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ORIGINAL ARTICLE

A 40-Year Follow-up of Patients
With Obsessive-compulsive Disorder

Gunnar Skoog, MD, PhD; Ingmar Skeog, MD, PhD

Arch Gen Psychiatry. 1999,56:121-127

£ Table 3. Age at Onset in Relation to Prognosis*
A s
£ 3
g5 Status al the Examinalion
s E in 1989-1993, No. (%)
E e : Improved :
E E With Clinical  Unchanged/
55 Age 1t Onsel, y Recovery  Symploms  Deteriorated
e Al patients
gg <20(n=41) 15(37) 12 (29) 14 (34)
B8 10 20-29 (n = 57) 29(51) M (37) 7(12)
= e e e e . & 1 & & 3(-39 (n = 40) 22 (55) 16 (40) 2(5)
W s =40 (n=6) 360 2(33) 1(17)
han
<20 (n=18) 5 (28) 5(28) 8 (44)
ASl PACIENTES 20-29 (n = 13) 5 (38) § (43) 2 (15)
B 30-39(n =8) 7(88) 1(13) 0(0)
47 ANOS DE SEGUIMIENTO w:l‘if“’ﬂ 2{100) 0(0) 0(0)
5 <20 (n=23) 10 (44) 7(30) 6 (26)
v'83% MEJORIA 20-29 (n = 44) 24 (55) 15 (34) 5 (1)
; 30-39 (n = 32) 15 (47) 15 {47) 2 (5)
v'20 % REMISION COMPLETA =0in=4 1@s) 2{50) 1(25)

v'25% REMISION CON SINTOMA
LINICOS



Tahle 2. Frequency of Some Dbsessive-compulsive
Symptoms From Onset to the First Examination
in 1954-1956 in Relation to Recovery in 1989-1993
No. (%) Recovered From
Obsessive-compulsive
Symptoms From Orset Disorder 1933-1993
Until 1954-1956 (n = 144)* (n = 69) Pt
Obsessions
Rumination (n = 85) A0 (47) o4
Impulsians (n = £9) 30 (44) 39
Doubt (n = 64) 27 (42) .28
Aggressiveness (1 = 60) 25 (42) 27
Aichmaophobic {n = 55) 21(38) Ao
Hypochondric (n=29) ~ 13(45) 87
Brooding on meaningless quastions 13 (38) 27
{n=34)
Guilt {n = 14} 3(21) 07
Magical (n = 22) 5(23) 02
Compulsions
Checking (n=43) 21(49) a7
Perfectionism (n = 29) 12(41) 56
Cleaning (n = 21) 7133) 22
Repetitions (n = 20) 6(30) 14
Counting (n =19 9(48) B4
Rituals {n = 15) 320 04
Washing (n = 14 4(29) 2

Table 4. GAF Scores in 1954-1956 in Relation to GAF Scores and Recovery in 1989-1993*

GAF Scores at the
Examination in
1954-1956 GAF Scores al the Examination in 1989-1993, No. of Patienfs

| ] I ] Recovery in
Mao. of 1989-1993,

Score Patients =75 B5-74 55-64 45-54 =44 Undelermined Mo. (%)

=75 28 27 0 0 1 1] 0 18 (B4)

G5-74 39 15 16 ] 0 1] 0 19 (48)

55-64 , BB 25 T 21 12 i 30 (45)

45-54 1 2 1 3 2 0 2(18)

Total 144 69 24 32 15 1 69 (48)




A 2-Year Prospective Follow-Up Study of
the Course of Obsessive-Compulsive Disorder

Jane L. Eisen, MD; Anthony Pinto, PhD; Maria C. Mancebo, PhD;
Ingrid R. Dyck, MPH; Maria E. Orlando, PhD; and Steven A. Rasmussen, MD

J Clin Ps §8):1033-1039

()

Table 2. Probability of Full or Partial Remission From
Obsessive-Compulsive Disorder Over 2 Years (N=214)

Full Remission Full or Partial Remission
Week n Probability n Probability
26 5 0.02 22 0.10°
52 7 0.03 36 0.17
78 10 0.05 42 0.21 v'88% ISRS
104 12 0.06 48 0.24

v'49% CBT
——
Table 3. Proportional Hazard Regression Testing Clinical
Predictors of Full or Partial Remission From Obsessive-

Table 4. Rate of Full or Pz Remission From Obsessive-
Compulsive Disorder Over 2 Years by Principal Obsession

Compulsive Disorder Over 2 Years (N=214)* Category (N=212)*
Hazard - Rate of Full or
: 2 . Principal Obsession Categor Partial Remission, %

