
BackgroundBackground Venlafaxine extended-Venlafaxine extended-

release (ER) has proven efficacy intherelease (ER) hasproven efficacy inthe

treatmentof anxiety symptomsinmajortreatmentof anxiety symptomsinmajor

depression, generalised anxietydisorderdepression, generalised anxietydisorder

and social anxietydisorder.and social anxietydisorder.

AimsAims To evaluatetheefficacy, safetyandTo evaluatetheefficacy, safetyand

tolerabilityof venlafaxine ER intreatingtolerabilityof venlafaxine ER intreating

panic disorder.panic disorder.

MethodMethod Adultout-patients (Adultout-patients (nn¼361)361)

with panic disorder were randomlywith panic disorder wererandomly

assigned to receive venlafaxine ERassigned to receive venlafaxine ER

(75^225mg/day) or placebo for up to10(75^225mg/day) or placebo for upto10

weeks in a double-blind study.weeks in a double-blind study.

ResultsResults Venlafaxine ERwasnot associ-Venlafaxine ERwasnot associ-

atedwith agreaterproportionatedwith agreaterproportion of patientsof patients

free fromfull-symptomfree fromfull-symptompanicattacksatthepanicattacksatthe

finalon-therapyevaluafinalon-therapyevaluation, butwastion, butwas

associatedwith lowermeanpanic attackassociatedwith lowermeanpanic attack

frequency and a higherproportion freefrequency and a higher proportion free

fromlimited-symptompanic attacks,fromlimited-symptompanic attacks,

higher response andremissionrates, andhigher response andremissionrates, and

improvementsin anticipatoryanxiety, fearimprovementsin anticipatoryanxiety, fear

and avoidance.Adverse eventswereand avoidance.Adverse eventswere

comparablewiththose ofthe drug incomparablewiththose ofthe drug in

depression and anxietydisorders.depression and anxietydisorders.

ConclusionsConclusions Venlafaxine ER seems toVenlafaxine ER seems to

beeffective andwelltoleratedinthe short-beeffective andwelltoleratedinthe short-

termtreatmentof panic disorder.termtreatmentof panic disorder.
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Venlafaxine extended-release (ER) is aVenlafaxine extended-release (ER) is a

serotonin–noradrenaline reuptake inhibitorserotonin–noradrenaline reuptake inhibitor

with little or no affinity for muscarinic,with little or no affinity for muscarinic,

histaminergic or adrenergic receptorshistaminergic or adrenergic receptors

(Muth(Muth et alet al, 1986). Its efficacy, safety and, 1986). Its efficacy, safety and

tolerability in treating depression (Smithtolerability in treating depression (Smith

et alet al, 2002), generalised anxiety disorder, 2002), generalised anxiety disorder

(Gelenberg(Gelenberg et alet al, 2000) and social anxiety, 2000) and social anxiety

disorder (Allgulanderdisorder (Allgulander et alet al, 2004) have, 2004) have

been well established. Small open-labelbeen well established. Small open-label

and double-blind studies with venlafaxineand double-blind studies with venlafaxine

immediate release (IR) have suggested thatimmediate release (IR) have suggested that

it is effective in the treatment of panic dis-it is effective in the treatment of panic dis-

order (Pollackorder (Pollack et alet al, 1996). This random-, 1996). This random-

ised, double-blind, placebo-controlled trialised, double-blind, placebo-controlled trial

further examines the safety and efficacy offurther examines the safety and efficacy of

venlafaxine ER in out-patients with panicvenlafaxine ER in out-patients with panic

disorder.disorder.

METHODMETHOD

Study designStudy design

This was a randomised, double-blind,This was a randomised, double-blind,

parallel-group study conducted at 50 sitesparallel-group study conducted at 50 sites

in Canada, Europe and South Africain Canada, Europe and South Africa

comparing flexible-dose treatment withcomparing flexible-dose treatment with

venlafaxine ER and placebo in adult out-venlafaxine ER and placebo in adult out-

patients who met the criteria for panicpatients who met the criteria for panic

disorder with or without agoraphobiadisorder with or without agoraphobia

according to theaccording to the Diagnostic and StatisticalDiagnostic and Statistical

Manual of Mental DisordersManual of Mental Disorders (4th edn,(4th edn,

DSM–IV; American Psychiatric Associa-DSM–IV; American Psychiatric Associa-

tion, 1994). The institutional review boardtion, 1994). The institutional review board

for each site and the regulatory agencies forfor each site and the regulatory agencies for

each country approved the protocol andeach country approved the protocol and

written informed consent was receivedwritten informed consent was received

from all participants before randomisation.from all participants before randomisation.

Sample selectionSample selection

Eligible out-patients were men and womenEligible out-patients were men and women

at least 18 years of age who met DSM–IVat least 18 years of age who met DSM–IV

criteria for panic disorder for at least 6criteria for panic disorder for at least 6

months before study day 1. Confirmationmonths before study day 1. Confirmation

of the primary diagnosis of panic disorderof the primary diagnosis of panic disorder

and exclusion of other psychiatric diag-and exclusion of other psychiatric diag-

noses such as major depressive disordernoses such as major depressive disorder

and generalised anxiety disorder was madeand generalised anxiety disorder was made

using the DSM–IV and the modified Mini-using the DSM–IV and the modified Mini-

International Neuropsychiatric InterviewInternational Neuropsychiatric Interview

(Sheehan(Sheehan et alet al, 1998). Participants were, 1998). Participants were

required to have a Clinical Globalrequired to have a Clinical Global

Impression – Severity (CGI–S) (Guy, 1976)Impression – Severity (CGI–S) (Guy, 1976)

scorescore 554, a minimum of four or more4, a minimum of four or more

full-symptom panic attacks during thefull-symptom panic attacks during the

4 weeks before the screening visit, and at4 weeks before the screening visit, and at

least two full-symptom panic attacksleast two full-symptom panic attacks

during the 14during the 14++3-day placebo lead-in3-day placebo lead-in

period between the screening visit and base-period between the screening visit and base-

line (study dayline (study day 771) to be eligible for the1) to be eligible for the

study. For the Panic and Anticipatorystudy. For the Panic and Anticipatory

Anxiety Scale (PAAS; Sheehan, 1983),Anxiety Scale (PAAS; Sheehan, 1983),

participants were given diary cards toparticipants were given diary cards to

record daily details regarding their panicrecord daily details regarding their panic

attack frequency (including symptoms,attack frequency (including symptoms,

situational or unexpected) and anticipatorysituational or unexpected) and anticipatory

anxiety, and the investigator then com-anxiety, and the investigator then com-

pleted the scale after interview to verifypleted the scale after interview to verify

the information in the diary.the information in the diary.

Individuals were excluded if they metIndividuals were excluded if they met

diagnostic criteria for any clinically import-diagnostic criteria for any clinically import-

ant Axis I or Axis II disorder, current orant Axis I or Axis II disorder, current or

predominant, within 6 months of studypredominant, within 6 months of study

day 1, or if they had a history of alcoholday 1, or if they had a history of alcohol

dependence or misuse (as defined independence or misuse (as defined in

DSM–IV) within 1 year of study day 1.DSM–IV) within 1 year of study day 1.

