Dysfunction of the basal ganglia and frontal sub-
cortical structures occurs in both obsessive-com-
pulsive disorder and parkinsonism. Treatment of
obsessive-compulsive disorder with parkinsonism
is a therapeutic challenge, especially in old age as
selective serotonin reuptake inhibitors may aggra-
vate motor symptoms and worsen clinical condi-
tions. The authors present a series of patients with
late onset obsessive-compulsive disorder demon-
strating improvement in obsessive-compulsive dis-
order as well as parkinsonian signs.

(The Journal of Neuropsychiatry and Clinical
Neurosciences 2008; 20:331-336)
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An association of obsessive-compulsive disorder
(OCD) with movement disorders (e.g., Tourette’s
syndrome, Huntington’s disease, and Sydenham’s cho-
rea) has been noted since the recognition of the latter.'
The association of obsessive-compulsive disorder with
parkinsonism was recognized during the encephalitis
lethargica pandemic in 1917 when its occurrence tem-
porarily provided insight on the importance of the basal
ganglia and subcortical structures in movement disor-
ders and OCD.?>? Although neurology and psychiatry
were distancing themselves from each other, it was rec-
ognized that disorders affecting the brain were not al-
ways clinically expressed in only one of these special-
ties.! In the next few decades, neurology focused more
on neurobiology and evolved along a parallel yet com-
pletely separate line from psychiatry, which took a more
biopsychological approach to understanding the human
brain.* The development of structural and functional
imaging in the 1980s led to a new era and provided an
impetus for the reunification of the neurosciences. A
spate of imaging studies in OCD ensued, which dem-
onstrated evidence of the dysfunction of basal ganglia,
especially caudate and frontal subcortical structures.””
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On the basis of these data, several authors have ad-
vanced models of basal ganglia thalamocortical circuits
in which behavior is modulated by filtering irrelevant
thoughts. Dysfunction of these circuits has been pro-
posed in the pathogenesis of OCD.'*'? From 1988 on-
ward, case reports of basal ganglia lesions (diagnosed
radiologically) associated with OCD were reported by
several authors.'>?” These reports spurred studies ex-
ploring the prevalence of anxiety disorders,* ™ espe-
cially OCD, in Parkinson’s disease.*** The studies were
conducted on patients with established Parkinson’s dis-
ease, but the results conflicted—some authors reported
association”?*** and some reported a lack of associa-
tion.>*

Despite recognizing for nearly a century the possible
association between OCD and parkinsonism, treatment
needs of this special group remain relatively unex-
plored. Common therapeutic strategies for OCD like se-
rotonin reuptake inhibitors (SSRIs) might aggravate mo-
tor symptoms by stimulating 5-HT2 receptors and
inhibiting dopamine release in the basal ganglia.?*** On
the other hand, 1-dopa for parkinsonism is reported to
aggravate compulsive and impulsive symptoms.>*¢
Patients exhibiting both obsessive and parkinsonian fea-
tures thus provide a therapeutic challenge for the clini-
cian. A few studies have demonstrated the safety and
efficacy of tricyclic antidepressants in depression with
parkinsonism but have not clearly commented on the
effect on motor features.”’* OCD with parkinsonism,
however, has not been satisfactorily addressed.

We present a naturalistic follow-up study of a group
of late-onset OCD patients exhibiting parkinsonian
signs who demonstrated a response to clomipramine,
which might be considered a viable option for such pa-
tients.

METHOD

The patients were seen in the psychiatry clinic of a su-
perspecialty tertiary care hospital in India over a span
of 1 year. The hospital serves as the culmination point
for many chronic and difficult-to-treat cases. This paper
describes 10 patients who were diagnosed with OCD
according to ICD-10 criteria and who showed parkin-
sonian signs (not deemed to be the effect of drugs). Two
OCD patients without parkinsonian signs and one who
did not undergo investigations were excluded from the
study. Patients were rated on the Yale-Brown Obsessive
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Compulsive Scale, a 10-item scale that rates severity of
obsessive-compulsive symptoms,*’ and the Webster
Scale for severity of parkinsonian features (bradykine-
sia, rigidity, gait, arm swing, tremor, and facial expres-
sion).*> We obtained cardiology, prostate, and glaucoma
tests and clearance for starting tricyclic antidepressants.
Patients were started on a regimen of clomipramine fol-
lowing the principle of starting low and going slow, and
the dose was titrated on the basis of clinical improve-
ment and tolerability. We periodically rated the patients
on the Visual Analogue Scale, the Yale-Brown Obses-
sive-Compulsive Scale, and the Webster Scale through
December 2006.