Predictor B (SE) X P Ratio 95% CI Overresponsibility for harm (n=34) 41.8
Age at OCD onset, y .06 (.02) 1362 <.001 106 1.03-1.09 Somatic (n=18) 27.8
OCD severity, YBOCS -12(.03) 16.26 <.001 0.88 0.83-0.94 Miscellaneous (n=21) 23.8

total score Semlin=13) -

: Religious (n=14) 21.4
Insight, BABS total score .02 (.04) 0.26 .607 1.02  0.95-1.09 Contamination (n =42) 19.1
Age at intake, y -05(.01) 991 .002 096 0.93-0.98 Symmetry (n=27) 18.5
Male sex -89(31) 808 .005 041 0.22-0.76 e o7
Axis I comorbidity* ~13(.16) 067 413 088 0.64-1.20 e —— :
Weekly SRI usaged" 27 (.38) 050 .478 131  0.63-2.72 *Refers to the Yale-Brown Obsessive Compulsive Symptom Checklist
Number of CBT sessions’ -.44 (.23) 3.78 .052 064 0.41-1.00 category of the single obsession subject “would most like to get rid of”

v (mutually exclusive categories).
Mendlnbncn ambnsad alascslbnmaniiale: 700 . 0 AT-1 .2 90 10 N_ . AN




Five-Year Course of .
Obsessive-Compulsive Disorder:
Predictors of Remission and Relapse

Jane L. Eisen, MD; Nicholas J. Sibrava, PhD;
Christina L. Boisseau, PhD; Maria C. Mancebo, PhD;
Robert L. Stout, PhD; Anthony Pinto, PhD;

and Steven A. Rasmussen, MD

J Clin Psychiatry 2013;74(3):233-239

Figure 1. Survival Curves for Remission of
Obsessive-Compulsive Disorder Over Follow-Up According Table 2. Proportional Hazard Regression Testing Clinical Predictors of
to Primary Obsessive Symptom Remission and Relapse From Obsessive-Compulsive Disorder (OCD) Over
2 Years (N=213)

o Hazard
B (SE) L P Ratio  95% CI
Remission predictors?
0.8+ Duration of QCD (years) -0.06(0.02) 2614 <0000 095 092-097
;“; OCD severity (YBOCS total score)  =0.12(0.02) 3056 <0001 088  0.85-092
£ Insight (BABS total score) 0.04(003) 272 .10 104 0.99-1.10
5 064 Owerresponsibility for harm 0.64(0.27) 541 .02 1.8 1.11-322
Gender -0.34(023) 239 A3 0.71 0.45-1.11
L Hoarding -075(073) 105 .31 047 0.11-1.98
5 OCPD -048(030) 262 .11 062 0.34-1.11
€ 044 Axis 1 comorbidity* 0.06(0.10) 033 .57 106  0.87-1.29
E Relapse predictors?
<o Qverresponsibility for harm Duration of OCD (years) —-001 {001y 081 37 0% 0.97-1.01
029 _ #oovemesponsibisity for harm OCD severity (YBOCS total score) 0,02 (0.02) 042 .52 102 097-1.07
= = Hoarding Insight (BABS total score) -0.71 (0.03) 442  .04° 093  0.87-100
= No hoarding Overresponsibility for harm -0.73(037) 381 .05 048  0.23-1.00
00 , . : . . Gender 0.18(029) 040 53 120 0.68-2.11
0 1 2 3 4 5 Hoarding®
OCPD 094 (0.34) 776 <005 256 1.32-4.96

Years From Intake Axis] Cl:lll'l':ll'hid“."_i'h 0.19 (0.14) 1.89 A7 121 0.92-1.58




Figure 2. Survival Curves for Relapse of Obsessive-Compulsive Disord er Over Follow-Up
A. Partial Versus Full Remission B. Predictors of Relapse
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Abbreviation: OCPD = obsessive-compulsive personality disorde:.




] Clin Psychiatry 2013;74(5):464-469

x-Month Follow-Up of 2a Randomizecd pntrollec 14

Augmentmg Serotonin Reuptake Inhibitor Treatment
With Exposure and Ritual Prevention for
Obsessive-Compulsive Disorder

Edna B. Foa, PhD; Helzn Blair S5impson, MD, PhD; Michael R. Liebowitz, MD; Mark B. Powers, PhD; .
David Rosenfield, PhD; Shawn P. Cahill, PhD; Haphae! Campeas MD; Martin Franklin, PhD;
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Andrew B. S5chmidt, PhD; Donna Vermes, M5, NPP; and Monnica T. Williams, PhD