Those with a 17-item HamiltonThose with a 17-item Hamilton

Rating Scale for Depression (HRSDRating Scale for Depression (HRSD1717;;

Hamilton, 1960) total scoreHamilton, 1960) total score 5515, an15, an

HRSDHRSD1717 item 1 (depressed mood) scoreitem 1 (depressed mood) score

442, a Covi Anxiety Scale (Lipman, 1982)2, a Covi Anxiety Scale (Lipman, 1982)

total score less than or equal to their Raskintotal score less than or equal to their Raskin

Depression Scale (Lipman, 1982) totalDepression Scale (Lipman, 1982) total

score, or a Raskin Depression Scale totalscore, or a Raskin Depression Scale total

scorescore 449 or single-item score9 or single-item score 443 at3 at

screening were also excluded.screening were also excluded.

Individuals were excluded if they hadIndividuals were excluded if they had

received treatment with venlafaxine IR orreceived treatment with venlafaxine IR or

ER within 6 months of study day 1, if theyER within 6 months of study day 1, if they

had taken investigational drugs, anti-had taken investigational drugs, anti-

psychotics or fluoxetine, or had regularlypsychotics or fluoxetine, or had regularly

used benzodiazepines or triptans withinused benzodiazepines or triptans within

30 days of study day 1; had taken other30 days of study day 1; had taken other

antidepressants, monoamine oxidase inhi-antidepressants, monoamine oxidase inhi-

bitors, non-benzodiazepine anxiolytics, orbitors, non-benzodiazepine anxiolytics, or

other psychopharmacological drugs (in-other psychopharmacological drugs (in-

cluding lithium, stimulants, or sedative-cluding lithium, stimulants, or sedative-

hypnotics or herbal products intended tohypnotics or herbal products intended to

treat anxiety or depression) within 14 daystreat anxiety or depression) within 14 days

of study day 1; had undergone investiga-of study day 1; had undergone investiga-

tional procedures within 30 days of studytional procedures within 30 days of study

day 1 or electroconvulsive therapy withinday 1 or electroconvulsive therapy within

60 days; had taken non-psychopharmaco-60 days; had taken non-psychopharmaco-

logical drugs with psychotropic effectslogical drugs with psychotropic effects

unless they had been maintained at a stableunless they had been maintained at a stable

dose for at least 3 months before study daydose for at least 3 months before study day

1 and the patient was expected to continue1 and the patient was expected to continue

taking the drug without dose changestaking the drug without dose changes
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throughout the study; or had initiated orthroughout the study; or had initiated or

changed the intensity of formal psycho-changed the intensity of formal psycho-

therapy or cognitive–behavioural therapytherapy or cognitive–behavioural therapy

within 30 days of study day 1.within 30 days of study day 1.

Other reasons for exclusion were theOther reasons for exclusion were the

presence of clinically significant abnormalpresence of clinically significant abnormal

findings on laboratory tests, electrocardio-findings on laboratory tests, electrocardio-

gram (ECG), vital signs or physical examin-gram (ECG), vital signs or physical examin-

ation; a history or presence of clinicallyation; a history or presence of clinically

important medical conditions; and, inimportant medical conditions; and, in

women of childbearing potential, preg-women of childbearing potential, preg-

nancy, lactation or not using a medicallynancy, lactation or not using a medically

acceptable form of contraception. A positiveacceptable form of contraception. A positive

test result for any drug of misuse at thetest result for any drug of misuse at the

screening visit required either immediatescreening visit required either immediate

exclusion or discussion with the medicalexclusion or discussion with the medical

monitor as to whether a negative result ofmonitor as to whether a negative result of

a retest was acceptable for inclusion in thea retest was acceptable for inclusion in the

study. All concomitant treatments prohib-study. All concomitant treatments prohib-

ited before study day 1 were also prohibitedited before study day 1 were also prohibited

during the study.during the study.

Drug administrationDrug administration

After a 14After a 14++3-day single-blind, placebo3-day single-blind, placebo

lead-in period, participants werelead-in period, participants were

randomly assigned to receive double-blindrandomly assigned to receive double-blind

venlafaxinevenlafaxine ER or placebo for up to 10ER or placebo for up to 10

weeks, followed by a taper period of upweeks, followed by a taper period of up

to 14 days (which could be omitted orto 14 days (which could be omitted or

prolonged if clinically indicated). Partici-prolonged if clinically indicated). Partici-

pants returned for a post-study evaluationpants returned for a post-study evaluation

4–10 days after taking the last dose of study4–10 days after taking the last dose of study

medication. A 37.5 mg dose was used formedication. A 37.5 mg dose was used for

the first 4 days of treatment and thenthe first 4 days of treatment and then

increased to 75 mg. If clinically indicated,increased to 75 mg. If clinically indicated,

the dose could be increased to 150 mgthe dose could be increased to 150 mg

venlafaxine ER (or two placebo capsules)venlafaxine ER (or two placebo capsules)

after day 14 and to a maximum ofafter day 14 and to a maximum of

225 mg venlafaxine ER (or three placebo225 mg venlafaxine ER (or three placebo

capsules) after day 21. Dosage decreasescapsules) after day 21. Dosage decreases

were permitted at any time during the studywere permitted at any time during the study

to improveto improve tolerance at the discretion of thetolerance at the discretion of the

investigator, but after study day 7, theinvestigator, but after study day 7, the

minimum daily dose allowed was one cap-minimum daily dose allowed was one cap-

sule in the morning (75 mg venlafaxine ERsule in the morning (75 mg venlafaxine ER

or placebo). Those unable to tolerateor placebo). Those unable to tolerate

75 mg venlafaxine ER were withdrawn75 mg venlafaxine ER were withdrawn

from the study.from the study.

Efficacy assessmentsEfficacy assessments

The primary efficacy assessment, the PAAS,The primary efficacy assessment, the PAAS,

was administered at the screening visit andwas administered at the screening visit and

on study dayson study days 771, 7, 14, 21, 28, 42, 56 and1, 7, 14, 21, 28, 42, 56 and

70, along with the CGI–S and the Phobia70, along with the CGI–S and the Phobia

Scale (Sheehan, 1983). The Clinical GlobalScale (Sheehan, 1983). The Clinical Global

Impression – Improvement (CGI–I; Guy,Impression – Improvement (CGI–I; Guy,

1976) scale was assessed starting on study1976) scale was assessed starting on study

day 7 and at each time point thereafter.day 7 and at each time point thereafter.

The final on-therapy evaluation for eachThe final on-therapy evaluation for each

measure was performed within 3 days ofmeasure was performed within 3 days of

the last full dose of study medicationthe last full dose of study medication

(before taper).(before taper).

