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Abstraet

I ntroduetion: Sildenafil has been evaluated>ih6,000 men with erectile dysfunction
(ED) imdouble-blind, placebgentrolled trials.

Aim;_To"assess efficacy and safety of sildenafiED by ethnicity (white, black, Asian)
and age<45, 46—-60261 years)

Methods. Data were pooled from 38 double-blind, placebaotrolled flexible-dose

trials. Moesthadstartingsildenafildoses of 50 mg once daily, ~1 hour before sexual
activity,with adjustment tod0 or 25 mg as needed.

Main Qutcome Measures. Change from baseline in International Index of Erectile
Functionerectile function (IIEFEF) domainscore assessed with analysis of covariance
and a Global Assessment Question (GAQ; “Did the treatment improve your erections?”)
at erdpointassessed with logistic regression analysis

Results 47120 and 3,71#en received sildenafdnd placebo, respective(®,740and
2,671 White; 407 and85Black; 973 and 658 Asianfror sildenafil versus placebo
groups,overall treatment differensdor IIEF-EF domain and GA@eresignificantfor
each ethnic and age gro(j<0.0001); gnificanttreatmentby-ethnicity andreatment
by-age interactions were alsbserved for change in IIEEF domain scoresR<0.05),
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with differences significantly greater fowhite versudlack (P<0.0001), Wite versus
Asian (P=0.0163), and Asian versugagk (P=0.0036)men A significanttreatmervby-
ethnicity interaction was observed for GAR=0.0004).The OR comparisofior GAQ
wassignificantly greater(P=0.0001)with sildenafil versuplaceboin White (OR=11.2)
or Asian(OR=12 ¥menversus Back men(OR=51). Adverseeventrateswere
generallysimilar, withsomeagevariations.

Conclusions: Sildenafilis effective and weltolerated regardless of ethnicity or age;

however,teatment effects can vary.

Keywordsierectile dysfunctionsildenafit ethnicity;race;agegroups

What's Known?

Sildenafil is a wehtolerated and effective firdine therapy for erectile dysfunction, as
evideneed by itelmost 2 decadesf use in clinical practice. A large body sifdenafil
clinicaltrialdata provides important information that denuse tofacilitatethe clinical
management of patients with erectile dysfunction. Pooled analyses from 48 rartjomize
double=blind, placebo-controlled, flexibtse sildenafil trials showed the efficaayd
tolerability of sildenafilareunaffected by age.

What's New?

The treatment of erectile dysfunction with a flexiblese of sildenafil was effective and
well-tolerated versus placebo treatmentvhite, black, and Asian meregardless of
their ethnic background. Although men of all ages and ethnicitleege a significant
treatment effect with sildenafil versus placebo, there are some variatithiesifficacy
and safety. of sildenafil versus placebo as a restiteatmertby-ethnicityandtreatment
by-age.interactions

INTRODUCTION

Erectile'dysfunction (ED), theersisteninability to achieve and/anaintain erections
sufficient for satisfactory sexual performar{¢, is a multifactorial condition that is
associated witlge, comorbigystemic diseasdeg, cardiovascular diseagevD],
hypertensiofHTN], diabetes, and depressiotgrtain therapeutic medicatis(eg,
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antihypertensives, antidepressaatsdvasodilatorsand various endocrine, neurological,
and psychological factors (2). With the availability in 1998 of sildenafil, the first ora
medication for the treatment of ED, the management of ED entered erad&ildenafil

is an effective and wetblerated oral agent thet recommended asfirstline therapy

for ED (3;4) based on data from extensive double-blind, placebo (E&@jelled trials

in more,than >16,000 men with ED and nearly 20 years of use in clinical prattece.
efficacy and safetglata collected during the clinical trials of sildenafil providiatabase
for investigating factors that may influence and aid in the management of ED ialclinic
practice. For example, the efficacy and safety of sildenafil versus placebaling to
patientagerecentlyvere assessed in 11,364 men with ED using data from 48
randomized, double-blind, placebo-controlled, flexible-dakkenafiltrials (5). The
resultsof this poded analysisndicated thasildenafil is a clinically effective and well
tolerated treatment for ED regardless of patient age, includosgaged>75 years. In

the current article, data from 38 randomized, double-blind, placebo-controlledlefex
dose sildenafil trialswere used to evaluate the effects of patient ethnicity and age on the

efficacyrand safety of sildenafibr the treatment of ED.