RESULTS

The sociodemographic and clinical profile of patients
are summarized in Table 1. Table 2 demonstrates past
treatment history. All patients had late age of onset for
OCD, and most had demonstrable basal ganglia /frontal
subcortical lesions. Table 3 shows patients” robust and
early responses to low doses of clomipramine.

DISCUSSION

This case series is notable as it presents a large series of
patients presenting with late-onset obsessive-compul-
sive disorder exhibiting parkinsonian signs, with de-
monstrable lesions in the basal ganglia and/or frontal
subcortical structures on MRI. All patients consulted a
psychiatrist due to dysfunction resulting from OCD,
and motor signs were elicited on evaluation. Potential
confounding factors were avoided as their obsessive
symptoms were not L-dopa induced, nor were motor
signs antipsychotic induced (patient 9, with history of
antipsychotic treatment, had a 6 month drug-free inter-
val before baseline assessment). The cases support the
view that lesions of the basal ganglia could account for
OCD as well as parkinsonism. Recognition of behavioral
as well as motor features is essential, as such patients
present a diagnostic and therapeutic challenge. A di-
agnosis of late-onset OCD with parkinsonism is often
shrouded in therapeutic nihilism as several authors
have observed limited response to psychotropic medi-
cation® and aggravation of motor symptoms with
SSRIs.?** Our case study gives us reason to be hopeful,
as all patients (including past nonresponders to SSRIs)

J Neuropsychiatry Clin Neurosci 20:3, Summer 2008



AGARWAL et al.

[ewouqe A

opeId = I5) 9SeasTp 3ILdY dPWNII = [(TY ‘UOHLIAdD SIXE o[ = (I V'] [00[q YoueIq a[punqg
POI=ggg1 “Te[NOLHUA O] = AT ‘Wrer30IpIedoydd = QD (SoxajaI uopua) dosp =Y 1(] Teroreriq="1/d NI /IS = T/ O[ed5 aAIs[ndwo)) SAISSISq() UMOIG-I[eX = SOOI

(9 193Sqa\\) doue[eqUUII

(82 SDOGA) Sunysem /Suruespd

— PO OHDAH ‘[euriou HHF uawrend 7 joreyur reunse| NIA 1/9 Arprsu paym3oD) ‘UOTJRUTUIRIUOD JO UOISSISA() 96 1/09 oL
(92 SDO4N)
sasndwr [epoINS ‘UoLRZI[EI0A
(£ 193SGOM) AreyunjoAur ‘wsIxniq
[ewtou OO joxeyur rejarred 7 pue erSued armsod ‘padooys ‘sdass 110ys ‘Bursserrequue Surnypjawos Surop

oo ‘av1oDa [eseq pue djepned Y oIejur reunde|  ‘Ssa Surms urre AJprdi [paymS8o)) JO I19J “UOTSSISO UOT)RUTUWRIUOD) 89 /89 6
er8ued [eseq pue ajepned (€2 SDOGNA) Y3eap JO SUOISSasqo

[euIoN] LY 10§ juduryeai], renorguaariad y Jorejur reunde| (P 1938qoM) Towaxy o] WSIXILIQ JuauwAow dAs[ndwoy) ¥ W/ 8
(CEREECIY) (#2 SOO4A) suors[nduod

119 [euriou HOHF [eyuouy 3391 ‘erereworeydodud disdD) 1<y Towaxy ‘Aypr3ur [paym30D) Suppayp ‘syuans Aep 03 Aeq 09 /09 L
(ST SDOFA) suorsindurod

) ag4g1 904 remoruaanad /g jorejur reunde| (F 193SOM) S0Ue[RqUIT JTBD) Suppa ‘syuvas Aep-03-Aeq 59 W/S9 9
auop (¥Z SOO4N)
A1981ns AT PIIAN OHDH resorred (6 193899M) L3TprSix yeadar 03 pasu Ayrarsindur

9)e)S0I] ‘priwa HOF pue TejuoIy /¢ 1DIRJUl Jeunde] [Poym80d ‘rowar) ‘eouerequup Buruuerdaid ‘syuens Aep-03-Aeq 09 N/Sz e
[ewrou OHDH (£ 1918q9M) (6 SDO4A) drsnu

[euLION ‘eurIou HHI erSued [eseq Y[ JoIRJUI TRUNDL] Q0®J ysew ‘Iourax) ‘AyIprr ¥ /PIOM /PUNOS dSUSSUOU JAISTLIFU] 19 W/¥9 ¥
(¥1 SOO4NX)
[ewIou OHDA (T 191SqOM) uorsinduwod [ejuaw ‘dadsadsru

119 ‘HAT OD4 [euLIoN Ayrprdu yuawasow ferorad 91e1s dad[s {UOIESIDAUOD S ]G /€9 €
(57 SDOGA) worsinduod
reyuaw ‘Ayrarspndurt ‘oseastp
[ewou QDA uor3ax (P 193SGOM) M UI0u0d ‘esndur uo