Figure 1. Patient Flow Diagram (CONSORT) for a Trial of EX/RP or SMT Augmenting SRl Treatment Figure 2. Discontinuous Growth Curve for Patients Receivin._
in Obsessive-Compulsive Disorder Either SMT or EX/RP (n=>54 per treatment condition) Acdd=c.
1 Assessﬁg;g_gm to SRl Treatment for Obsessive-Compulsive Disordes” .-~
28
Excluded for not meeting entranca criteria \n = 143)
Eligible but refused to particisate (n = 23} 267 \
Included in mndem asignment 2"‘ = l.
ety g . SMT
224 L -
1, - 4 i = & ﬁ "‘
—| Assigned 1o exposure and ritual prevention Assigned to stress management training | = 204 %
(EX/R?; n = 56) (SMT: n=55) o] "
3 g
Completed acute CX/FF (n - 48] Curnpleted acute SMT (n = 46) @ 167 % EX/RP
5 Nanrespanders (n = 8) —=  Nonrespoaders in = 34) = L —— S =
Respoaders (n = 40) Respenders (n= 12| 144 = mEmmommETTTET
T Fesponders who entered EX/ARP rraintenance (n=38); Responders whoentered SMT maintenance (n = 11): 124
H Didnot complata (n =132} Did not complete (n = 4)
% Completed (n = 26 Completed (n=7) 10 T T T T T
% 0 4 & 12 16 20 24 28 32
|| Week




Original Investigation
Cognitive-Behavioral Therapy vs Risperidone

for Augmenting Serotonin Reuptake Inhibitors

in Obsessive-Compulsive Disorder
A Randomized Clinical Trial

Helen Blair Simpson, MD, PhD; Edna B. Foa, PhD; Michael R. Liebowitz, MD; Jonathan D. Huppert, PhD; Shawn Cahill, PhDy;
Michael 1. Maher, PhD; Carmen P. McLean, PhD; James Bender Jr, PsyD; Sue M. Marcus, PhD; Monnica T. Williams, PhDy;
Jamie Weaver, MPH: Donna Vermeas, PMHNE; Page E. Van Meter, PhD; Carolyn |. Rodriguez, MD, PhD; Mark Powers, PhD;
Anthony Pinto, PhD; Patncia Imms, RN; Chang-Gyu Hahn, MD, PhD; Raphael Campeas, MD

JAMA Psychiatry. doi:10.1001/jamapsychiatry.2013.1932
Published online Septamber 11, 2013.

Figure 2. Change in Symptom Severity During Augmentation
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URIGINAL CONTRKIBU TTOIN

Long-Term Follow-Up Study of Patients With
Serotonin Reuptake Inhibitor—-Nonresponsive
Obsessive-Compulsive Disorder

Y.C. Janardhan Reddy, DPM, ML journal of Clinical Psychopharmacology * Volume 30, Number 3, june 2010

Thennarasu Kand

TABLE 3. Course and Outcome of SRI Nonresponders

With OCD (n = 36)

Variable n (%)
Outcome
Full remission 4(11)
Partial remission 10 (28)
In episode 22 (61)
Course
No OCD 4(11)
Subclinical OCD 10 (28)
Episodic OCD 3 (8)
Chronic OCD 19 (53)
Improvement based on CGI-I 17 (47)

TABLE 5. Regression Analysis of Predictors of Poor Outcome

Variable B SE Wald P OR 95% CI
Duration of follow-up 0.134 0.052 6.553 0.010 0.875 0.789-0.969
Age at onset of OCD 0.279 0.141 3.893 0.048 1.321 1.002-1.743
Quality of life 0.122 0.059 4236 0.040 0.885 0.787-0.994

@m 2.191 1.102 3.951 0.047 0.112 0.013-0.970
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Contents lists available at SdenceDirect

Journal of Affective Disorders

journal homepage: www.elsevier.com/locate/jad

Research report

A 5-year prospective follow-up study of patients with
obsessive—compulsive disorder treated with serotonin
reuptake inhibitors

Anish V. Cherian, Suresh Bada Math, Thennarasu Kandavel, Y.C. Janardhan Reddy *

National institute of Mental Health & Neurosciences (NIMHANS), Bangalore, Indin

Time Partal Full
(months)  remission remission
12 70% 53%

24 84% 62%

36 88% 63%

48 93% 65%

- 60 93% 65%

FULL REMISSION: 53%
PARTIAL REMISSION: 28%
TIEMPO EN TRATAMIENTO !

