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Trazmdons Conramide DAl

Nim-codted @biets

MName of the active substance” | Page:

Trazodors HCI

Title of the sthudy- A randomized, doubie-Dind Siudy com the eMcacy and safely of irazodone
220 and uEFIH‘EdFE?(H:IﬁTTED‘EEIETEFEﬂTEIE‘ﬁm H'DE]{EE;?I'E}JIDEEFH.

Study Coordinabor:

Publication [refersncs) not applicans

Study period pericd [ysars]- Clinical Phage: 1l
December 21, 2012 (first patient-in) — Apel 25%, 2014 last patient-out)

Objectivesl The sudy CDeCIve Was 00 Svalldle e Shcacy and saiely Of TaZndone AL WE
veniataxing ¥R after an S-weak traatment peniod In patients wil majr depressive disorser (MDD

MeMoOology. THS Was a randomized, venaladne-cortrolied, coubie-bind, paralel deskgn siudy In
which a sment phase and a3 doubie-biing Teatment phase were scheduled Tan vists wese
schedulett 1 In the Pre-Treatment Phase and 9 In the doubic bling Tremen: Phase. During e Pre-
Treaiment Phase, patients who signad Me Informed consent fomm undenaent Inflal screening. Potental
candidates were Instructed i discontnue anbidepressants of pronibhied medcations (wash-out) for 3
pariod specific i taper schedule (based on 5 almination hal-ives of the used medicaton). On Me kst
day of the Pre-Treaiment Phase, patiants wene evalusied for the final Eu?muw and those qualfied were
rardomiy aliocated o razndone GAD 300 mg/day {1 week of tapering with frazodone OAD 150 mg/'day)
oF 10 venialadne XR TS mg'day once dally. During the double-bind Treatment Phase he paients were
randomized to & weeks Teaiment wil frazodone OAD of with venlafadne XR. Afier 3 and 5 weels of
treaman?, sulacis wene evalated for the reEDonE:. F:H"l]"-FBE-FITI'.‘l fose wWas Increased
mlru::EirertEn*rEm‘:nflultnreamu'Emmmdzzsm;’:E}' veniZaine XR and 450
mg'day for trazndone CAD. Pabients non-responding i0 treatment at the firal vist had thair sudy
medeation tapered from 1 o 3 wesks, accordng fo fhe madmum dosa reached during the saudy. In
order to prevent relapse of depression sYmphoms, responders & Me fina vist might confinue the
treammen. In this m.mmuhﬂﬂmmmmeﬂmmmﬂe ard presorined
the same medcation taken by the patients during the tial, accordng to the formuliaton avallable on e
r"lﬂ'l.E'LWﬁmmmmlﬁLﬁEE:ImlﬂﬂEmEHjE:HﬁEPLEH}EEBI_ME'TEEEHEE
anempied a%er one wesk of s IncrEass. ENEETIHEIE}'EELEMMEJME
{basedine), Visit 3 (7 days posi-randomizason; 07), VIsk 4 (D21), Vist & (D3S5), Visk 9 {D56). Patlents
recelving Increased a the schedued vishs (Visit 4 and Vist §) were stncty monitored for
sty with further vishs a Day 28, 42, £5 (Visits 5, 7, B, respectively). If the freaiment was |udged
unsuCCesstl andior the toleratlity unsatisfaciony afer dose adustments, the Investigator dsconinued
the pazents from e study and stared anomer approprate antideressan herapy.
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Metodology.

Patients non responding at Me final vistt (Visk 9) were monitored for safety thmughout the tapering
perod (Visk 10). If 3 patent discontinued early, he/she was asked 0 refum to the dlinic for the

Treatment Earty Termination Visk (TETV) as soon as possbie, but no later than 1 week aher
discontinuation. Al eMcacy and safety evaluations were performed & the TETV.

Humber of subjects: Recrutment of 00Ut 350 patents | 160 pallerts per gioup) was planned
Diagnosta and InGUsion critera: Pabents mesing TIE TaIoWINg Chiena were NGUded In ME sudy.