The primary outcome measure was theThe primary outcome measure was the

percentage of participants who were freepercentage of participants who were free

from full-symptom panic attacks (from full-symptom panic attacks (5544

symptoms) at the on-therapy evaluation.symptoms) at the on-therapy evaluation.

The post-baseline full-symptom panicThe post-baseline full-symptom panic

attack frequency from the PAAS was evalu-attack frequency from the PAAS was evalu-

ated in 2-week (14-day) periods, and for theated in 2-week (14-day) periods, and for the

PAAS, the on-therapy evaluation includedPAAS, the on-therapy evaluation included

the last 14 days of data collected duringthe last 14 days of data collected during

the on-therapy period.the on-therapy period.

Secondary outcome measures com-Secondary outcome measures com-

prised the change from baseline in full-prised the change from baseline in full-

symptom panic attack frequency (basedsymptom panic attack frequency (based

on the PAAS), response and remission.on the PAAS), response and remission.

Response to treatment was defined as aResponse to treatment was defined as a

CGI–I score of 1 (very much improved) orCGI–I score of 1 (very much improved) or

2 (much improved). Remission was defined2 (much improved). Remission was defined

using the CGI–I and CGI–S. Patients wereusing the CGI–I and CGI–S. Patients were

considered to be in remission at a givenconsidered to be in remission at a given

evaluaevaluation using the CGI–I if they hadtion using the CGI–I if they had

zerozero full-symptom panic attacks on thefull-symptom panic attacks on the

PAAS and a CGI–I score of 1 (very muchPAAS and a CGI–I score of 1 (very much

improved) at any 2-week evaluation andimproved) at any 2-week evaluation and
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Fig. 1Fig. 1 Study flow chart.Data from one site (Study flow chart.Data from one site (nn¼15) were excluded from the intent-to-treat (ITT) population15) were excluded from the intent-to-treat (ITT) population

because of poor compliancewith good clinical practices. Inclusion of these15 individuals in the efficacy analyses,because of poor compliancewith good clinical practices. Inclusion of these15 individuals in the efficacy analyses,

however, did not change the results obtained using themodified ITT population of 328 reported here.Of note,however, did not change the results obtainedusing themodified ITT population of 328 reportedhere.Of note,

49 participants hadmajor protocol violations identified by the sponsor before unmasking. Efficacy analyses49 participants hadmajor protocol violations identified by the sponsor before unmasking. Efficacy analyses

performed on theper-protocol population, excluding thosewith protocol violations thatmight affect the studyperformed on the per-protocol population, excluding thosewith protocol violations thatmight affect the study

results, didnotdiffer significantly from the analyses for themodified ITT population.Therefore, only the resultsresults, did notdiffer significantly from the analyses for themodified ITT population.Therefore, only the results

of the efficacy analyses with themodified ITT population described above are reported.Completers wereof the efficacy analyses with themodified ITT population described above are reported.Completers were

defined as those in the ITT populationwhose last Panic and Anticipatory Anxiety Scale evaluationwas at leastdefined as those in the ITT populationwhose last Panic and Anticipatory Anxiety Scale evaluationwas at least

9 weeks after the first.9 weeks after the first.
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at the on-therapy evaluation. Using theat the on-therapy evaluation. Using the

CGI–S, patients were considered to be in re-CGI–S, patients were considered to be in re-

mission at a given evaluation if they hadmission at a given evaluation if they had

zero full-symptom panic attacks on thezero full-symptom panic attacks on the

PAAS and a CGI–S score of 1 or 2PAAS and a CGI–S score of 1 or 2

(1(1¼normal, not at all ill; 2normal, not at all ill; 2¼borderlineborderline

mentally ill) at any 2-week evaluation andmentally ill) at any 2-week evaluation and

at the on-therapy evaluation. Other second-at the on-therapy evaluation. Other second-

ary efficacy measures analysed at each 2-ary efficacy measures analysed at each 2-

week time point or at the time of disconti-week time point or at the time of disconti-

nuation included anticipatory anxiety andnuation included anticipatory anxiety and

limited-symptom panic attacks (bothlimited-symptom panic attacks (both

measures from the PAAS), the CGI–S andmeasures from the PAAS), the CGI–S and

CGI–I, the Phobia Scale fear and avoidanceCGI–I, the Phobia Scale fear and avoidance

factors, and the Covi Anxiety Scale.factors, and the Covi Anxiety Scale.

At baseline and on study day 70, partici-At baseline and on study day 70, partici-

pants were evaluated on the Quality of Lifepants were evaluated on the Quality of Life

Enjoyment and Satisfaction QuestionnaireEnjoyment and Satisfaction Questionnaire

(Q–LES–Q; Endicott(Q–LES–Q; Endicott et alet al, 1993), the, 1993), the

Sheehan Disability Scale (Sheehan, 1983)Sheehan Disability Scale (Sheehan, 1983)

and an exploratory resource utilisation inand an exploratory resource utilisation in

panic disorder (RUPD) assessment compris-panic disorder (RUPD) assessment compris-

ing a series of single-item responses measur-ing a series of single-item responses measur-

ing unscheduled use of various healthcareing unscheduled use of various healthcare

services.services.

Safety and tolerability assessmentsSafety and tolerability assessments

All ‘treatment-emergent’ adverse eventsAll ‘treatment-emergent’ adverse events

were reported, including those not con-were reported, including those not con-

sidered to be drug related and those thatsidered to be drug related and those that

occurred during the taper/post-studyoccurred during the taper/post-study

period. Safety assessments were based onperiod. Safety assessments were based on

reports of adverse events and results ofreports of adverse events and results of

routine physical examinations, measure-routine physical examinations, measure-

ments of vital signs, laboratory determina-ments of vital signs, laboratory determina-

tions, and ECG. Vital signs (supine andtions, and ECG. Vital signs (supine and

standing blood pressure and supine pulse)standing blood pressure and supine pulse)

were evaluated at screening and baseline,were evaluated at screening and baseline,

at each visit during the double-blind period,at each visit during the double-blind period,

and at the post-study visit. Weight wasand at the post-study visit. Weight was

evaluated at baseline (study dayevaluated at baseline (study day 771) and1) and

on study day 70. Electrocardiogram record-on study day 70. Electrocardiogram record-

ings were obtained at screening and onings were obtained at screening and on

study day 70. Laboratory investigationsstudy day 70. Laboratory investigations

were performed at screening and on studywere performed at screening and on study

day 70, and included haematology, bloodday 70, and included haematology, blood

chemistry, free thyroxine index (screeningchemistry, free thyroxine index (screening

visit only), urine drug screen, urinalysisvisit only), urine drug screen, urinalysis

and a serum beta-human chorionic gonado-and a serum beta-human chorionic gonado-

tropin pregnancy test for women oftropin pregnancy test for women of

childbearing potentialchildbearing potential (at the screening(at the screening

visit and any time that pregnancy wasvisit and any time that pregnancy was

suspected).suspected).