[euLIoN ‘[euriou HHF [€D1}I0DQNS UT JOIeJUT Jeunde| /g Iowaxy <y ‘ANPISu [PaymB0D) 3o [[IM Iedj J[os wirey S 1ea] 09 N/S9 z
(1 SO0dA)
rewtrou OHDA JoTRJUT (9 I9ISqIM) 0%J sewr Supyewr 3SI] 9A18$90X0 ‘Ajtarsnduur

ER) ‘Tewiou HHY Teunoe[ ‘re[ndrguaariad [ejuory 3397 ‘ssa] Surms wre 3urpox [1id 3397 Buruuerdaid ‘syuens Aep-03-Ae(q €9 N/S9 1

snjeig snjejg oerpieD) A suSIg ueruosunyIeJ uorsindwo),/uorssasqQ (s1eak) X3g  juaned

ajeysorg a)o RSy
jsuQ
sa[goi [edrur) pue dryderowsporog I F1GV.L

333

J Neuropsychiatry Clin Neurosci 20:3, Summer 2008



OCD WITH PARKINSONISM

showed an early and robust response to low doses of
clomipramine without significant adverse effects. A con-
comitant decline in the Webster score was an added ben-
efit. Sedative and anxiolytic effects of clomipramine ob-

viated the need for benzodiazepines in all except two
cases, avoiding drug interactions and the adverse cog-
nitive effects of benzodiazepines noted in parkinsonism.
Although our study is limited by the narrow population

TABLE 2. Past Treatment History

Duration of Past

Patient Past Diagnosis Treatment and Dosage Medication Response

1 Depression Mirtazapine (15 mg) 4 weeks No response

2 Depression All SSRI; all SNRI; adequate doses 3 years No response

3 Panic disorder Venlafaxine (75 mg) 2 years 80% (adverse effects)

4 Panic disorder Mianserin (40 mg) 1 year 50%

5 Depression Mianserin; Sertraline 3 years 25%

6 — — — —

7 Depression Mirtazapine (30 mg); Citalopram (10 mg) 4 weeks No response

8 Migraine + depression Valproate (1000 mg) + 1 year No response

Fluoxetine (40 mg)

9 Psychosis Citalopram, Risperidone 6 months Worsening

10 Recurrent depressive Carbamazepine 10 years Developed OCD while on
disorder medication

OCD = obsessive-compulsive disorder; SNRI = serotonin-norepinephrine reuptake inhibators; SSRI = selective serotonin reuptake inhibators

TABLE 3. Treatment Response to Clomipramine

Patient Maximum Dose Scale Baseline Wk 4 Wk 8 Wk 12 Wk 16 Wk 20 Wk 24 Wk 32
1 62.5 mg VAS 60% 75% 75% 75% 100% 100%
YBOCS 12 6 4 4 4 0 0
Webster 6 4 4 4 4 4 4
2 62.5 mg VAS 40% 40% 60% 80% 90% 100% 100%
YBOCS 25 20 20 15 9 6 0 0
Webster 4 2 2 1 1 1 1 1
3 37.5 mg VAS 60% 90% 90% 90% 90% 90% 100%
YBOCS 14 8 4 4 4 4 4 0
Webster 2 1 1 1 1 1 1 1
4 62.5mg VAS 50% 80% 90% 95% 100% 100% 100%
YBOCS 9 6 4 1 1 0 0 0
Webster 7 2 2 1 0 0 0 0
5 12.5 mg VAS 25% 30% 50% 60% 60% 75%
YBOCS 24 20
Webster 9 7
6 12.5 mg VAS 50% 75% 75%
YBOCS 15 9 5 5
Webster 4 3 2 2
7 75 mg VAS 20% 20% 20% 40%
YBOCS 24 22 22 20 18
Webster 6 5 5 4 4
8 75 mg VAS 20% 50% 100%
YBOCS 23 18 13 4
Webster 4 2 2 1
9 50 mg VAS 40% 75%
YBOCS 26 18
Webster 7 5
10 50 mg VAS 25% 50%
YBOCS 28 22
Webster 6 5

VAS = Visual Analogue Scale; YBOCS = Yale-Brown Obsessive Compulsive Scale
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sample, it indicates a need for evolution of therapeutic
strategies that address both behavioral and motor com-
ponents of obsessive-compulsive disorder with basal
ganglia lesions.

AGARWAL et al.

This work was presented at the 2nd Annual National Meet-

ing of the Indian Association for Geriatric Mental Health in
Chennai, India, on December 1-2, 2006.
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