METHODS

Of the 74 double-blinded, placelsontrolled, sildenafil clinical trials included in a Pfizer
clinical'data repository38 trialshada flexibledose designincluded the self-reported
ethnicity'ofithe enrolled meand collectedaseline and endpoint data for the
International Index of Erectile FunctioHEF) (6) for men with ED who were

randomized to sildenafil or placebo; 37 of4b88flexible-dosetrials collected Global
Assessment QuestioGAQ; “Did the treatment improve your erections@8taat

endpoint. In.the present post hoc analysis, data were piootedhese38 doubleblind,
placebecontrolled, flexibledose trialgo assess the efficacy and safety of sildenafil
according'to ethnicity and age. The starting sildenafil dose was 50 mg, to be taken
approximately 1 hour before sexual activity but not more thaa daity, with

subsequent dose adjustment to 100 mg or 25 mg as needed. The majority of the trials
included a 12veek treatment period and enrolled men with ED of 3—6-months’ duration
who werein a stable heterosexual relationship. Men taking nitrate thenapitric oxide
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donors and those with severe cardiac failure, unstable angina, or recent stroke or
myocardial infarction were excluded from enrollmdfdach studyvasconducted in
accordance with Good Clinical Practice Guideliard the Declaration of édsinki. All
trial protocols were approved [appropriate local ethics committees or institutional
review beardsEach subjegprovided written informed consebéfore trial enroliment

The data were pooled for the overall population @sdstratified byselt
reportédethnicity (vhite, black, and Asian) and by agebaseline45, 46-60, ang61
years. Efficacy analyses included all men with ED who were randomized to treatment
and had baseline and post-baseline assessmesftthellEF efficacy outcome ol
responseto,th6 AQ at endpointSafety analysesg treatmentrelatedadverse events)
included alli‘randomized men who received at least one dose of study medication.
Treatment efficacy was assessed based on pagipotted scores fahe IIEF erectile
function(lIEF-EF) domain(score rangel to 30, with lower scores indicating greater ED
severity) IIEF question 3Q3: achieving erectignscore ranged-5), andIEF question 4
(Q4; maintenance of erectipacore ranged-5) at baselie and endpoin38 trials)(6),
and a Global Assessment Question (GARId the treatment improve your erectiohs?
at endpoint37 trials) Adverse events occurring during each study and up to 7 days after
the last*dose of study medication were reported.

For each IIEF outcome, @amal/sis of covarianceANCOVA) model was applied
to the change from baseline to endpoarttérmination with lasbbservationcarried
forwards[LOCF] methoyl TheANCOVA model included baseline valustudy,
treatmentyage group, ethnic group, theemorbidity indicatorsQVD/HTN, depression,
and dabetes), interaction of treatmednt age group, interaction of treatment by ethnic
group,.and interaction of treatment by ethemclage group. For each IIEF outcome, the
leastsquaregL S) mean, thestandard error(SE) of the LS meanandP valuesfor the
treatment. comparisdoetween sildenafil and PB&anhdatype 3 test for main effectand
the interaction of treatment by age and/or ethnic gveengreported. In addition, the
treatment difference was compared between age groups and between ethnic groups
separatelyFor the GAQa logistic regression model was applied. Tdggstic regression
analysis included study, treatment, age group, ethnic gtiorge comorbidity indicators
(CVD/HTN, depression, andiabetes), interaction of treatment by age group, interaction
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of treatment by ethnic group, and interaction of treatment by ethnic and ageTgreup.
odds ratio OR; exponentiated estimaté&)r sildenafil versus PBO, the 95% confidence
interval CI) of the OR theP value for the treatment comparison, dinel ikelihood-ratio
statisticfor thetype 3testfor main effects and interactiomgereassessedn addition, the
treatment.differenc®R wascompared between age groups and between ethnic groups
separatelyAll statistical testsvere 2sided with a 5% level of significancio

adjustment'was made for multiple comparisons.