1} men and women 15-75 years of age (imits included) with no limitation of race; 2) outpatents; 2) MDD
actordng to Dlagnostic and Stabistical Manual of Mental Disorders (DSMHV criteria as assessed Using
e MINI Imtemalional Neuropsychiaine Interview; 4) 17-tem Hamiion Depression Rating Scaie (HAMD)
sCofe = 18 at both screening and baseline vists wih 3 decrease not exceading 20% befween screening
and baseling; 5) symptoms of depression for at la3st one monm before study entry (screening Visit); &)
iegally capable to give thelr consent io participata e siudy, and available 10 5ign and date fie wiiten
informed consent prior to the INGLSIon In the Sudy; 7) women of childbearnng potantal had to agree not
0 stat a pregnancy from the signature of the Informed consent up to 30 days afer the last
adminisirason of M investigatonal product

Patints meeting the following criteria were not alowed 1 particpate In he siudy

1) participation In anciher fral invohing any Investigationai drug during the past 60 days; 2) known
mypersensitivity 1o venlalzdne or Fazndone or their excipients; 3) use of venlataxdne or Tazodone within
™e prEVoUs S momins; 4) acute, of chronkc, OF Fecument medcal condiSons that mignt
aecteopandze he study resulis; 5) sSigniicant Iver disease, defned as actve hepatlis or eevaied
lﬂmbaﬂmmummﬂmﬂmm;ﬁ]ﬂgmmI]E-EEEE.[EII'EIIEE-
wea andfor crestining = 3 1imes the UpDer boundary of the nommal range; T) myocandial Infancton within
urrmu-ps.mumsmummumma.pxmmmmymgmg}mm
of risk facions for Torsade de Poinbas, such 35 heart Tallore, canflac las, bradycardla, candac
conduction abnormalties, family history of long OT synomme, cartlac

chvonic camtac InsuMciency, 90) valles Of Seciiytes (sodium, potassium, CACM, Magneshum,
chionide) cutside the nommal laboratory range and |udged clinically relevant by the Investigaior, 11)
concomitant treatment wih drugs known for GT projongation, of with drugs producing hypokalemia, or
diuretics; 12) QTcF values higher than 450 msec In the electrocandiogram (ECG) parformed at the
screening; 13)n history of major depression resistant 1 medical realments (previous Salure 1o respond
0 tMO CONSECUDVE FMHOSQVESS3N's Of OMfarent classes used for a sUMGET lengh of Tme &
appropriate doses); 14) history of selzure events other than 3 single chilthood fetrile seimure; 15)
héstory of aicohol or psychoactive substance abuse or addicion (except caMeing of nicolne) during the
last year a5 defined by DSNHYV criterta; 16) posfive urine drug screen for CNS-active dugs (cocaing,
oplokds, amphetamines and cannabincids) 3 Vist 1 (screeningl; 17) acute risk of suickde (HAMD,
crfiarion 3 with a value = 3;
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Diagnoets and InclEslon criteria: 15) (FEBENcE OF any prmary poychiairs: dsorer oher than major
depression; 19) history or presence of Dipolar disordes, any peychotc disorer, mental disonder due 1o
general megical condtions; 20) pregrancy, lactalion, or famaie with a positive urine pregnancy test
result at Wist 1 (screaning); 1) elecrocomalsive tharaoy (ECT) within 20 days prior 10 the screaning
WiEt 22) use of anbipsychotc dnugs within two months prior to the baseline vistt (Vist 21 23) use of any
amdciytic or sadative hypnobic drug wilin seven days prior to the baseline (Visit 2) and during e
study. Excaplion was siable low doses of benzndiazenines for Insomnia (If taken by the patent morne
Tan two weeks before the Treaiment Phase); 24) use of any psychotoolc orug of subsiance with
cemral nenvous sysiem (CNS) effects within seven days prior to Te baseline vis (Wist 2); 25) use of
any non-psychotropic drag with psychotropic efects (2.0 f-adrenergic DIDCKESS) within 5even days
ior to the baseling Wish [wsh 2), unless 3 stable doee of e dnug had besn maintained Tor & least one
month (three months Tor thymld or hormonal medications) before the basaline vist (visit 2 25)
oncomiant reaiment wilh cyiochmome P450 344 (CYP3A4) Inhibkors (e keloconaznle, mionasr,
indraviry 27) hyperthyroidsm, even F phamacoiogicaly comecied; 28) stan of dscontinuation of
peychomerapy within £ weeks prior 90 screening: 23] dinkcaly significant aonormalttes on physica
examination, vital signs, ECG, |aboratory tests at the screening visit 30) high biood pressure (supine
systollc 000 pressure [S5P] = 160 mmHg or supine diastalc blood pressure [DEP] = 90 mmHg) &
screening or baseling, afher unteatad or under treatment with antihypentensives; 31|Inamrr;'tﬂ::urrp4}'
Wit the protocol reguirements, Instrucsons and study-related resTictions; .. uncooperative ATude
nadiity o retum for study-visits, and Improdadillty of compiating the cinical sugy, 32) vulnerabie
subiects fe.q. persors kapt In detertion); 33) I subject was the Investigator or hisher depaties, first
grade reiatve, research assisiant, pharmacist, study coominator, ofner 5537 of reative Mensol direcly
Invoived In T2 condwct of the siudy.