If a participant left the study before theIf a participant left the study before the

end of the double-blind period (study dayend of the double-blind period (study day

7070++3 days), all of the above assessments3 days), all of the above assessments

were performed on the last day on whichwere performed on the last day on which

the individual took the full dose of studythe individual took the full dose of study

medication (before taper) or as soon asmedication (before taper) or as soon as

possible thereafter. The post-study evalua-possible thereafter. The post-study evalua-

tions were performed 4–10 days after thetions were performed 4–10 days after the

participant took the last dose of double-participant took the last dose of double-

blind or taper study medication.blind or taper study medication.

Statistical analysesStatistical analyses

Statistical analyses of efficacy measures wereStatistical analyses of efficacy measures were

performed on the intent-to-treat (ITT) popu-performed on the intent-to-treat (ITT) popu-

lation using last-observation-carried-forwardlation using last-observation-carried-forward

((LOCF) and final on-therapy values. TheLOCF) and final on-therapy values. The

ITT population included participants whoITT population included participants who

had a baseline PAAS evaluation, took athad a baseline PAAS evaluation, took at

least one dose of study medication andleast one dose of study medication and

had at least 7 days of PAAS data duringhad at least 7 days of PAAS data during

the double-blind period, and had at leastthe double-blind period, and had at least

one on-therapy double-blind evaluationone on-therapy double-blind evaluation

for the primary efficacy variable duringfor the primary efficacy variable during

visits on days 7–70 or within 3 days ofvisits on days 7–70 or within 3 days of

stopping the study medication, beforestopping the study medication, before

taper. The safety population consisted oftaper. The safety population consisted of

those who completed the pre-study periodthose who completed the pre-study period

and took at least one dose of randomlyand took at least one dose of randomly

assigned study medication under double-assigned study medication under double-

blind conditions.blind conditions.

The percentage of those free from PAASThe percentage of those free from PAAS

full-symptom panic attacks was analysedfull-symptom panic attacks was analysed

using logistic regression with treatmentusing logistic regression with treatment

group and site as factors (sites with five orgroup and site as factors (sites with five or

fewer patients were combined). The medianfewer patients were combined). The median

change in panic attack frequency and an-change in panic attack frequency and an-

ticipatory anxiety data from the PAAS wereticipatory anxiety data from the PAAS were

analysed with the Mann–Whitneyanalysed with the Mann–Whitney UU-test-test

(Wilcoxon rank sum test). The remission(Wilcoxon rank sum test). The remission

and CGI–I responder data were analysedand CGI–I responder data were analysed

by the Fisher exact test. The Phobia Scale,by the Fisher exact test. The Phobia Scale,

Covi–Raskin, HRSD, CGI–I and CGI–SCovi–Raskin, HRSD, CGI–I and CGI–S

data were analysed by analysis of covari-data were analysed by analysis of covari-

ance (ANCOVA) with treatment and siteance (ANCOVA) with treatment and site

as the factors and the baseline scores asas the factors and the baseline scores as

covariates.covariates.

The sample size computation was basedThe sample size computation was based

on estimates from the literature: the percen-on estimates from the literature: the percen-

tage of those free from panic attacks wastage of those free from panic attacks was

expected to be roughly 50% in theexpected to be roughly 50% in the

venlafaxine-treated group compared withvenlafaxine-treated group compared with

30% in the placebo-treated group. It was30% in the placebo-treated group. It was

also estimated that 140 ITT participantsalso estimated that 140 ITT participants

per treatment arm would be needed toper treatment arm would be needed to

provide a 90% power for a two-sidedprovide a 90% power for a two-sided

test at the 0.05 significance level. Totest at the 0.05 significance level. To

3 5 43 5 4

Table1Table1 Baseline and demographic characteristicsBaseline and demographic characteristics1,21,2

CharacteristicCharacteristic PlaceboPlacebo

((nn¼168)168)

Venlafaxine ERVenlafaxine ER

((nn¼160)160)

Age, years: mean (s.d.)Age, years: mean (s.d.) 38.8 (12.1)38.8 (12.1) 38.9 (12.4)38.9 (12.4)

Gender,Gender, nn (%)(%)

MaleMale 69 (41)69 (41) 61 (38)61 (38)

FemaleFemale 99 (59)99 (59) 99 (62)99 (62)

Current panic disorder episode duration, years: mean (s.d.)Current panic disorder episode duration, years: mean (s.d.) 8.72 (9.68)8.72 (9.68) 7.95 (8.32)7.95 (8.32)

Full-symptom panic attacks at baseline from PAAS, medianFull-symptom panic attacks at baseline from PAAS, median

(interquartile range)(interquartile range)

5 (3^11.73)5 (3^11.73) 7 (3.29^13.53)7 (3.29^13.53)

Percentage of timewith anticipatory anxiety from PAAS,Percentage of timewith anticipatory anxiety from PAAS,

median (interquartile range)median (interquartile range)

3.80 (0.78^12.64)3.80 (0.78^12.64) 6 (1.82^18.07)6 (1.82^18.07)

CGI^S, mean (s.d.)CGI^S, mean (s.d.) 4.61 (0.75)4.61 (0.75) 4.72 (0.71)4.72 (0.71)

Baseline CGI^S,Baseline CGI^S, nn (%)(%)

44 91 (54)91 (54) 68 (43)68 (43)

55 54 (32)54 (32) 70 (44)70 (44)

66 21 (13)21 (13) 21 (13)21 (13)

77 2 (1)2 (1) 1 (1)1 (1)

Phobia Scale, mean (s.d.)Phobia Scale, mean (s.d.)

Fear factorFear factor 43.21 (25.04)43.21 (25.04) 49.08 (26.22)49.08 (26.22)

Avoidance factorAvoidance factor 14.96 (9.93)14.96 (9.93) 16.48 (10.33)16.48 (10.33)

Baseline HRSDBaseline HRSD1717 total, mean (s.d.)total, mean (s.d.) 6.76 (3.38)6.76 (3.38) 6.76 (3.39)6.76 (3.39)

Covi Anxiety Scale, mean (s.d.)Covi Anxiety Scale, mean (s.d.) 8.17 (2.28)8.17 (2.28) 8.40 (2.34)8.40 (2.34)

PAAS, Panic and Anticipatory Anxiety Scale; CGI^S,Clinical Global Impression ^ Severity; HRSDPAAS, Panic and Anticipatory Anxiety Scale; CGI^S,Clinical Global Impression ^ Severity; HRSD1717, 17-item Hamilton,17-item Hamilton
Rating Scale for Depression; venlafaxine ER, venlafaxine extended-release.Rating Scale for Depression; venlafaxine ER, venlafaxine extended-release.
1. Excluding one site.1. Excluding one site.
2. All2. All PP440.05 based on0.05 based on ww22 for discrete variables and ANOVA for continuous variables.for discrete variables and ANOVA for continuous variables.
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compensate for about 15% of participantscompensate for about 15% of participants

expected not to qualify for the ITT criteria,expected not to qualify for the ITT criteria,

the planned enrolment was 165 perthe planned enrolment was 165 per

treatment group.treatment group.

