di sor der.

DIS CUS SI ON
So me psycho ac ti ve subs tan ces and me di ca ti ons can
des ta bi li ze mo od (e.g. al co hol and mef lo qu i ne-in -
du ced ma ni a).8,9 In our ca se, the pa ti ent de ve lo ped
ma nic symptoms fol lo wing a short co ur se of sul bu -
ti a mi ne ad mi nis tra ti on at the pro per the ra pe u tic
do sa ge of 400 mg/day. An overdose of sul bu ti a mi -
ne (2000 mg/day) that trig ge red ma nic at tack in a
pa ti ent with a pre vi o us bi po lar his tory was re por -
ted be fo re.10 

Our ca se had no his tory of ma nic/hypo ma nic
but dep res si ve epi so de pre vi o usly tre a ted with an
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an ti dep res sant. The pre sen ta ti on of symptoms after
increasing the do se of sul bu ti a mi ne and ab sen ce of
a ma nic switch with pre vi o us an ti dep res sants po in -
ted out a pos sib le sul bu ti a mi ne in du ced ma nic at-
tack. Ven la fa xi ne tre at ment was dis con ti nu ed at
on ce. In ad di ti on, ra re ca ses of ma nic epi so des in-
du ced by an ti dep res sant dis con ti nu a ti on ha ve be en
re por ted in the li te ra tu re. Tho se epi so des are usu-
ally bri ef and self li mi ted, and start wit hin two we -
eks of an ti dep res sant dis con tu ni a ti on.11 The re fo re,
the se ve rity of the pre sen ta ti on may sug gest a rea-
son ot her than a with dra wal syndro me. It toox six
weeks for the patient’s manic episode to get in full
remission with ris pe ri do ne tre at ment. This do es
not ru le out aspon ta ne o us or an ti dep res sant dis con-
tu ni a ti on related ma nic epi so de.

She had be en on ven la fa xi ne for seven months
wit ho ut any ad ver se events. As she had a spon ta -
ne o us ma nic epi so de six months af ter her drug in-
du ced first ma nic epi so de, she was di ag no sed with
bi po lar I di sor der and ma na ged ac cor dingly.

Althought there is a sig ni fi cant va ri a ti on
among stu di es, the risk of an ti dep res sant-in du ced

ma ni a has be en es ti ma ted at 20-40% in adult bi -
po lar po pu la ti ons and less than 10% in uni po lar
dep res si on.12

Pos sib le mec ha nism of sul bu ti a mi ne trig ge red
ma ni a is not known. It might be idi osyn cra tic or
re la ted to psycho ac ti ve ef fects of sul bu ti a mi ne.

The aut hors pos tu la te that sul bu ti a mi ne might
exert a mo du la tory ef fect on glu ta mi ner gic and do -
pa mi ner gic trans mis si on in the pref ron tal cor tex.
This co uld play a ro le in the psycho ac ti ve ef fect of
sul bu ti a mi ne.4 It sho uld be no ted that ma nic epi -
so de did not oc cur du ring ven la fa xi ne and ser tra li -
ne tre at ment. Sin ce the pa ti ent did not switch to
ma ni a un der an ti dep res sant tre at ments, sul bu ti a -
mi ne light have led to ma ni a in a way ot her than
known an ti dep res sants mec ha nisms. Es pe ci ally
glu ta mi ner gic path way eti o logy for switch must be
kept in minds. 

Cli ni ci ans sho uld con si der pos si bi lity of sul bu-
ti a mi ne trig ge ring ma ni a par ti cu larly in pa ti ents
with his tory of bi po lar di sor der and inpa ti ents who
are at risk for bi po la rity e.g. with po si ti ve fa mily
his tory of bi po lar di sor der.
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