MAIN OUTCOME MEASURES
Patientreported quantitative scores for the ll1&fectile function domain, Q3 (achieving
erection), and Q4 (maintenance of erectanpaseline and endpoitbgether withthe

gualitative yes or no response to the Ga&t@ndpoint, were the main outcome measures

RESULTS

Patients

A total'of 7;834 merwere included in the present post hoc analysis, 4/tB0 men
treatedwwithsildenafil (white: 2,740; black: 407Asian:973) and 3,714 memeated with
PBO(white: 2,671black: 385; Asian:658). Themeanage andIEF scoresat baseline
within eachethnicity group anavithin eachage group wereomparable for men treated
with sildenafil andnen treated witlPBO (Table 1). The mean duration of E& baseline
was 4 to'5years across the 3 ethnicity groihs.mean scores at baseline for HE#--

EF domaindllEF Q3, andIEF Q4 generally decreased with increasing age in each ethnic
group.. The modal dose of sildenafil during these flexible-dose trials was preddyninant
100 mg in each ethnic group lfite: 64%;black: 62%; Asian: 58%) and in each age
group 45 years: 49% to 61%; 46—60 years: 56% to 6964; years: 56% to 65%).

Efficacy.Outcomes

Based onype 3 tests fronthe ANCOVA modelanalyzing quantitative IIEF outcomes,
significant treatmenby-age andreatmentby-ethnicity interactionsvere observed for
the change frorbaselinan IIEF-EF domain, Q3 (achieving erection), and Q4

(maintenance of erection) scorefl P<0.05 Table 2). In addition, gynificant treatment
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differences were observeth thechange from baselina thellEF-EF domain, Q3, and
Q4 scores betweermenwith versusmenwithout CVD/HTN (P<0.05) and men with
versusmenwithout diabetesR<0.0001), but not between men with verswEnwithout
depressionR>0.2463). Treatment differences wehgghest in men ageeb1 yearsand
lowest insmen aged45 years The treatmendlifferencewas the greatest white men
and the lowest inlack men.

All'treatment differencesignificantly favored sildenafil versus PBO in the
change from baseline to endpointle [IEF-EF domain scoréor eachethnic, age, and
ethnic-age grougall P values <0.02Table 3). Within the3 ethnic groups, thieeatment
compauriserfor sildenafil versus PB@ IIEF-EF domain scoresassignificantly greater
for white'versus tack men(P<0.0001), vinite versus Asiamen(P=0.0163), andisian
versusblackmen P=0.0036).Within the3 age groups, theomparisorfor sildenafil
versus PBO in IIEFEF domain scorewassignificantlygreaterfor men age@61 years
versus men aget5 years P=0.0103) and for men aged 46—6faysversus men aged
<45 yearsy(P=0.0217. Similar significantresults were observed for comparisan§EF
Q3 and*Q4sscores for sildenafil versus PBO imithe ethnicity and age groups (data not
shown);.except theeatmentomparisorbetweernwhite versus Asian men was not
signifieant(Q3: P=0.8561; Q4P=0.8400).

The results ofype 3 testdrom the logistic regression analysisthequalitative
GAQ indicateda significant treatmenby-ethnigty interaction(P=0.0004) an
nonsignificantreatmenby-ageinteraction(P=0.533) (Table 2). Significant difference
were observetbr the GAQbetweemmenwith versus memwithoutdiabetes P<0.0001),
but not between menith versusmenwithout CVD/HTN (P=0.2049)or depression
(P=0.1368).