Improvement on each domain of theImprovement on each domain of the

Sheehan Disability Scale was defined asSheehan Disability Scale was defined as

reduction from baseline and analysed usingreduction from baseline and analysed using

ANCOVA with treatment as the mainANCOVA with treatment as the main

effect and centre and baseline score as co-effect and centre and baseline score as co-

variates. The Q–LES–Q was evaluated asvariates. The Q–LES–Q was evaluated as

improvement (increase) from baseline onimprovement (increase) from baseline on

each domain using ANCOVA with treat-each domain using ANCOVA with treat-

ment as the main effect and the baselinement as the main effect and the baseline

score and centre as covariates. The RUPDscore and centre as covariates. The RUPD

data were analysed using adata were analysed using a ww22-test with-test with

treatment group as the exposure variabletreatment group as the exposure variable

and any use of a specific type of healthcareand any use of a specific type of healthcare

service versus no use of that healthcareservice versus no use of that healthcare

service as the dichotomous outcomeservice as the dichotomous outcome

variable.variable.

RESULTSRESULTS

Disposition of participantsDisposition of participants

Of 531 individuals screened, 361 were ran-Of 531 individuals screened, 361 were ran-

domly assigned to the venlafaxine ER ordomly assigned to the venlafaxine ER or

placebo groups; of these, 355 were includedplacebo groups; of these, 355 were included

in safety analyses and 328 were included inin safety analyses and 328 were included in

efficacy analyses (Fig. 1). A total of 265efficacy analyses (Fig. 1). A total of 265

participants completed the 10 weeks of theparticipants completed the 10 weeks of the

double-blind period. Treatment-emergentdouble-blind period. Treatment-emergent

adverse events were the most common rea-adverse events were the most common rea-

son for withdrawal in the venlafaxine ERson for withdrawal in the venlafaxine ER

group (16 participants, 9%) and lack ofgroup (16 participants, 9%) and lack of

efficacy was the most common reason forefficacy was the most common reason for

withdrawal in the placebo group (17 parti-withdrawal in the placebo group (17 parti-

cipants, 10%). There were no significantcipants, 10%). There were no significant

differences between treatment groups indifferences between treatment groups in

primary reasons for withdrawal during theprimary reasons for withdrawal during the

double-blind period. The mean daily dosesdouble-blind period. The mean daily doses

of venlafaxine ER for those in the ITTof venlafaxine ER for those in the ITT

population ranged from 114.8population ranged from 114.8++36.9 mg36.9 mg

at week 3 to 162.9at week 3 to 162.9++60.6 mg at week 10,60.6 mg at week 10,

and no individual received a mean dailyand no individual received a mean daily

dose greater than 200 mg.dose greater than 200 mg.

Participant characteristicsParticipant characteristics
and baseline severityand baseline severity

Most baseline and demographic character-Most baseline and demographic character-

istics were similar between the venlafaxineistics were similar between the venlafaxine

ER and placebo groups (Table 1), althoughER and placebo groups (Table 1), although

there was a higher mean frequency ofthere was a higher mean frequency of

full-symptom panic attacks at baseline forfull-symptom panic attacks at baseline for

the venlafaxine ER group compared withthe venlafaxine ER group compared with

the placebo group (12.5the placebo group (12.5 vv. 9.5,. 9.5,

respectively;respectively; PP¼0.078).0.078).

EfficacyEfficacy

At the final on-therapy evaluation, theAt the final on-therapy evaluation, the

primary end point, 55.0% of venlafaxineprimary end point, 55.0% of venlafaxine

ER- and 52.4% of placebo-treated partici-ER- and 52.4% of placebo-treated partici-

pants were free from full-symptom panicpants were free from full-symptom panic

attacks, a statistically non-significant differ-attacks, a statistically non-significant differ-

ence (Fig. 2). The median reduction fromence (Fig. 2). The median reduction from

baseline in full-symptom panic frequencybaseline in full-symptom panic frequency

was significantly greater for the venlafaxinewas significantly greater for the venlafaxine

ER group (Fig. 3). A significantly higherER group (Fig. 3). A significantly higher

proportion of the venlafaxine ER groupproportion of the venlafaxine ER group

responded to treatment (CGI–I score of 1responded to treatment (CGI–I score of 1

or 2), beginning at week 3 (Fig. 4) andor 2), beginning at week 3 (Fig. 4) and

experienced CGI–I remission, beginning atexperienced CGI–I remission, beginning at

week 6 (Fig. 5). Improvement in fear andweek 6 (Fig. 5). Improvement in fear and

avoidance factors of the Phobia Scale wasavoidance factors of the Phobia Scale was

significantly greater for the venlafaxinesignificantly greater for the venlafaxine

ER group than for the placebo group,ER group than for the placebo group,

beginning at week 6 and continuingbeginning at week 6 and continuing

through the remainder of the study, withthrough the remainder of the study, with

the exception of week 8 for the avoidancethe exception of week 8 for the avoidance

factor (Fig. 6). Venlafaxine ER was asso-factor (Fig. 6). Venlafaxine ER was asso-

ciated with significantly greater improve-ciated with significantly greater improve-

ment than placebo in observed scores forment than placebo in observed scores for

the ‘work’ and ‘social life/leisure activities’the ‘work’ and ‘social life/leisure activities’

domains of the Sheehan Disability Scale,domains of the Sheehan Disability Scale,

but not ‘family life and home responsi-but not ‘family life and home responsi-

bilities’ (Fig. 7). A significantly greaterbilities’ (Fig. 7). A significantly greater

proportion of venlafaxine ER-treated parti-proportion of venlafaxine ER-treated parti-

cipants were free from limited-symptomcipants were free from limited-symptom

panic attacks at the final on-therapy evalua-panic attacks at the final on-therapy evalua-

tion compared with those who received pla-tion compared with those who received pla-

cebo, and the venlafaxine ER group showedcebo, and the venlafaxine ER group showed

3 5 53 5 5

Fig. 3Fig. 3 Panic attack frequency (intent-to-treat population, last-observation-carried-forward analysis)Panic attack frequency (intent-to-treat population, last-observation-carried-forward analysis)

measured by the Panic and Anticipatory Anxiety Scale (PAAS) (during each preceding 2-week period).measured by the Panic and Anticipatory Anxiety Scale (PAAS) (during each preceding 2-week period).

Wilcoxon rank sum test on change from baseline for PAAS full-symptom panic attacks.Wilcoxon rank sum test on change from baseline for PAAS full-symptom panic attacks. PP obtained fromobtained from ZZ

approximation toWilcoxon statistics on difference from baseline; *approximation toWilcoxon statistics on difference from baseline; *PP550.05 venlafaxine ER0.05 venlafaxine ER v.v. placebo; FOT,placebo; FOT,

final on-therapy evaluation; -final on-therapy evaluation; -----̂̂ ---, placebo (---, placebo (nn¼168); ---168); ---&&---, venlafaxine ER (---, venlafaxine ER (nn¼160).160).