Cox proportional hazard regression (forward stepwise, Wakll) testing predictars of remission and relapse in obsessive—compulsive disorder patien:s over 5 years (n=106)

Variable E (SE} Wald significance Hazard ratio 95% Cl

Time to full cmission

Percentage of time on treatment IERUIILTLY 5140 0004 1013 1. Ohg— 122
Time to at beast partial remission

Percentage of time on treatment 0uD15 (D0 ) 15947 = 0LD01 1.015 L.D0E-1.023

Treatnent-naive at intake 0411 (0210) 3.846 0.05 1.509 0002277
Time to relapee after remig<ion

Doulrs and dhecking dimension —0385 {2167} 5317 oo 3580 04910944
Full remission - 1015 (03649) 7.569 000G 0363 0L176-0.747




Longitudinal course of pharmacotherapy in
obsessive-compulsive disorder
Jon E. Grant®, Maria C. Mancebo®, Eric WeinhandI®, Brian L. Odlaug®®,

Jane L. Eisen® and Steven A. Rasmussen®
International Qinical Psychopharmacology 2013, 28:200-205

43,7% ABANDONOS DE LA MEDICACION

Table 3 Predictors of serotonin reuptake inhibitor discontinuation

950% confidence interval

Odds ratio Lower bound Upper bound P-value
Age at baseline (per 5-year increment) 0.91 0.84 0.98 0.01
CBT = 11 sessions vs. <11 sessions in lifetime 0.568 0.47 0.98 0.04
OCD response to SRl use (at baseline)

Improvement with treatment vs. no improvemert with treatment 0.52 0.32 0.83 < 0.01
Time since initiation of current SRI trial (per 12-week increment) 0.96 0.93 0.99 0.02
Current SRI treatment

Citalopram: yes vs. no 1.61 1.02 2.52 0.04

Fluvoxamine: yes vs. no 0.31 0.14 0.68 <0.01
Current SRl dose

Low vs. moderate 1.77 1.19 2.64 <0.01

High vs. moderate 1.09 0.62 1.94 0.76

Table 4 Predictors of worsening of obsessive—-compulsive disorder after serotonin reuptake inhibitor discontinuation

95% confidence interval

Hazards ratio Lower bound Upper bound P-value
Age at baseline (per 5-year increment) 0.80 0.67 0.95 0.01
OCD onset nature
Sudden vs. not sudden 213 0.92 4.94 0.08
Obsession at baseline
Aggressive: yes vs. no 0.33 0.14 0.78 0.01
PSR score at conclusion of most recent SRI trial 0.62 047 0.80 <0.01

(per 1-point increment)




DEPRESSION AND ANXIETY 30:763-772 (2013)

Research Article

CLINICAL PREDICTORS OF LONG-TERM OUTCOME
IN OBSESSIVE-COMPULSIVE DISORDER

Ewgeni Jakubowvski,'* Juliana B. Diniz, M.D., Ph.D..? Carolina "l.ﬁ_ulurin:‘ Victor Fossaluza, M.Sc..?
Cristina Belotto-Silva, M.Sc., Ph.D..” Clarice Gorenstein, Ph.D.,*’ Euripedes Miguel, M.D., Ph.D.
R \ . 3 2

196 PACIENTES
TRATAMIENTO: TERAPIA DE CONDUCTA + FLUOXETINA
DURACION: 21 MESES

v'50% RESPONDEDORES (REDUCCION Y-BOCS > 35%)
v'21,3% REMISION COMPLETA (Y-BOCS < 8)
PREDICTORES DE PEOR EVOLUCION:

*EDAD INICIO PRECOZ

*DEPRESION COMORBIDA

CION DEL TOC ANTES DEL TRATAMIENTO




Long-Term Follow-Up and Predictors of Table 3, Sociodemographic and Clinical Characteristics of 60 Patients

Clinical Outcome in Obsessive-Compulsive Patients With OCD*
Treated With Serotonin Reuptake Inhibitors

and Behavioral Therapy Long-Term )
Assessment of OCD Severity
Ping Alongo, M. Jose M, Menchon, LD, Ph.D.; Josep Pifarre, M.D.;
David Mataiz-Cols, M.0., Ph.D.; Lianos Torves, M.D.; Rﬂﬂpﬁlﬁﬂﬁh Nmmpﬁndem“ Statistical
Purificacidin Salgado, M.D.; and Julio Vallejo, BLD,, Fh.D, . istic (N _ 33) (N =22 Cnmparisnn
J Clin Psychiatry 2001, 62 (7): 535-540 Age., y, mean = SD 193+ 10.5 32.1+ 100 NS {p=.3)
Male/female 26512 14/8 NSi{p=.7)
12 SEMANAS: Never mamied, N (5b) 2TV H 15 (68.2) NSip=.4)
, Age at cnset of OCD, 179+ 8.4 168156 NS (p=.6)
REDUCCION Y-BOCS: 29,9% y, Mean
(SD: 24,4%) @Eﬁ 10490 1534117 NS(p=.
¥
RESPONDEDORES: 38,3% (N=  perscnality disorders, N (%) 16 (42.1) 104550  NS(p=.2
23) Familial psychiateic 22 (579) 12 (54.5) NS (p=.8)
- background, N (%)
1-5 ANOS: Previoos OCD treatment, 25 (65.8) 18 (81.8) NS (p=.03)
. _ N (%)
REDUCCION Y-BOCS: 43,8% Baseline global Y-BOCS 1.5+7.1 26.5+54  NS(p=.09)
(SD: 28,9) seore, mean + 8D
Baseline Y-BOCS obsessions 125+ 3.7 1451£29 NS (p=.06)
38) Baseline Y-BOCS compulsions  11.2+49 12.0£4.6 NS (p=.3)
i , $00
ANALISIS REGRESION Reduction in Y-BOCS 34+ 234 226£248 NS{p=.08)
LOGISTICA: SCOIE 3 }
pharmacologic treatment,
SEXUAL/RELIGIOSO —» %, mean + 8D
NO RESPONDEDORES *Abbreviations; NS = not significant, OCD = gbsessive-compulsive disonder,