The OR for sildenafil versus PBOn theGAQ at endpointvas significanin each
ethnic group and in each age groaf P<0.0001 Table 4). The ORs forsildenafil
versus.PBQveresimilar in men aged45years(OR=79), 46—60years(OR=8.9), and
>61 years(OR=101). Eachcomparison between age growgssnot significant The
ORs forsildenafil versis PBO inwhite men(OR=11.2)and Asian mefOR=12.4)were
greater than the OR féslack men (OR=5.1). fBatment comparisons betwesthnic
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groupswere significant fowhite versus lack men P=0.0001) and foAsianversus
black men P=0.000).

Adverse Events

Treatment,with sildenafil was wellblerated in each ethnic and age group. The most
common treatmentelated adverse events (% incidence in either treatment group
and'withra‘greater incidence with sildenafil than with placebo) are listEabile 5.

Overall treatmentrelated adverse events were predominantly mild in severity. Headache
was themost commortreatmentrelated adverse eventwhite and back menwhereas
flushing:was the most common treatmeglated adverse event in Asian men. In men
aged<45‘years, the incidence of treatment-related headache was higheblack men

(20.8%) than irwhite (13.4%) or Asian (12.6%) men. The incidence of headache was
slightly higher in white men than in black or Asian men in the 46-60-yearngear

age groups. Of note, flushing was not a common treatment-related adverse event among

black mensin any age group.

DISCUSSION

In the.eurrenainalysesdatafor 7,834 merfrom 38randomized, double-blind, placebo-
controlled, flexibledose sildenafil trials were used to evaluate the effects of patient
ethnicity (white, black, orAsian)and age<45, 46-60, or>61 years) on the efficacy and
safety of'sildenafil for the treatment of ED. The results of this pooled analysis
demonstratethat overall treatment differences for sildenafil versus PBO for theHIEF
domain and the GAQ were significant for each ethnic and eachragp (alP
<0.0001). However,ignificant treatmenby-ethnicityandtreatmerntby-age interactions
were observed fahechange from baselina quantitativellEF-EF domain scores with
sildenafil versus PBO (alf<0.05).A significant treatmenby-ethncity interactionalso
was observed fahe treatment difference the qualitativeaGAQ (P=0.0004). The types
and incidencesf treatmentrelated adverse events were genesiltyilar inwhite, black,
and Asian men, witsomevariations among the &jegroups.Overall, these results
demonstrate thefficacy and safety of sildenafil imhite, black, and Asian men in all 3
age groupswith some variations in treatment effects accordingthaicity and age.
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The strengths of the current analyséthe efficacy of sildenafibre thathe
statistical models included a treatmdégtethnicity interaction and also adjusted for
various EDassociatedomorbidities(2) that may have an effect &b treatment
responsivenes¥). The efficacy and safety data also weoHiected during trials with a
similar deubleblind, PBO-controlled, flexible-dose desidfurthermore, efficacy results
were assessed withoth the quantitative change from baseline in IIEF scores and the
gualitative'GAQ.Possible limiatons include that th88 clinical trials enrolled only men
with ED'who did not have certain pspecified concomitant diseases and those wdre
in a stable heterosexual relationship. Therefore, the results may not refledotlalke
men with ED.

Itis important to evaluate the efficacy and safety of treatments for ED in men
from various ethnic and age populations because differentethdiage groups have
different prevalence rates of E&¥sociated comorbid diseases and other risk factors for
ED. For.examplein the United Stateshe ageadjusted prevalence of HTN is greater in
blacks thamin white¢8) and the agedjusted prevalence of diabetes is higher in blacks
or Asians'than in white@®). Furthermorethe cultural and religious beliefs of different
ethnic'groups can have an impact on the diagnosis and treatesntg behavior of
men with ED.