Fig. 2Fig. 2 Percentage of patients free from full-symptom panic attacks (intent-to-treat population,Percentage of patients free from full-symptom panic attacks (intent-to-treat population,

last-observation-carried-forward analysis) measured by the Panic and Anticipatory Anxiety Scale (duringlast-observation-carried-forward analysis) measured by the Panic and Anticipatory Anxiety Scale (during

each preceding 2-week period).each preceding 2-week period). ww22 PP values obtained from logistic regression model logit (response)values obtained from logistic regression model logit (response)¼
treatment+centre; *treatment+centre; *PP550.05, **0.05, **PP550.01venlafaxine ER0.01venlafaxine ER v.v. placebo; FOT, final on-therapy evaluation; ---placebo; FOT, final on-therapy evaluation; ---̂̂ ---,---,

placebo (placebo (nn¼168); ---168); ---&&---, venlafaxine ER (---, venlafaxine ER (nn¼160).160).
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significantly greater improvement insignificantly greater improvement in

adjusted mean CGI–S scores, CGI–I totaladjusted mean CGI–S scores, CGI–I total

scores and Covi Anxiety Scale scores,scores and Covi Anxiety Scale scores,

median time spent experiencing antici-median time spent experiencing antici-

patory anxiety, and Q–LES–Q ‘overall lifepatory anxiety, and Q–LES–Q ‘overall life

satisfaction’ (Table 2).satisfaction’ (Table 2).

Significant differences in favour ofSignificant differences in favour of

venlafaxine on the Q–LES–Q were alsovenlafaxine on the Q–LES–Q were also

demonstrated in ‘subjective feelings ofdemonstrated in ‘subjective feelings of

well-being’ (0.63well-being’ (0.63 v.v. 0.36, respectively;0.36, respectively;

PP550.001), ‘general activities’ (0.580.001), ‘general activities’ (0.58 v.v.

0.36, respectively;0.36, respectively; PP¼0.002), ‘satisfaction0.002), ‘satisfaction

with medication’ (0.85with medication’ (0.85 v.v. 0.45, respectively;0.45, respectively;

PP¼0.001), ‘physical health/activities’ (0.650.001), ‘physical health/activities’ (0.65

v.v. 0.45, respectively;0.45, respectively; PP¼0.021), ‘work’0.021), ‘work’

(0.39(0.39 v.v. 0.18, respectively;0.18, respectively; PP¼0.041), and0.041), and

‘social relations’ (0.46‘social relations’ (0.46 v.v. 0.31;0.31; PP¼0.026).0.026).

No significant differences were observed be-No significant differences were observed be-

tween the venlafaxine ER group and the pla-tween the venlafaxine ER group and the pla-

cebo group for the remaining three domainscebo group for the remaining three domains

(‘household duties’, ‘school/coursework’(‘household duties’, ‘school/coursework’

and ‘leisure time activities’). No significantand ‘leisure time activities’). No significant

between-group differences in healthcarebetween-group differences in healthcare

utilisation were observed.utilisation were observed.

Safety and tolerabilitySafety and tolerability

Overall, treatment-emergent adverse eventsOverall, treatment-emergent adverse events

were reported by 138 (78%) of the placebo-were reported by 138 (78%) of the placebo-

treated group and 152 (86%) of the venla-treated group and 152 (86%) of the venla-

faxine ER-treated group (Table 3). Elevenfaxine ER-treated group (Table 3). Eleven

individuals had events that precipitatedindividuals had events that precipitated

withdrawal from the trial: 5 in the placebowithdrawal from the trial: 5 in the placebo

group (1 each with unintended pregnancy,group (1 each with unintended pregnancy,

infection, vascular purpura, myocardial in-infection, vascular purpura, myocardial in-

farction and anxiety) and 6 in the venlafax-farction and anxiety) and 6 in the venlafax-

ine ER group (1 each with accidentaline ER group (1 each with accidental

overdose, unintended pregnancy, deepoverdose, unintended pregnancy, deep

thrombophlebitis, colitis, panic attack andthrombophlebitis, colitis, panic attack and

metrorrhagia). The treatment-emergentmetrorrhagia). The treatment-emergent

adverse events that most frequently causedadverse events that most frequently caused

discontinuation of treatment in the venla-discontinuation of treatment in the venla-

faxine ER group (reported byfaxine ER group (reported by 552%) were2%) were

anorexia, nausea, insomnia and sweating.anorexia, nausea, insomnia and sweating.

Venlafaxine ER treatment was asso-Venlafaxine ER treatment was asso-

ciated with few clinically importantciated with few clinically important

changes in laboratory tests, vital sign resultschanges in laboratory tests, vital sign results

or ECG assessments. Mean changes inor ECG assessments. Mean changes in

laboratory values at final on-therapy eva-laboratory values at final on-therapy eva-

luation included significant increases fromluation included significant increases from

baseline in total cholesterol (0.18 mmol/l,baseline in total cholesterol (0.18 mmol/l,

PP550.01) and low-density lipoprotein0.01) and low-density lipoprotein

(LDL) cholesterol (0.12 mmol/l,(LDL) cholesterol (0.12 mmol/l, PP550.05)0.05)

in the venlafaxine ER group, and non-in the venlafaxine ER group, and non-

significant decreases in the placebo groupsignificant decreases in the placebo group

((770.05 mmol/l and0.05 mmol/l and 770.07 mmol/l, respec-0.07 mmol/l, respec-

tively). Between-group comparisons weretively). Between-group comparisons were

significant for both variables (totalsignificant for both variables (total

cholesterol,cholesterol, PP¼0.032; LDL,0.032; LDL, PP¼0.017).0.017).

Two participants, both in the venlafax-Two participants, both in the venlafax-

ine ER group, experienced clinicallyine ER group, experienced clinically

important changes in vital signs (oneimportant changes in vital signs (one

with tachycardia and one with increasedwith tachycardia and one with increased

blood pressure). The venlafaxine ER andblood pressure). The venlafaxine ER and

placebo groups differed significantly inplacebo groups differed significantly in

mean changes from baseline in supinemean changes from baseline in supine

pulse rate (2.18 beats/minpulse rate (2.18 beats/min v.v. 0.12 beats/0.12 beats/

min, respectively;min, respectively; PP¼0.007) and weight0.007) and weight

((770.72 kg0.72 kg v.v. 0.21 kg, respectively;0.21 kg, respectively;

PP¼0.002).0.002).

Individual clinically important ECGIndividual clinically important ECG

results were observed for four participants,results were observed for four participants,

all in the placebo group. No participantall in the placebo group. No participant

had a QTc interval greater than 500 ms.had a QTc interval greater than 500 ms.