Teet product, doss:

75 e trazodone OAD capsules (Baiches: 2011-%301 [expired date 30092013] 2012-5/S0, 2012
S/510 [expired date IVDE2015]; 150 myg trazodone CAD capsules (Eatches: 2012-5/501, 2012-5/509
[xpired date 31032015 300 mg trazodone OAD capsules (Batches: 2011-00501 [expired date
A0 3], 2012-50501; 2012-505500, 2012-50508, 2012-50°511 [expired date 51/0302015)

Reference product, doss: 37.5 mg veniataxine extended reizase KR capsules (batches: 2011-9/501
[expired date 3M0W2013); 2012-5/S03, 2012-5/S01, 0125500 [axpied date 3U0A20M5); 75 mg
verialadne extended reiease ¥R capsles (batches: 201 1-40501, 201 180505, 2011-3503, 201 1-80508
[expired dabe A0N0EF201 3, 2012-50501, 2012-50502, 2012-50503, 2012-50507, 20125511, 201255509,
2012-5/510 [expired date 3103/2015).

Liuration of treatmsant

Test product, dose: B weeks nciuding 1 week 150 mgiday of dose-tiration)
Feferenme FI-I'lIlI.II. dose 8 wesks
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The primary study endpoint for clinkal eMicacy was Me mean change from baseine (Wish 2-D0) In
HAMD score & VO (DS5). The secondary study endpoints were: [) mean change Som basslne (Visit 2-
DO} In Mortgomeny-Asberg Depression Raling Scale (MADRS) score at Visit § (DS6); ) Ciinical Global
Impression-Severty of liness (CGI-5) and Clnical Global Impression-Giobal Improvement (CGHE) at
Vish © (DSE); ) r@ie of responders oefined as patients with 3 S0% decrease wil respect o basaine on
the HAMD score at Visit 9 (DS6), ) raie of remithers defined 3s pabients with HAMD score s 7 at Vish 9
{DS6]; v) safety and iolerablity of Fazodone CAD was companed o vanlafadne XR.

