BRIEF COMMUNICATION

Adverse Reactions to St John’s Wort

Vivien Parker, MD, FRCPC, Al bert HC Wong, MD, FRCPC2, Heather S Boon, BScPharm, PhD3,
Mary V Seeman, MD, FRCPC 4

Objective: Toreport 2 casesof ad versereactionsto St John’ swort, apop u lar herbal treat ment for depression.
Method: Wepresent 2 casehistoriesandreviewtheexistingliter atureregarding St John’ swort.

Results: St John’ swort may causeserotoninsyndromeinsensi tive patients. Inaddi tion, St John’ swort may beassoci ated with

hair loss.

Conclusions: Forclini cal reasons, itisim por tanttorecognizeandreport ad versereactionsto herbal remediesandtodocument
that thesetreat ments have side ef fects com men su rate with their po tent ac tion on brain neurochemistry.

(CanJPsy chi atry 2001;46:77—79)
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linical trialsconfirm that St John's wort (Hypericum

perforatum) effectively relieves symptoms associated
with mildtomod er atedepression (1,2). Themechanism by
which it ex ertsthisef fect is cur rently un known. Al though
early studies noted monoamine oxidase (MAO) inhibition
(3), this finding hasnot been con firmed by sub sequent work
(4,5). Invi tro stud ieshavefound that St John’ swort may re-
ducetheex pressionof serotonin receptors(6),increasethe
numbers of 5-HTia and 5-HT2a receptors (7), and inhibit
synapotosomal serotoninuptake(8,9). It hasbeenquestioned
whether oral administration of St John's wort ex tract pro-
duces in vivo concentrations comparable to those invitro
studies. Thegamma-aminobutyricacid (GABA) receptor ac-
tivity of St John’s wort has aso been investi gatedwithout
conclusive results (10). Other putativetar getsof St John's
wort include melatonin and cytokine expression, although
thesereportsareprelimi nary. Thepotentia serotonergicac-
tionof St John’ swort hasraised con cernsthat it couldinter act
withother serotonergicmedi cationsandproducesimilarside
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ef fects. Thefirst clini cal casesof serotoninsyndromeassoci
ated with the con cur rent use of St John’swort and pre scrip
tion antidepressants (sertraline or nefazodone) have been
recently reported(11,12). Wereportanother caseof serotonin
syndrome in a patient with a history of reactions to
serotonergic med i cationswho took St John’ swort. In ad di
tion, wedescribeacaseof hair loss, which hasnot previ ously
been associ atedwithingestion of St John’ swort.

Serotonin Syndrome With St John’sWort

Mr X isa40-year-old manwith ahistory of ananx i ety disor
der and depressionwho presented to theemer gency roomof a
psychiatric hos pi tal af ter tak ing 450 mg of St John’swort.
The brand and prep aration of the prod uct areun known. He
had been tak ing 450 mg daily for the past 10 days for de-
pressed mood. Following dinner, he developed flushing,
diaphoresis, agi tation, weak nessof thelegs, dry mouth, tight
nessin the chest, and anin abil ity to fo cus. These symp toms
dif fered from his usual panic at tacks and did not re spond to
hisusual anti-anxiety copingstrat egies. Hedeniedex cessive
use of alcohol. He was currently undergoing cogni
tive-behavioural ther apy for social pho biawith panicat tacks
precipi tatedby socia situations. Thepanicat tacksimproved
with clonazepam 0.5 mg twice daily, which he had been tak
ing for some months. Hewason no other medi cation.

When he pre sented to theemer gency room, hewashy per tert
sive (172/120 mm Hg) with out apostural drop, his heart rate
was 94/minute and regular, and his respiration rate was
22/minute. Mr X becameprogressively moreconfusedovera
period of 20 minutes and was disoriented regarding the
month, theyear, and thefact that it wasthe Christ masseason.
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Hedid, how ever, know the name of the hospi tal. Hethen be-
came quite tremulousand dizzy andrequired ox y gentore-
lieve his dyspnea. He com plained of chest tight ness, but he
didnot complainof chest painor radi ation. Af ter transport to
agen eral hospi tal, hisblood pres surewas 150/96 mm Hg,
heart rate 90/minute, and regular and respiration rate was
20/minute. A neurological examination and electrocardio
gram were normal. After some hours of observation, MrX
felt better, and his blood pressure normalizedat 135/88 mm
Hg, at which point hewasdischarged withadi agno sisof an
ad versedrugreactionto St John’ swort.