Severakmallscale PBO-controlledstudies of the efficacgnd safetyof
sildenafil previously were conducted itdzk men(10) and in Asian men (11-1&jith
ED. In 246"black American men with ED evaluated by Young et al in a double-blind,
PBO-controlled flexible-dose trial, approximately 60% reported HTN and 28% reported
diabeteg10). After 6 weeks of treatmenEF-EF domain Q3, and Q4cores and the
percentage of men indicating improved erections on the GAQ were significasdtgigr
with sildenafil versus PBO. Treatment with sildenafds well tolerated in black men,
with only 22 (18%)menexperiencingreatmentrelated adverse ever(tdd). Four PBO
controlled’studies assessing flexHolese sildenafil for the treatmeritieD in Asian men
from Malaysia/Singapore/the Phiimes, Thailand, Taiwan, or Koré¢sample size rarg
125 to 254 men) demonstrated significant improvements in IIEF-EF domain, Q3, and Q4
scores andgignificantly improved erections on the GAQ with sildéhversusPBO after
8 to 12 weeks of treatment (1%). The incidence of treatmentlated adverse events in
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these 4 studies ranged from 23% to 56% in the sildenafil group and from 10% to 21% in
the PBO groupall or mostadverse events in the sildenafil group vk in nature.

Another smallscale 6-week,PBO-controlled, flexibledose studvaluated the efficacy

and safety of sildenafil it55 merfrom Malaysia, hailand, and Singapore with ED and

1 or more.comorbiditie@e, mildmoderateHTN, diabetes, and dyslipidemia) (15).
Despite.the‘increased cardiovascular risk associated with 1 or more comorbidities, Asian
men'with"ED treated with sildenafil for 6 weeks demonstrated significant improvements
in IEFFEF;"Q3, and Q4 scores and a significantly greater percentage reportedeidnprov
erections on the GAQ compared with PB@e incidence of treatmentlated adverse
eventswasy10% in the sildenafil group and 10% in the PBO group (15).

Therresults of the present analysig’,834 men providstrongvalidation of the
efficacyand safety of sildenafil versus PBO in the treatment of ED in white, black, and
Asian men, regardless of aggomparisons between different ethnic and age groups
indicate, some variations in efficacy outcomes and adverse elahesach group
demonstrates a significant treatment difference favoring sildenafil versusARBQugh
individual“patierns may havedifferentethnic backgroundslifferent agesand different
concomitant diseasgethe clinical evidence indicates that sildenafihdigantly improves
erectilesfunction and is a welblerated treatment optidor men with ED.

CONCLUSIONs
Sildenafilis,an effective and wetblerated treatment for ED regardless of ethnicity or

age. However, sildenafil treatment effects can vary patirentethnicity and age.
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Table 1.Patientcharacterists at baselinaccording to ethnic and age groups

Placebo Sildenafil
White Black Asian White Black Asian
Mean (SDYge, years n=2671 n=385 n=658 n=2740 n=407 n=973
Range 55.9 (11.0) | 52.7(10.8) | 52.2(11.3) | 56.3(10.9)| 53.4(9.5) | 50.6 (11.9)
18-89 23-81 24-78 19-87 21-78 24-86
n=450 n=94 n=190 n=419 n=77 n=350
<45 years 38.7 (5.7) 38.4 (5.7) 38.2 (5.3) 38.6 (5.7) 39.2 (5.0) 37.7 (5.7)
18-45 23-45 24-45 19-45 21-45 24-45
n=1245 n=204 n=300 n=1299 n=234 n=401
46=60"ears 53.4 (4.2) 53.2 (4.2) 43.4 (4.3) 53.5 (4.2) 53.1 (4.1) 53.3 (4.4)
46-60 46-60 46-60 46-60 46-60 46-60
n=976 n=87 n=168 n=1022 n=96 n=222
>61 years 67.1 (4.8) 66.8 (4.8) 66.0 (4.2) 67.2 (4.8) 65.5 (3.4) 66.1 (4.6)
61-89 61-81 61-78 61-87 61-78 61-86
Mean(SD) ED
_ 4.7 (4.6) 4.6 (5.3) 4.1 (4.0) 4.6 (4.3 4.1 (4.0 4.1 (4.7
duration;y

)

Mean (SD) IIEF score

at baseling
EF domairf
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<45 years 146 (6.9) | 14.4(6.0) | 14.2(4.6) | 14.3(7.0) | 16.3(6.2) | 15.0(4.2)

46=60'years 12.6(6.8) | 13.8(6.4) | 12.6(5.3) | 12.7(6.9) | 13.1(6.5) | 13.5(4.8)