Siaflsfical methods: Three Gludy pOpUEtons were O=ned Tor sabsecal anaysls e IEmon-o-
Treat m.pmuaumuamuasalmmwpmmwmmmaHmemm
me-:l-n:LI-m having a basaine and at least one postbaseline 174iEms HAMD total score
mnmnmmmmwmmmmmuasmmmmmmﬂmm
protocol violations, completed the study perod (from W1 o WS) and had 3 17-tems HAMD rating at the
end of the study period (V) and fie Safely Population d=fned as al patients who took at least one
dose of the medication. Study cenies were pooied fo obtaln at least 10 patients in each
cemer. Data colecied durng the TET MVisit were allocaiedat the first misshg viskt after the last
Patients for whom the TET Vist was filed the same date scheduled for Vist O (dropped-out
 V3) were considered compieting the study and Included In the PP population. Significance tests (two-
mbmmmeWMdmmmmmﬁmwem
nature, therefore no adjustment for was planned. Al he
on fhe T population’ using e Last .-aia:ncmmmu ) Imputaton
mmmammmmmmmmmmmmmmmmmmmw
demonsiration of the nonHnfenonty of Trazodone OAD ve. Venlafaxne XR evaluated 35 change from
naseline at Vistt O on e 174ems HAMD total score. The was analysed by an ANCOVA
{andysis of covanance) moded with baseline 35 covanaie and Tesiment and pooled 3 SOUMES
of varation. The nor-nfercrty was fulfiled If e upper mit of e bwo-sited 5% confidence Interval for
T diference between Featments did not excead Te threshold of 2. The change from basalng at each
post baseline vish of the HAMD total score, of fhe HAMD fackors (anety'somatization, cogniive
dsturbance, retardation, shieap disturaance) and of the MADRS total score were analyzed by he same
ANCOVA model jor anaiysis of varance 4] f e statstical assumplons underying the ANCOVA
wemE not satsfied. CGHS and CGHG were Compared DEtween groups LEING Me Cochran-Maral-
Haerszel test stratfled by pooied sites. Traatment groups were dis0 evaluated treating e resIonEes
a5 confinuous and applying the ANCOWVA or ANCVA model. Responders and remithers were compared
between Teatment groups by a Cochran-Maniei-Haenszel test at each wvish.Salety and nierabilty
mnentsmpaﬂnﬂmﬂ‘eﬂaypp:wlaﬂm
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Siafisical methoda: AES wefe coO=d according 1o Metical Dhcionary Tor Reguany ACvDes
[MedDRA) dictionary ver. 15.1. AEs were classBed as AES staried on or after the first study medication
administraton date and AEs started prior to the first EILll]rnE{l:-atIm administraton date. Summaries of
AEs staried on or aer the frst study medication aominisration were presenied as counts and
percemtages based on the number of palients exposed and compansd by a Chi-sguare test or Fishers
a:a::ltast Uisting of pre-reament and durng treatment AEs were provided by treatment group
reporied Dy the Inves3gator, the prafemed fem (PT) and the system organ
"EE}.MHHEEEE'ETE{HPEE].HHW F-Eam'ﬁmlhstalam
mmmmﬁmlmwmmmmmmm
emerged during the study medication adminisiration.
Each laboratory test was presented by descripiive statistics per freatment group, avallable vists and
change fom screening. Shift tables were calculated on the basis of Investigators' assessment (nomma,
atered but not clinically signiican, altered and cinicaily skgnificant). Pregnancy tests were listed
Descriplive statistics were presemted by Featment group for vitl signs and body weight at =ach visit
and on the change from baseline. 55% confdence Intenals were also provided,
The number and percentage of patients with QTcF values higher than 450 msec or showing
higher than 60 msec a any vislt were and comgarsd aml-sq.u:etestm
%%mmmﬂmmémmmmﬁu as5es5e 35
clinicaily significant by the Investigator were provitied for each freatment group at each visht,
The numiner and percentage of patients showing changes In the ECG evallations with respect b the
screening {from nommal to abnonmial) were provided for each treatment group at each vist
Descriplive statisics on HR, RR, PR, QRS, QT, QTcE and QTeF were provided tezlrrmtgﬂmx
each avaliabie st and on the changes from screening. Treatment groups was performed
by an AMOWA model at each visit. Changes from screening in physical examinaion were reponad.