Inthepast, Mr X had ex peri enced manicsymptomsat theage
of 37,fol lowingtreatmentwithaselectiveserotoninreuptake
inhibi tor (SSRI) for ade pressed mood. He had had 2 ad mis-
sionsto hospi tal: thefirst wasfor aperiod of 3weeksin July
1996 when, at theage of 38, heex peri enced amajor depres-
siveepi sodewithpsy choticfeaturesandsui cidal ideation.He
also had manic symptomsfol low ing treat ment withan SSRI.
Heendorseda7-month prior history of heavy a cohol useand
occasional binges as a teenager. He was treated with
venlafaxine 37.5 mg twice daily and lorazepam 1 mg as
needed, up to 4 mg daily. His secondadmission,inAugust
1996, for sui cidal ideation dueto marked psychosocial stress-
ors, occurred 2 weeks after dis charge. There were no psy-
chotic features, and he received a diagnosisof adjustment
disor der with de pressed mood. Hisblood pressureon thisad-
missionwas 160/110, withtachy car diaand di ar rheathat nor-
mal ized upon stop ping the venlafaxine. Hewas dis charged
onlorazepam 1 mgdaily andreferredtoarelax ationther apy
groupandtothecareof hiscommunity psy chi atrist. Whilehe
was an outpatient, lorazepam was later changed to
clonazepam.

Serotonin Syndrome

Therehave been many reportsinthelit er ature of seroto nin
syndromeoccurringwithvarious singleagentsor combi na-
tions of medications, including SSRIs, MAOIs,
clomipramine, clorgyline, lithium, carbamazepine,
benzodiazepines, bromocriptine, L-dopa/carbidopa,
levothyroxine, and oth ers. Usualy, the syn dromeisseenin
com bi nations of serotomimetic agentswith MAOIs, devel-
ops after initiation or dose increases, and may be
dose-dependent (13). Thetypi cal signsand symp toms of se-
rotoninsyndromeincludechangesinmental status(agi tation,
confusion, hypomania, restlessness, disori entation,orcoma),
autonomic changes (diaphoresis, flushing, blood pressure
lability, tachycardia, tachypnea, pupillary changes, or
low-grade fever), and neuromuscular changes (tremor,
hyperreflexia, myoclonus, ri gidity, or incoordination), in ad-
dition to head ache, nau seg, anx i ety, di ar rheaand shiv ering
(13-15). Therearenoreli ablelab o ratory changestohelpin
thedetectionof thissyndrome; thus, thedi agnosisisaclini cal
one. There are sporadic reports of mild leukocytosis and
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in creased creatinine kinase (CK). In se vere cases, sei zures,
nystagmus, opisthotonus, renal fail ure, car diacarrhythmias,

coma, and death can oc cur (15).

It hasbeenhy poth esizedthat acti vation of the5-HT; o recep-
torisinvolvedinthepathophysiology of serotoninsyndrome.
Other hy pothesesincludestimulationormodifi cationof sere
toninreceptorsinthedor sal and medianraphenucleusinthe
brainstem (themain lo cation for seroto nin neuron cell bod
ies), enhancement of overall 5-HT transmission, and com-
bined activation of cyclic adenosine monophosphate
(cCAMP)-related 5-HT; sreceptorsand phosphotidyl hy droly-
sis-linked 5-HT,receptors(15). Theinci denceof serotonin
syndromeisun known. Itislikely un der-reported, and it can
be confused with neuroleptic malignant syndrome (16).
Treatment includes prompt recognition, removal of the of-
fending agent(s), closeob ser vationuntil resolution, andthe
use of such various supportive measures as adequate
hydration, attention to electrolyte and acid-base balances,
cooling baths, and antipyretics (17). No benefit has been
demonstrated with the use of benzodiazepines,
anticholinergics, antihistaminergics, chlorpromazine, mus-
cle relaxants,and membrane stabilizers such as dantrolene
(14). Anecdotal useof cyproheptadine, aserotoninantag e
nist, and methysurgide havebeenreported to decreasethedu
ration of thissyn drome, whichisusu aly short-lived (14). In
the case of Mr X, thepossi bil ity that in gestion of St John’'s
wort caused serotoninsyndromeissup ported by thechronol
ogy of events and the fact that he has ex peri enced prior ad
verse reactionsto serotonergic medications. Other possible
causesfor hissymptomsincludeanatypi cal panicat tack and
anadversereactionto something heateat din ner.