>611 years 10.9(6.8) | 11.6(7.1) | 12.2(6.3) | 10.9(6.7) | 12.0(7.5) | 12.2(5.7)
Q3

<45-years 2.7 (1.6) 2.6 (1.5) 2.5 (1.3) 2.6 (1.6) 3.0 (1.5) 2.6 (1.3)

46-60 years 2.3 (1.5) 2.6 (1.4) 2.1 (1.3) 2.3 (1.5) 2.3 (1.5) 2.3 (1.3)

>614years 1.9 (1.5) 1.9 (1.5) 2.0 (1.4) 1.9 (1.5) 2.0 (1.6) 1.9 (1.3)
Q4

<45 years 2.3 (1.4) 2.1 (1.3) 2.0 (1.1) 2.2 (1.5) 2.6 (1.2) 2.1 (1.1)

46=607years 1.9 (1.4) 2.2 (1.3) 1.8 (1.1) 1.9 (1.3) 2.1 (1.3) 1.9 (1.1)

>61 years 1.6 (1.3) 1.8 (1.5) 1.8 (1.2) 1.6 (1.3) 1.8 (1.5) 1.8 (1.2)

Data from.38 double-blind, placelmontrolled, flexibledose trials.

5); EFDoemain=6item erectile function domain (score range3Q@).

%Q3=IIEF question 3 (achieving erection; score rangs)0Q4=IIEF question 4 (maintaining erection; score range

ED=erectile dysfunction; IEF=1Bem International Index of Erectile Function; SD=standard deviation.

for GAQ

Overall
Treatment
Difference

(Sildenafil vs

Overall
Age Group

Difference

Overall
Ethnic
Group

Treatment-
by-Age
Group

Treatment-
by-Ethnic
Group

Comorbidity

Study
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Table 2.
Change
from
baselingo
endpoint in
IEF
oscores’ and
improved
erections at

endpoint



Outcome PBO) Difference Interaction Interaction Effect Effect
IIEF Eregctile P<0.0001 P<0.0001 P<0.0001 P=0.0242 (P<0.0001) | CVD/HTN: P<0.0001
function P=0.0105
domain Diabetes:
P<0.0001
Depression:
P=0.2463
IIEF Q3 P<0.0001 P<0.0001 P=0.0001 P=0.0411 P=0.0002 CVD/HTN: P<0.0001
(achieving P=0.0170
erection) Diabetes:
P<0.0001
Depression:
P=0.6146
lIEF Q4 P<0.0001 P<0.0001 P=0.0231 P=0.0439 P=0.0003 CVD/HTN: P<0.0001
(maintaining P=0.0004
erection) Diabetes:
P<0.0001
Depression:
P=0.4884
GAQ P<0.0001 P<0.0001 P<0.0001 P=0.5331 P=0.0004 CVD/HTN: P<0.0001
(“Did the P=0.2049
treatment Diabetes:
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improve your P<0.0001

erections? Depression:
P=0.1368

Data from-38 (IIEF) or 37 (GAQ) doubldind, PBGcontrolled, flexibledose trials; includes only men with baselir

and postaseline IIEF scores or GAQ data.

®Significance for IIEF outcomes based@ralues fortype 3 test from ANCOVA model withaseline value, study,
treatment, age group, ethnic group, three comorbidity indicators (CVD/HTN, depressiorglaatdsjireatmentoy-
age group Interaction, treatment-bthnic group interaction, and treatmdaytage grougethnic group interaction (2-
sided at"'5% significance level).

®Significance for GAQ based on likelihood raBovalues for type 3 analysis from logistic regression model with
study, treatment, age group, ethnic group, three comorbidity indicators (CVD/HTN,depyesid diabetes),
treatmemby-age group interaction, treatmemnt-ethnic group interaction, and treatmentéikric group and age
group interaction (Bided at 5% significance level).