SUMMARY — CONCLUSION
EMicacy reeults: The aim of the present study was to comgare the antidepressant eMcacy of trazndone
DAD, 3 proionged-release Tormuiation of Fazndone Indcated for the reaiment of depressive disoners
to veniafadne XR, a weldnown edendedsiease fonmulation of venlafadne, one of the most
prescribed antdepressant. Three hundred twenty one patients (165 In Me trazodone GAD group and
156 In the venlafaine xR ) were randomized and took a least one dose of he study medication.
The ITT popuiaton of 314 {162 In the Frazndone OAD group and 152 In the veniatane XR
group) who took at least one dose of the study medication, and fad a basaline and at least one post
basaling 17-4tems HAMD fotal score assessment. The PP population consisted of 245 patients (122 In
the trazndone OAD group and 127 In the venlafaxine XR group) who compieted the stutty penod (from
V1 to VB) and had Me 17-tems HAMD rating at Me end of the Siuty panod (V9) without Major protoco
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results: Patients enrolied In this study were significantly 1), as measared by valikdated clinkal
Imyert There were no dinlcally relevant or siatisfcally significant dfferences befwesn the treaiment
groups In patient demographics of cinical charmcianstics at baseline I all considered populations. The
bassline mean severity of iness measured with HAMD-1T total score was al least moderate for Doth
ITT and PP populations (ITT: Trazodone DAD 23.7 + 342, Venlafadne XR 238 £ 2.93; PP Trazodone
Ol 239 £ 341, Venlafadne ¥R 24.1 2 4.102). The baseline mean MADRS scom was conslsiet with
the HAMD-1T ozl score. Overall, the mean severity of liness was maderale and very cises 1o severe,
a3s defined by HAMD-17 cut off for severe depresskon (24). The primary eMcacy measurament was the
compartson of HAMD-17 scores repoied & the Wisll 9 with those reporied & the baselne Gath
tretments showed 3 good efcacy In ferms of reguction of HAMD-17 ol score & V9 (56 days)
Com 1 baseling (ITT: Trazodons A0 -1229 £ 6.532, Wanlafadne KR -14.7 + 6.55; PF. Trazndone
-15.4 2 5.32, Venlafaxine R -16.4 £ 5.35). Even i a saisicaly significant diferencs In favwor of
veniafaxine ¥ has been delecied In the T population, while no diference was detecied In the PP
, the primary endpoint of the wal, the nondnferorfly of trazodone OWD compared io
mmmmmmmmumﬂhmmmmmmmmmmﬂm
debate and it probably wamants further shudles. Moreover, the severfly of dis=ase In The Tealed
In both ams dereased fiom moderaie o mild based on the HAMD-17 ipial scome at visit
(=65 days) (ITT: Trazmdone OAD 10.6 = £.45, Venlalaxine &R 5.1 z 6.00; PP Trazndone DALD 3.5 =
4 97, Venlalanine ¥R 7.7 + 3.07). An Imeresting result of this trial was the higher reducion of HAMD-17
Ecore In the razodone OAD Com o Me venid@adne XR group at V3, afer only 7 o
tregtment. This difefance was y sigrificant (p-<0.05). The results related to the mean
17 subsraie seep disturbance scores showed 3 stabisbically significant diference n favor of the
trazndone OAD group compared 1o the veniavne XR group in the PP popuiation 2t V3 (7 days), V4
(21 days), VE (35 days), amw.:sa daye). As for the T amﬂ::al]rslh?'mcmt:ﬂrermcﬂ
In favor of razodone has been debected at V3 (7 days), V4 (21 days), and VE (335 days). As for the
amdetysomaization scones of the HAMD-17, a sta@siicaly significant difference In favour of wenlafadne
¥R has been detectad on W6 (35 days) and VO [55 days) In the ITT population, and on VB {55 days) In
the PP population. As for Te retardation scores of the HAMD-17, a statistically significant diference In
TMHMMEEHEMWWWEi%W{EE '|I!d'l.l".:l[ﬁil:laﬁln1ﬂ}ﬂ'|'
population, and on VE (35 days) and VO (56 days) i Regard Cogritive
dishubance scoes o the HAMD-17, no significant diference hias Deen repaied betaeen the two
breEtmenis.
The secondary endpoints incuded the change In e MADRS scone fom Daseldne, the disinbuion and
ol CGHS and CE-G from Saseling, and the rate of responders and remitiens. The of
S total scom at Vo (55 days) from hassine was stEisbealy significant for venidadne XR as
compared to trazodone OAD baoth In the TT and PP populations (ITT: Trazndone OAD -14.4 £ TS,
Vienlafaxine ¥R -169 1 7.5 p=0.003; PP Tramodone 08D -17.1 £ 6.04, Venlafaxdne xR -185 £ 6.58
p-n.um].wmmnmmmmmammmmmlﬁmmMm.m
change of the HAMD-17 total score at Wa (55 days) from baselne In the ITT pogulation.