Mean changes from baseline in ECG vari-Mean changes from baseline in ECG vari-

ables at the final on-therapy evaluationables at the final on-therapy evaluation

included, for the venlafaxine ER group,included, for the venlafaxine ER group,

a decrease in PR interval (a decrease in PR interval (774.58 ms,4.58 ms,

PP440.01) and increases in QTc interval0.01) and increases in QTc interval

(4.02 ms,(4.02 ms, PP¼NS) and ECG-measured heartNS) and ECG-measured heart

rate (3.38 beats/min,rate (3.38 beats/min, PP550.001), and for0.001), and for

3 5 63 5 6

Fig. 5Fig. 5 Remission rates (Clinical Global Impression ^ ImprovementRemission rates (Clinical Global Impression ^ Improvement¼1and panic free; intent-to-treat1and panic free; intent-to-treat

population, last-observation-carried-forward analysis); full-symptom panic attacksmeasured by the Panic andpopulation, last-observation-carried-forward analysis); full-symptom panic attacksmeasured by the Panic and

Anticipatory Anxiety Scale.Anticipatory Anxiety Scale. PP obtained from Fisher’s exact test; *obtained from Fisher’s exact test; *PP550.05, **0.05, **PP550.01venlafaxine ER0.01venlafaxine ER v.v. placebo;placebo;

FOT, final on-therapy evaluation;FOT, final on-therapy evaluation; , placebo (, placebo (nn¼168);168); , venlafaxine ER (, venlafaxine ER (nn¼160).160).

Fig. 4Fig. 4 Response rates (Clinical Global Impression ^ ImprovementResponse rates (Clinical Global Impression ^ Improvement¼1or 2; intent-to-treat population, last-1or 2; intent-to-treat population, last-

observation-carried-forward analysis).observation-carried-forward analysis). PP obtained from Fisher’s exact test; *obtained from Fisher’s exact test; *PP550.05, **0.05, **PP550.01venlafaxine ER0.01venlafaxine ER

v.v. placebo; FOT, final on-therapy evaluation;placebo; FOT, final on-therapy evaluation; , placebo (, placebo (nn¼168);168); , venlafaxine ER (, venlafaxine ER (nn¼160).160).
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the placebo group, a non-significantthe placebo group, a non-significant

increase in PR interval (1.72 ms) andincrease in PR interval (1.72 ms) and

non-significant decreases in QTc intervalnon-significant decreases in QTc interval

((774.32 ms) and ECG- measured heart rate4.32 ms) and ECG- measured heart rate

((771.45 beats/min). Between-group com-1.45 beats/min). Between-group com-

parisons were significant for all three vari-parisons were significant for all three vari-

ables (PR interval,ables (PR interval, PP¼0.01; QTc interval,0.01; QTc interval,

PP¼0.035; ECG-measured heart rate,0.035; ECG-measured heart rate,

PP550.001). None of the participants had0.001). None of the participants had

any clinically important findings on physi-any clinically important findings on physi-

cal examination, and no other statisticallycal examination, and no other statistically

significant changes from baseline or differ-significant changes from baseline or differ-

ences between groups were deemed clini-ences between groups were deemed clini-

cally important by the medical monitor.cally important by the medical monitor.

DISCUSSIONDISCUSSION

The results of this study demonstrate thatThe results of this study demonstrate that

venlafaxine ER is safe, well-tolerated andvenlafaxine ER is safe, well-tolerated and

efficacious in the short-term treatment ofefficacious in the short-term treatment of

panic disorder. Baseline characteristics ofpanic disorder. Baseline characteristics of

the study population were consistent withthe study population were consistent with

the typical profile for panic disorder.the typical profile for panic disorder.

Although the difference between groups inAlthough the difference between groups in

the percentage of those who achievedthe percentage of those who achieved

panic-free status, the primary outcomepanic-free status, the primary outcome

measure, was not statistically significant,measure, was not statistically significant,

venlafaxine ER-treated participants had avenlafaxine ER-treated participants had a

significantly greater reduction in thesignificantly greater reduction in the

median number of full-symptom panicmedian number of full-symptom panic

attacks compared with placebo at endattacks compared with placebo at end

point. The venlafaxine ER-treated grouppoint. The venlafaxine ER-treated group

also had significantly greater improvementalso had significantly greater improvement

compared with placebo in most othercompared with placebo in most other

secondary outcome measures.secondary outcome measures.

Methodological issuesMethodological issues

Assessment of panic attack frequency, andAssessment of panic attack frequency, and

in particular panic-free status, in clinicalin particular panic-free status, in clinical

trials is difficult and correlates poorly withtrials is difficult and correlates poorly with

global measures of efficacy (Bandelowglobal measures of efficacy (Bandelow et alet al,,

1995), as was the case here in the medi-1995), as was the case here in the medi-

cation group (55% panic-freecation group (55% panic-free v.v. 68% re-68% re-

sponders). Panic attacks are known to besponders). Panic attacks are known to be

sporadic and highly variable in frequencysporadic and highly variable in frequency

and it is not uncommon for there to be aand it is not uncommon for there to be a

period of several weeks when no panicperiod of several weeks when no panic

attacks occur (Shearattacks occur (Shear et alet al, 1998). In fact,, 1998). In fact,

up to 50% of those receiving placebo inup to 50% of those receiving placebo in

short-term clinical studies are ‘panic-free’short-term clinical studies are ‘panic-free’

at end point (den Boer, 1998), which isat end point (den Boer, 1998), which is

similar to the proportion in this study (i.e.similar to the proportion in this study (i.e.

52%). A meta-analysis by Otto52%). A meta-analysis by Otto et alet al

(2001) found that more recently reported(2001) found that more recently reported

trials of selective serotonin reuptake inhibi-trials of selective serotonin reuptake inhibi-

tors in panic disorder that included largertors in panic disorder that included larger

sample sizes were associated with smallersample sizes were associated with smaller

panic frequency effect sizes compared withpanic frequency effect sizes compared with

earlier trials with small sample sizes. If bothearlier trials with small sample sizes. If both

published and unpublished studies werepublished and unpublished studies were

available, it is likely that even higheravailable, it is likely that even higher

panic-free rates for placebo-treated individ-panic-free rates for placebo-treated individ-

uals would be observed (Ottouals would be observed (Otto et alet al, 2001)., 2001).

Thus, failure to detect differences betweenThus, failure to detect differences between

active treatment and placebo groups inactive treatment and placebo groups in

panic-free status is not uncommon, evenpanic-free status is not uncommon, even

with agents that are known to be highlywith agents that are known to be highly

effective in the treatment of paniceffective in the treatment of panic

disorder.disorder.

Multidimensional assessmentMultidimensional assessment

Multidimensional assessment of therapeuticMultidimensional assessment of therapeutic

interventions for panic disorder is thereforeinterventions for panic disorder is therefore

considered appropriate (Ballengerconsidered appropriate (Ballenger et alet al,,

3 573 57

Fig. 6Fig. 6 Phobia scale fear (a) and avoidance (b) factors (intent-to-treat population, last-observation-carried-Phobia scale fear (a) and avoidance (b) factors (intent-to-treat population, last-observation-carried-

forward analysis).forward analysis). PP obtained from ANCOVAmodel: change from baselineobtained from ANCOVAmodel: change from baseline¼baseline+treatment+centre;baseline+treatment+centre;

**PP550.05, **0.05, **PP550.01venlafaxine ER0.01venlafaxine ER v.v. placebo; FOT, final on-therapy evaluation; ---placebo; FOT, final on-therapy evaluation; ---̂̂ ---, placebo (---, placebo (nn¼167);167);

--------&&---, venlafaxine ER (---, venlafaxine ER (nn¼160).160).