E’-BOCS =Yale-Hrown Obsessive Co sive Scale.
_ _ P Minimum Y-BOCS score reduction of 35% or final Y-BOUS score < 16.
(Rz_ 0,17, 8= -0,41; P= 0’001) “Y_BOCS score reduction < 35% and final Y-BOCS seore 2 16,




Available online at www sciencedirect.com

SciVerse ScienceDirect
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PSYCHIATRY

Comprehensive Psychiary 52 (20011) 670- 677 e —
www.elsevier comlocate'comppsyeh

Longitudinal course of obsessive-compulsive disorder in patients with
anxiety disorders: a 15-year prospective follow-up study
Brook A. Marcks™*, Risa B. Weisberg™*, Ingrid Dyck®, Martin B. Keller”

—4=Ro Comorbid
. 05 Depression (n=T6) —
E = o Camartid Deprassion
E - {n=37
g o4 2
£ 5 /_V.o—o—v"r
5 i 0.3 /./._/
-5 o2 i 02 +—p S
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o1 0.: i
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= W & & B S 9 & 3 5 Ok 5o o o 1 2 3 4 7T 6 T 8 2 1011 12 13 14 15
0 1 2 3 & 5 6 7 8 9 1011 12 13 14 15 Years Since Inake
Years Since Intake . . . o )
Fig. 3. Cumulative probability of full OCD remission by comorbid MDD,
Fig. 1. Curmlative probabiity of full remission from OX 03

u T T T T T T T T L] L ¥ L] T T
D1 2 3 4 5 6 7 8 % 1011 12 13 14 15
Years Since Intake

Fig. 2. Cumulative probability of relapee after remizzion from OCD among &
subset of 1 13 patients.



Long-term outcomes of obsessive—compulsive
disorder: follow-up of 142 children

and adolescents

N. Micali, I. Heyman, M. Perez, K. Hilton, E. Nakatani, C. Turner and D. Mataix-Cols

BJPS h The Bridish Journal of Psychiatry (20100
YC 197, 128-134. doi: 10.1192/bjp bp.109.075317

B Severe =30
O Moderate 20-29
40 O mild 11-19
* O subdlinical 0-10
-ﬂﬂ—
Eﬂ_
ﬂ ||
Bazeline Follow-up
{n=98) {n="98)

Fig. 2 Children's Yale—Brown QObsessive Compulsive Scale

soores at baseline and follow-up.




Table 5 Predictors for persistence of obsessive-compulsive disorder (OCD) and other psychiatric disorders at follow-up:
logistic regression, odds ratios (OR) and 95% CI

Gender, male 0.7 04-1.5) NS 0.5 02-1.3) NS
Age at onset 1.0 0.9-1.1) MS 1.0 0.9-1.2) NS
Duration of OCD 1.201.0-13) =005 1.0 09-1.2 NS
Family history of OCD 0.5 0.1-23) MS 0.9 0.1-4.9) MS
Cy¥-BOCS score at baseline 1.0 {1.0-1.1} NS 1.0 {(1.0-1.1) NS
Arny tics at baseline 0.2 0.1-0.8) =001 0.4 0.3-1.4) NS
Strengths and difficulties questionnaire
Parent total score at baseling® 1.0 {(1.0-1.1} 0.1 1.1 (1.0-1.7) =005
Parent emotional scome at baseline® 1.1 0.9-1.3) NS 1.2 (1.0=1.4) 0.08
Parent conduct score at baseling® 1.0 0E-1.2) NS 1.1 0.9-1.4) WS
Yourg person fotal score at baseling® 1.1 (1.0-1.1) 0.1 1.100-1.3 <005
Yourg person emational score at baseline® 1.2 1.0-1.5) (.1 1.3 01.0-1.4 =005
Yourg person conduct score at baseling” 1.007-1.2) MS 1.1 DE-1.4) MS

NS, nat significant; CY—BOCS, Children's Yale—Brown Obsessive Campuisive Scale
a Avalable for 116 participants.
b. Available on 74 parfcipants.