-0 ]
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EMcacy resula: A5 Tor ME change In e GGG GG TTom Daseine, a sialsicaly ]
diffzrence was found In favor of vani3faxine XR as compared 1o tazndone GAD at VG (56 dayg), In the

T jtrazndone QAD -1.8+1. 16, veniatadne ¥R 2.121.17, p=0.032), bui not In the PP {razndone 08D —
2 1+1.06, veniafadine ¥R -2.3:1.02, p=0.056) popuiation. Regamding Me GGG scoe from baselne, 3
statstically significant diference was detected In favor of venialadne XR as compared o trazndane

QA0 a VO {56 days). bath In the ITT (Fazodone GAD 2.041,12, venlafadne XA 1.720.99, p=0.0088)
and PP {trazodons 1.7 & 0,82, venlafadne XR 1.5 + 0.72, p-0.0383) population. Morsover, the

rake of responders, defined 3s 3 reduction of at least 50% of the HAMD-17 total score at W9 compared
1 e baseline score, In Me present trial was reached In 65.4% of the subjects In Me frazodone OAD
group and 75.3% of the sublects In the venlafane XR group In Me ITT population. As for the diniea

remission, defined a5 a HAMD-17 scare = 7 a8 Wislt 9, the present irial ihe foilpwing rabes: [TT:
Trazodione OAD 37.7%, Venlafamne KR 52%; PP Trazodone OAD 46%, lafadne X 0%,
Safety results: Three hundred tesnty one patients (165 In the razodone GAD group and 156 In the
veniataxine XR group) who took 3 le3st one dose of the study medication were Inciuded In the Safety
. Three fundred twenty two | #EMHWMIHMMN’H‘E
On2 hundred sixty on2 ooumed In 36 palients ving Tazodone A0 and 161 In 7
patents recehing venlafadne XA The most frequent AEs were: dizziness (11.18%) and somnolence
{£.70%) In pallenis recaiving trazodone OAD, and rausea | 14.29%) and headache (11.60%) In patients
recelving venlafadne XR.Cverdl, the Inbensiy of ASs experfencad on bol ireatments was mild o
moderale In majonty of he cases. The AES | 35 severs oocumed In 2 patlens (2 AES) In the
MEWgupaﬂlnde}aisﬁﬁEE_lhﬂﬁﬂﬁadnexﬁgmp.i.-H:rEI:I'mEiZH-h[H' AES
resulted recoversdtesolved and 254 AEs were |udged by the Investigators as retated (Le., cerain,
probableikaty, possibie) with the Investigatonal medications: 121 occumed In 67 patients treated with
brazndone 0AD and 133 In 63 reated with venlafasdne KR Flve SAES, includng one death In
veniataxing X/ group, during the saudy and were exparienced by 3 patients In Fazodone OAD
group and by 1 In veniataxine XR group. Statstically significant diferences between the two reaiment
groups weare found In the changes of ECG parametars from the seresning at post-andomizations vists.
Parficulany, at vist 5 me w0 groups were statstically signficanty diferent In the changes from
screening of OTcF, 4T, RR and GRS, Bleven oul of 165 patents In famndors CA0D ard & out of
156 paténts In venlafadne XF group showed QTCF values higher than 450 msec the study or
profongation higher than 60 msec at any visit with respect fo the screening value These diferences
wene probably due 1o the higher dally dose of trazodone OAD [median dally dose 300 mg) a& compared
to venlafaxing ¥R [medlan daly dose 75 mag). Anyway, Tis diference between the two freatment
was not statistical AL both freatments Ifuenced ECG
Ver oSS T Sy, N0 Paterds Expeneioas EOG ANSralon MOGE] 38 -sonorTia and BMicAN
sigrificant”. Statistcally significant diferences betwean the two treatment groups were found for the
58P, DEF and heart rale In ®e change from bassine at posk-randomization vishs. These differences