Hair Loss With St John’sWort

MsX, a24- year-old, uni ver sity-educated woman, be gan suf
feringnonspecific symptomsin 1996, for which shewaspre
scribed herbal remediesby her tradi tional Chi nesemedi cine
practitioner. She subsequently developed prominent para-
noid delu sionsof ref er encefromtheradio and fromtelevi
sion, accom panied by delusionsof thought broad castingand
grandiosity, and wasdi ag nosed with schizo phreniain 1997.
Her psy chotic symp tomsre sponded well to treat ment with
olanzapine at adose of between 5 mgto 10 mg daily. Begin
ning in June 1998, still on olanzapine and feel ing de pressed,
Ms X begantak ing St John’ swort at adose of 300 mg 3times
daily. Fivemonthsaf ter ini ti ating St John’ swort, shebeganto
ex peri encehair losson both her scalp and eyebrowsthat per
sistedfor 12 months. She had no history of medi cal ill nesses,
andhematol ogy results,including CBC, dif ferential,andmk
croscopy were normal. Clinical chemistry, including
creatinine, total bilirubin, akaline phosphatase, aspartate
transaminase (A ST) andthy roid-stimul ating hor mone(TSH)
werenor mal. Prolactinwassdlightly el evated at 51mg/L (sec
ondary to olanzapine). Microscopic examination of hairs
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reveal ed amixed tel ogen and nor mal anagen mor phol ogy that
suggestsadrugreaction.

Bothtricyclicand SSRI anti depressantshavebeenassoci ated
withhairloss(18-27). Al thoughspontaneousandcoinci den
tal hairlossispossi ble, boththe5-month delay betweenonset
of St John’swort use and the type of hair loss (telogen) sug-
gest drug induction (28). The duration of hair loss (12
months) is consistent with thiscon clu sion, asisthe mi cro-
scopic ap pear anceof thehair.

Conclusion

Althoughherbal remedieshavephar macologi cal properties
that may render them ef fectivetreat ments, thesecasereports

dem on stratethat they also have seri oussideef fects. Itisim-
por tant that cli ni ciansrec og nizeand ed u catetheir patients
about theserisks, andinquireabout theuseof a ter nativether-

apies, aspart of athor oughmedi cal history. Ad versereac-
tions to herbal products should be reported in the same

manner asareconventiona medi cations—di rectlytoHealth
Canada, or viaregional reporting centres. Therel evantforms
are availdble in the Compendium of Pharmaceuticals and

Specialties (CPS).
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Objectif: Rapporter 2casd effetsindésir ablesdumil leper tuis, traitement populaire, d’ originevé gétale, deladépression.
Méthode: Nousprésentons2 cas concretset exami nonsladocumentationexistanteence qui a trait aumil leper tuis.

Résultats: Lemil leper tuispeut causer unsyndromedesérotoninechezlespatientssensi bles. Enoutre, il peut éreassociéala
perte de cheveux.
Conclusions: Pour desrai sonscliniques, il importedereconnaitreet dedéclarer leseffetsindésir ables desremédes a base de

plantesmédicinales, etd’ étayer |efait quecestraitementsont desef fetssecondairescor respondantaleur act ionpuissantesur la
neurochimieducer veau.