Predictors of Early Adult Outcomes in Pediatric-Onset
Obsessive-Compulsive Disorder

MchﬂH_Bln:h. G me%
KEIH_I % . Petarson and James F

055-1083; :I:I]II:! 2009,
DOL: 10154 sep 28,

TAELE 3 Cox Proportional-Hazard Model of Time to Remrission of Pediatric-Onset OC Symptoms

Parameter Hazard Ratic
(05%: Confidenoc Interval)

Gender 0.08 (0.02-0.13) [
0.83 (0.65-0.84) i

Childhood Children's ¥-BOCS score

Age a° baseline assassment 2100 (1642 45) < 001
(HIIT] a0 (2 10-49.42) az
ooo 0.7 (0.08-0.33) 014
Age of DCD onset 077 (0.70-0.84) 004
Primzry hoarding qmptnms 0.09 (0.03-0.23) 023

A lrmeen harned patin indieabne impranond Fimmn te mamicoin M symnfame Cnemaln dandnn mineo enunen indial ne
A IOWEr N3zard fatio indicaies an indregsad Lime l=nilll B Y Ay npeliiis Feniaie gEie i, i Ereoaa g HILar e

symptoms, younger ada at initial assessment, [atar age of onsef, comerbid 000, absence of comorbid tic symptoms, and
primary hoarding symptoms were associated with increased time to remission. Overall model 0t statistics wara as follows:
likelinood ratio: x§ = 38.0; P < 0001 (N = 45).
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Subtipos de TOC o fenotipos

Mediados por diferentes mecanismos
psicobiologicos: sustrato genético y/o
neurobioldgico especifico.

Edad de inicio (Geller et al., 1998)

Género (Lensi et al., 1996)

Comorbilidad (Leckman et al., 1997)

Insight (Aigner et al., 2005)

Dimensiones sintomaticas (Mataix-Cols et al., 2005)
Respuesta a tratamiento (Jenike et al., 1997)



FIGURE 1. Distribution of Ages at Onset for 100 Probands With Ob-
sessive-Compulsive Disorder
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FENOTIPOS DE TOC EN FUNCION
DE LA EDAD DE INCIO

Ausencia de criterio standard para fijar la edad
de corte: 10, 15, 17 o0 18 anos.

Posible sesgo relacionado con la influencia del
tiempo de evolucion de la enfermedad (Ravizza

et al., 1997; 1995).

Comparacion TOC pediatrico/TOC en adultos
(edad de inicio?).

Estudios en adultos EOCD/LOCD:

obtencion retrospectiva de la edad de inicio.

primeros sintomas (sub-clinicos) vs sintomas
acompaiiados de interferencia significativa ?



TOC PEDIATRICO

* Predominio de (Geller et al. 1998,
Bellodi et al., 1992; Rasmussen y Eisen,
1990; Zohar, 1999). NO (Hemmings et al.,
2004)

-Comorbilidad:

-Tics, trastorno de Tourette
-Conductas disruptivas

-Trastornos del desarrollo

(Geller et al., 1996; Miguel et al., 2001; Swedo
et al., 1989).




TOC PEDIATRICO

« Mayor carga familiar de TOC (Pauls et al.,
1995; Nestadt et al., 2000)

* Pobre insight (Geller et al. 1998).

* Neuropsicologia: resultados
controvertidos:

— Behar et al., 1984 --- déficits en funciones
ejecutivas

— Beers et al., 1999 --- sin diferencias



mi— () Female )
gl £y Male O
A Family History
g = of OCD A
?r ) ® & o .
-y 8 e e D) Gl T
% &I HoA @ A O A O O
5 4 NS O A A A Q A D
3 O o DEA TR B L
2F A A A T I 1 O U O o IR T
11 A A SN A NN A A AN A A A DL
| ' | | O | | | | JIE) i | i
= IE R T T N ) A P Ve

Age of Onset

Figure 1. SeX, age of onset, and family histary of 00D in NIMH childhood fadolescent
OCD sample (Y = T0)



TOC de inicio precoz

Rosario-Campos et al., Am J Psychiatry 2001, 158:1899-1903
 N=42 TOC: EOCD < 10 aiios versus LOCD > 17 afios

» Edad de inicio de los primeros sintomas, no afectacion clinica
completa.

« EOCD:

— Mayor frecuencia de compulsiones “tic-/ike”: necesidad
de tocar o gestualizar.