ANCOVA=analysis of covariance; GAQ=global assessment question; II[EF=International Index of Ereuttiert:

CVD/HTFN=cardiovascular disease and/or hypertension; PBO=placebo.
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Table 3: Treatment differencésildenafil vs PBOJor the change from baseline to
endpointin IIEF-EF domain scora ethnic, ageand ethnieagegroups

LS Mean (SE)
Comparison (Sildenafil Treatment
vs PBO) Difference 95% ClI P Value?
Overall 6.4 (0.2) 6.0,6.9 <0.0001
Ethnic. grous
White 7.8 (0.2) 7.3,8.2 <0.0001
Black 4.8 (0.6) 3.8,5.9 <0.0001
Asian 6.7 (0.4) 6.0,7.5 <0.0001
Between/ethnic groups
White vs Black 2.9 (0.6) 18,4.1 <0.0001
White vs' Asian 1.0 (0.4) 0.2,1.8 0.0163
Blaegk-vs.Asian -1.9 (0.7) -3.2,-0.6 0.0036
Age group
<45 years 5.5 (0.5) 4.6,6.4 <0.0001
4660 years 6.7 (0.3) 6.2,7.3 <0.0001
=61 years 7.1 (0.4) 6.3,7.9 <0.0001
Between-aggroups
<45 vs 4660 years -1.2 (0.5) -2.3,-0.2 0.0217
<45 vs >61 years -1.6 (0.6) -2.8,-0.4 0.0103
4660 vs>61 years -0.3(0.5) -1.4,0.7 0.6645
Ethnicage group
White <45 years 8.5 (0.5) 7.6,9.5 <0.0001
White 46-60 years 7.5(0.3) 6.9, 8.0 <0.0001
White >61 years 7.3(0.3) 6.6,7.9 <0.0001
Black=45 years 2.7 (1.2) 0.6,4.9 0.0139
Black.46-60 years 5.2 (0.7) 3.9,65 <0.0001
Black=61 years 6.6 (1.0) 4.6, 8.6 <0.0001
Asian<45 years 5.2 (0.6) 4.0, 6.5 <0.0001
Asian 4660 years 7.6 (0.5) 6.5, 8.6 <0.0001
Asian>61 years 7.4 (0.7) 6.0, 8.8 <0.0001

Data from 38 double-blind. PBO-controlled, flexildese trialsjncludes only men
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with baseline and postaseline IIEFEF scores.

4P value fromANCOVA model withbaseline valuestudy,treatmentage group,
ethnic group, three comorbidity indicators (CVD/HTN, depression, and diabetes
treatmentby-age group interaction, treatmemt-ethnic group interaction, and
treatmentby-ethnicgroup and age group interacti(fsided at 5% significance
level),

ANCOVA=analysis of covarianc&l=confidence interval; lIEF=F

domain=Internatioal Index of Erectile Function erectile function domain; LSsteal

squares; PBO=placebo.

Table 4. Treatment difference (sildenafievsis PBO) forthe percentage of mevith
improved erectionsn GAQ inethnic, age, and ethnic-age groups
Odds Ratio for

Comparison (Sildenafil Treatment
vs PBO) Difference 95% ClI P Value
Overall 8.9 7.6,10.5 <0.0001
Ethnic groug®
White 11.2 9.5,132 <0.0001
Black 5.1 35,74 <0.0001
Asian 12.4 9.5,16.1 <0.0001
Between ethnic groups
White vs Black 2.2 15,33 0.0001
White vs Asian 0.9 0.7,1.2 0.5354
Black vsrAsian 0.4 0.3,0.7 0.0001
Age groug’
<45 years 7.9 5.7,10.8 <0.0001
46-60vyears 8.9 7.2,11.0 <0.0001
>61uyears 10.1 7.5,13.6 <0.0001
Between age groups
<45 vs 4660 years 0.9 0.6,1.3 0.5219
<45 vs >61 years 0.8 05,1.2 0.2624
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46-60 vs>61 years 0.9 0.6,1.3 0.5032
Ethnicage groug’®
White <45 years 16.7 115,243 <0.0001
White 46-60 years 10.0 8.2,12.2 <0.0001
White>61 years 8.5 6.8, 10.7 <0.0001
Black <45 years 3.2 15,6.8 0.0024
Black 46-60 years 5.4 3.4,8.6 <0.0001
Black>61 years 7.6 3.7,15.3 <0.0001
Asian<45 years 9.1 5.9,14.0 <0.0001
Asian 46-60 years 13.0 8.8,19.2 <0.0001
Asian=61 years 16.0 9.5, 26.9 <0.0001

Data from 37 double-blind. PBO-controlled, flexildese trialsincludes only men
with GAQ data at endpoint.