Fig. 7Fig. 7 Sheehan Disability Scale (intent-to-treatSheehan Disability Scale (intent-to-treat

population, observed cases).population, observed cases). PP obtained fromobtained from

ANCOVAmodel: change from baselineANCOVAmodel: change from baseline¼baselinebaseline

+treatment+centre; *+treatment+centre; *PP550.05, **0.05, **PP550.010.01

v.v. venlafaxine ER;venlafaxine ER; , placebo (, placebo (nn¼168);168);

&&, venlafaxine ER (, venlafaxine ER (nn¼160).160).
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1998). In addition to panic attack fre-1998). In addition to panic attack fre-

quency, four key domains have been identi-quency, four key domains have been identi-

fied as relevant for the assessment andfied as relevant for the assessment and

treatment of panic disorder: anticipatorytreatment of panic disorder: anticipatory

anxiety; panic-related phobias; well-beinganxiety; panic-related phobias; well-being

and overall severity of illness; and effectand overall severity of illness; and effect

on work, social life, the family and qualityon work, social life, the family and quality

of lifeof life (Ballenger(Ballenger et alet al, 1998). Global, 1998). Global

measures by clinicians are also clinicallymeasures by clinicians are also clinically

important in assessing how the individualimportant in assessing how the individual

has responded to treatment over timehas responded to treatment over time

(Pollack(Pollack et alet al, 2002). Our study showed, 2002). Our study showed

that the venlafaxine ER group had signifi-that the venlafaxine ER group had signifi-

cant response (CGI–I of 1, very muchcant response (CGI–I of 1, very much

improved, or 2, much improved) and re-improved, or 2, much improved) and re-

mission (panic-free and CGI–I of 1) ratesmission (panic-free and CGI–I of 1) rates

based on global measures of improvementbased on global measures of improvement

compared with placebo, and significantlycompared with placebo, and significantly

greater improvement in global severitygreater improvement in global severity

and in symptoms of anticipatory anxietyand in symptoms of anticipatory anxiety

and fear/avoidance. Finally, improvementand fear/avoidance. Finally, improvement

in a majority of domains representingin a majority of domains representing

quality of life and functionality wasquality of life and functionality was

observed.observed.

Tolerability and safetyTolerability and safety

The increases in total plasma cholesterolThe increases in total plasma cholesterol

and LDL levels observed in the venlafaxineand LDL levels observed in the venlafaxine

ER group relative to the placebo group inER group relative to the placebo group in

this report are consistent with studies ofthis report are consistent with studies of

healthy volunteers that show an increasehealthy volunteers that show an increase

in LDL after treatment with the selectivein LDL after treatment with the selective

serotonin reuptake inhibitor paroxetineserotonin reuptake inhibitor paroxetine

(Lara(Lara et alet al, 2003) and an increase in total, 2003) and an increase in total

plasma cholesterol with mirtazapine, anplasma cholesterol with mirtazapine, an

agent that has both serotonergic andagent that has both serotonergic and

noradrenergic properties (Laranoradrenergic properties (Lara et alet al, 2003;, 2003;

NicholasNicholas et alet al, 2003). Other studies have, 2003). Other studies have

reported increased total plasma cholesterolreported increased total plasma cholesterol

levels in individuals with anxiety disorderslevels in individuals with anxiety disorders

(Peter(Peter et alet al, 2002). The metabolic basis of, 2002). The metabolic basis of

such results and their clinical significancesuch results and their clinical significance

merits further investigation. Heart ratemerits further investigation. Heart rate

and QT interval variability in those withand QT interval variability in those with

panic disorder relative to controls has beenpanic disorder relative to controls has been

attributed to abnormalattributed to abnormal aa22-adrenergic func--adrenergic func-

tion (Yeraganition (Yeragani et alet al, 2003). Further investi-, 2003). Further investi-

gation of the differences in heart rate andgation of the differences in heart rate and

QTc interval changes from baseline be-QTc interval changes from baseline be-

tween treatment and placebo groups, as intween treatment and placebo groups, as in

the present study, is desirable.the present study, is desirable.

SummarySummary

Venlafaxine ER was generally safe and wellVenlafaxine ER was generally safe and well

tolerated in this study. The type and fre-tolerated in this study. The type and fre-

quency of adverse events and discontinua-quency of adverse events and discontinua-

tion rate attributable to adverse events intion rate attributable to adverse events in

the venlafaxine ER group was similar tothe venlafaxine ER group was similar to

that seen in individuals with depression,that seen in individuals with depression,

generalised anxiety disorder and socialgeneralised anxiety disorder and social

anxiety disorder, indicating no additionalanxiety disorder, indicating no additional

risk of adverse events in those with panicrisk of adverse events in those with panic

disorder. Together with its superior efficacydisorder. Together with its superior efficacy

relative to placebo across most outcomerelative to placebo across most outcome

measures, the favourable safety and toler-measures, the favourable safety and toler-

ability profile of venlafaxine ER suggestsability profile of venlafaxine ER suggests

that it is a viable treatment option for panicthat it is a viable treatment option for panic

disorder.disorder.
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CLINICAL IMPLICATIONSCLINICAL IMPLICATIONS

&& Venlafaxine extended-release (ER) is statistically significantlymore effective thanVenlafaxine extended-release (ER) is statistically significantlymore effective than
placebo acrossmost outcomemeasures, including clinically important symptomplacebo acrossmost outcomemeasures, including clinically important symptom
domains, global scales and health outcomes.domains, global scales and health outcomes.

&& Venlafaxine ER is safe andwell tolerated.Venlafaxine ER is safe andwell tolerated.

&& The effective dose for venlafaxine ER in the treatmentof panic disorder appears toThe effective dose for venlafaxine ER in the treatmentof panic disorder appears to
be comparable to that used in the treatment of depression.be comparable to that used in the treatment of depression.

LIMITATIONSLIMITATIONS

&& Venlafaxine ERwas not associatedwith a significantly greater proportion ofVenlafaxine ERwas not associatedwith a significantly greater proportion of
individuals whowere free from full-symptompanic attacks at the final on-therapyindividuals whowere free from full-symptompanic attacks at the final on-therapy
evaluation.evaluation.

&& Thosewith comorbid depression or other clinically important psychiatricThosewith comorbid depression or other clinically important psychiatric
disorders were excluded from the study.disorders were excluded from the study.

&& Lackof an active comparator in this study limits the conclusions that canbe drawnLackof an active comparator in this study limits the conclusions that canbe drawn
regarding the efficacy of venlafaxine ER comparedwith other antidepressants.regarding the efficacy of venlafaxine ER comparedwith other antidepressants.
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