— Fendémenos sensoriales mentales y corporales.
— Trastorno por tics comérbido

— Mayor severidad basal del TOC

— Mas compulsiones sin obsesiones (inicio previo
compulsiones)(Geller et al., 1998, Rapoport, 1989)

— Compulsiones de acumulacién y repeticion
— Peor respuesta a corto plazo a ISRS (31% vs 81%)
— Sin diferencias de género.




TOC de inicio precoz

Fontenelle et al., J Psych Research 2003 37:127-133

* N= 66 TOC (33 sujetos inicio < 17 afios)
* Predominio de varones
« EOCD:

— Mayor nimero de obsesiones y compulsiones.

— Mayor frecuencia de rituales de repeticion

* Cavallini et al. 2002:genotipo homozigoto para el alelo L de la
region promotora del gen del trasportador de serotonina

— Mayor severidad basal del TOC

— Mayor nimero requerido de ensayos terapeuticos a largo
plazo

— SIN diferencias en la respuesta a largo plazo al
tratamiento farmacolégico y CBT.



Edad de inicio y prediccion de
respuesta a largo plazo

RESULTADOS CONTROVERTIDOS:

— NO valor predictivo:
e Ackerman et al., 1998
e Alonso et al., 2001

— INICIO PRECOZ - PEOR EVOLUCION:
 Ackerman et al., 1994

e Ravizza et al., 1995
* Rosario-Campos et al., 2001
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TOC de inicio precoz

Diniz et al, J Clin Psychiatry 2004 65:22-27

N= 161 TOC adultos

Edad precoz inicio se asocia:
trastorno por tics 39%
T. Bipolar 9%
T. alimentacion 11%
cleptomania 4%
tricotilomania 10%.

Periodo prolongado de enfermedad se asocia a
trastornos depresivos (71%)

Fobia social se asocia a ambos por igual (39%).



Figure 1. Odds Ratio for Lifetime Tic Disorders by Age at
Onset of Obsessive-Compulsive Symptoms {binary logistic
regression)
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Figure 2. Odds Ratio for Lifetime Depressive Disorder by
Duration of Obsessive-Compulsive Disorder {QCD) [llness
{binary logistic regression)
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Edad de inicio del TOC y factores genéticos.

Bellodi et al., Psychiatry Research 1992; 42: 11-120

e N=92 pacientes TOC adultos

e TOC inicio precoz (n=21) > antecedentes
familiares de TOC que en sujetos con inicio
tardio (8,8% vs 3,4%)



Edad de inicio del TOC y factores genéticos.

Hemmings et al., Psychiatry Research 2004, 128: 175-182

N =252 TOC (133 sujetos con inicio < 15 afios).

Polimorfismo DRD4 VNTR: menor frecuencia del
alelo a7 en la muestra global de TOC respecto a
controles sanos.

Menor frecuencia en TOC de inicio precoz
(11,5% vs 20%; p=0,028)

Edad precoz de inicio se asocia a: tics, Sd.
Tourette, tricotilomania, TP esquizotipico y
limite.



Edad de inicio del TOC y factores genéticos.

Cavallini et al., 2002

 Estudio de la anticipacién en la edad de
inicio del TOC (DNA inestable;
repeticion de trinucledtidos)

* N= 40 TOC con familiares de primer
orden afectados
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Neuroimagen funcional y edad de inicio del
TOC

Bussato et al., J Am Acad Child Adolesc Psychiatry 2001,
40.347-354

EOCD: menor flujo sanguineo cerebral
regional que LOCD en el talamo derecho,

cortex cingulado anterior izquierdo y
cértex prefrontal bilateral inferior.

Las alteraciones del talamo explicarian la
mayor resistencia a los tratamientos.




Bramn Imaging Behav. 2010 March ; 4(1): 3545 doa:10.1007/s11682-000-9083-2.
Correia et al.

Basal Ganglia MR Relaxometry in Obsessive-Compulsive
Disorder: T2 Depends Upon Age of Symptom Onset
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Table 3
Pairwise comparisons of globus pallidi T2 values
Region Group A Mean (50 Group B Mean(50)) Mean difference (A-B)  Standwrd error  p
TIneh globus pallidis  Contmls 54.0143.96)  Early onset 52,85 (2.492) 1.16 A7
Late onset 50.67(4.47) 334 120 ne®
Early onset I ate onset 218 6 253
T2 lefi globus pallidus Contmls 53.4304.34)  Early onset 53,14 (2.65) 0.29 13 it
Late onset 49 85(3.47) 358 18 T
Farly onsel Late onset 3.29 34 n44

Control =33, Early-Unset n=|7; Late-Unset =15

.
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J | UNIDAD DE TRASTORNOS OBSESIVO-COMPULSIVOS
> HOSPITAL DE BELLVITGE