4Liklinoedsratio P value fortype 3 analysis from logistic regressiomodel with
study; treatment, age growgihnic group, three comorbidity indicators (CVD/HTN,
depression, and diabetes), treatment-by-age group interaction, treatnethtyicy-
group interaction, and treatment-by-ethnic group andyemgp interactior{2-sided
at 5% significance level)

"Withifi-groupP value based oaratio ofthe odds ratios for treatment difference
(sildenafil vs PBO).

Cl=confidence interval; GAQ=Global assessment quesB&O=placebo.

Table 5sMaest commonreatmentrelatedadverseeventgin ethnic ancethnicage groups
PBO Sildenafil

Group Adverse eventn (%)

Ethnic grous

White n=2671 n=2740

Headache: 70 (2.6)
Flushing: 23 (0.9)

Headache: 323 (11.8)

Flushing: 266 (9.7)
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Black

Asian

Dyspepsia: 9 (0.3)

n=385
Headache8 (2.1)

n=658

Flushing: 20 (3.0)
Headache: 26 (4.0)
Dizziness: 19 (2.9)
Nasalcongestion: 4 (0.6)

Dyspepsia: 100 (3.6)

n=407
Headache46 (11.3

n=973

Flushing: 124 (12.7)
Headache: 69 (7.1)
Dizziness: 55 (5.7)

Nasal congestion: 31 (3.2)

Ethnicage group
White <45 years

Black=45 years

Asian=45 years

White 46-60 years

Black 46-60 years

n=450

Headache: 14 (3.1)
Flushing: 7 (1.6)
Dyspepsia: 4 (0.9)

Nasal congestion: 1 (0.2)

n=94
Headache2 (2.1)
Dyspepsia: 0

n=190

Flushing: 5 (2.6)
Headache: 8 (4.2)
Dizziness: 7 (3.7)

n=1245
Headache33 (2.7)
Flushing 10 (0.8)
Dyspepsial (<0.1)

n=204
Headache: 4 (2.0)

n=419

Headache: 56 (13.4)
Flushing: 40 (9.5)
Dyspepsia: 20 (4.8)

Nasal congestion: 14 (3.3)

n=77
Headachel6 (20.8)
Dyspepsia: 3 (3.9)

n=350

Flushing: 44 (12.6)
Headache23 (6.6)
Dizziness20 (5.7)

n=1299
Headachel61 (12.4)
Flushing 125 (9.6)
Dyspepsia47 (3.6)

n=234
Headache: 23 (9.8)
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Asian 4660 years

White >61 years

Black>61 years

Asian>61 years

n=300

Headache9 (3.0)
Dizziness®6 (2.0)

Nasal congestior8 (1.0)

n=976
Headache23 (2.4)
Flushing 6 (0.6)
Dyspepsia4 (0.4)

n=87
Headache2 (2.3)

n=168

Headache9 (5.4)
Dizziness®6 (3.6)
Palpitations1 (0.6)

n=401

Headache29 (7.2)
Dizziness20 (5.0)

Nasal congestiori4 (3.5)

n=1022
Headachel06 (10.4)
Flushing 101 (9.9)
Dyspepsia33 (3.2)

n=96
Headache7 (7.3)

n=222

Headachel? (7.7)
Dizziness:15 (6.8)
Palpitations7 (3.2)

Datarfrom=38 doubl®lind, PBO-controlled, flexibledose trials

*Treatmentrelatedadverseevents occurring iR3% of men in either treatment

group and with a greatercidencewith sildenafil than with placebo.

PBO=placebo.
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