- 475 TOC Adultos (1994-2013)

« 237 varones (49,8 %)/238 mujeres (51,2%)

e Edad actual: 31,7 afios (SD: 11,57) (18-65)

» Edad inicio TOC: 19,2 afios (SD: 7.6) (5-52)

« Tiempo evolucién TOC: 12 4 aios (10,7) (1-50)
« HDRS: 13,6 (SD:5,7)

« Y-BOCS: 25,8 (SD:6,7)

 Y-BOCS Obsesiones: 12,5 (5D:4,5)

« Y-BOCS Compulsiones: 13,2 (SD:3,5)



TOCY EDAD DE INICIO

PUNTO DE CORTE: 15 afios
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TOC Y EDAD DE INICIO

SIN DIFERENCTAS SIGNIFICATIVAS EN LA
DISTRIBUCION POR GENERO
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TOC Y EDAD DE INICIO: Caracteristicas clinicas

< 15 anos > 15 anos
Edad actual 30,0 anos 32,0 anos
Edad de inicio 12,2 aios 22,9 anos *
12 Consulta 8,7 aios 4 anos *
HDRS 14,2 13,5
Y-BOCS basal 27,1 25,3
Y-BOCS obs 13,9 12,8 *
Y-BOCS comp 13,2 12,4
HDRS 12 sem 9,7 9,3
Y-BOCS 12 sem 19,7 18,4
Y-BOCS obs 10,2 9,4
Y-BOCS comp 9,5 9,0

Reduc 12 sem 29,08 % 30,08 %
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TOCY EDAD DE INICIO: Caracteristicas clinicas
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TOCY EDAD DE INICIO: Caracteristicas clinicas
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TOCY EDAD DE INICIO: Caracteristicas clinicas
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TOCY EDAD DE INICIO: Caracteristicas clinicas
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10 O < 15 ANOS

O > 15 ANOS

COMPLICACIONES
OBSTETRICAS



BAER, 1994
CONTAMINACION + LIMPIEZA + COMPROB

SIMETRIA+ ORDEN + ACUMULACION
AGRESIVO/ SEXUAL/RELIGIOSO

J L

LECKMAN Y COLS., 1997
CONTAMINACION + LIMPIEZA
SIMETRIA+ORDEN
ACUMULACION
AGRESIVAS/SEXUAL/RELIGIOSO + COMPROBACION

J L

MATAIX-COLS Y COLS, 1999; CALAMARI Y COLS, 1999
CONTAMINACION + LIMPIEZA
SIMETRIA + ORDEN
ACUMULACION
AGRESIVAS + COMPROBACION
SEXUAL/RELIGIOSO




Relative gray matter volume reduction in patients with prominent

aggressive obsessions and checking compulsions
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The major symptom dimensions of
obsessive-compulsive disorder are mediated
by partially distinct neural systems
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Research Paper

Association between the NMDA glutamate receptor
GRIN2B gene and obsessive-compulsive disorder

Pino Alonso, PhD;* Monica Gratacés, PhD;* Cinto Segalas, PhD; Georgia Escaramis, PhD;
Eva Real, MD; Ménica Bayés, PhD; Javier Labad, MD; Clara Lopez-Sola, MD);
Xavier Estivill, PhD; José M. Menchan, PhD

] Psychiatry Neurosci 2012:37(4)
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Psychoneursendocrinology [2011) 36, 473483

available at www.sciencedirect.com
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Variants in estrogen receptor alpha gene are
associated with phenotypical expression of
obsessive-compulsive disorder
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CONCLUSIONES

LOS PACIENTE CON TOC TRATADOS DE
FORMA INTENSIVA PRESENTAN A LARGO
PLAZO UNA BUENA EVOLUCION:

= 70-80 % MEJORAN

= 40-507% REMITEN PARCIAL O TOTALMENTE

TRATAMIENTO INTENSIVO:
= TSRS DE FORMA PROLONGADA

= TERAPTA DE CONDUCTA, TERAPIA DE
CONDUCTA, TERAPIA DE CONDUCTA




ES NECESARIO IDENTIFICAR FENOTIPOS
HOMOGENEOS DE TOC QUE FACILITEN EL
ESTUDIO DE LA ETIOPATOGENIA DE LA
ENFERMEDAD:

- EDAD DE INICIO

= DIMENSIONES DE SINTOMAS

= INTERACCIONES ENTRE DISTINTOS
FENOTIPOS

OBJETIVO FINAL: PERSONALIZAR EL
TRATAMIENTO Y MEJORAR EL
PRONOSTICO A LARGO PLAZO DE
NUESTROS PACIENTES



IMUCHAS GRACIAS
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