expecied and not cinically signmcant There notabie changes | ht and physcal
Elmlnmmmﬁmummmﬁm "oty =g
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2. SYHOPS1S [contd)
Company name: TABULAR FORMAT [For Naflonal ALEhory
ACRAF S DA EFFERRING TD Lz iy
Hame of the Mnkhed producs: | WVOILLME:
Trazodore Comramids SAD
flim-coated 3blet=
Hama of the actiea substancs: | PAGE:
Trazodone HCI
Concus=lon: The am of he sludy was o compare e amidepressant of Tazndone a0 i

weniafaing XR. Consequently, ane of e reievant goal of the enmiment was fo provide Investigators
with new and solid data related fo trazodone CAD a5 3 valk therapeutic option to freat subjects afected
by In ciinical pracice. In this study depressed patients aoministered with razodone CAD
wene 35 ikely o be successfully reated as patients adminisierad wilh veniatasne XF. Patents ennolied
In Tis study were significanty lll, 36 measured by valldated cinical Inventories. Even If a statistically
significant In favor of veniafaxine XR has been detected In the ITT popuiaton, while no
differsnce was detected In e PP population, the prmary endpoint of the trial, the non-nfierorty of
braznaione DAD comparsd io veniataxine X, has been met. The extent of the ciinical reéievance of this
diferance could be matter of debate and It probably wamants further studies. An Irterestng result of tis
trial was the higher reduction of HAMD-17 scome In the trazndone QAD group compared fo the
veniafauine XR group afer only 7 days of teatment This dierence was statistically significant
{p<0.05). Moreover, the rate of mgpondars, In he present fid was 65.4% of the subjects In the
brazndone OAD group and 76.3% of e subjects In e veriatzxne X group In the ITT population. This
rate was higher than the one In a SHEDy VErsls camled out In 2009
Sheshan ggaj., namely 54% mmm e Samond GAD gupﬁaﬂﬂﬁ mmanpmshlﬁ
the placebo group In the ITT populafon. Furthemmore, the response rate In the frazndone OAD group
shown In the present trial s even higher than the one shown for czlopram [47% after 14 weeks of
bresiment) In the 1 "real wornld™ saudy on e reatment of nonpsychotic depression, the STAR'D
it The versi of Trazodone In Mis tral was even higher than e one shown In the
study piacebo by Sheehan et 3. The Fial by Sheshan et al. had the same study design as e present
one and very simiiar population comparad to the presant one, ius allowing a rellable compartson of the
results. Indeed, the mean reduction of HAMD-17 total score In the ITT population measured afer 56
days of reaiment In the frial conducted Dy Sheehan ef al was -11.4  B.2, thus highiighing the
consistency of the eficacy data produced by the present study and corfiming once éﬁaacy
of frazndone DAD In treating depression. As for the clinical remisslon, at Wislt 5, the present tia
reported the folowing rates: TTT: Trazodone OAD 37.7%, Venlaladne XR 52%; PP: Trazodone OAD
48%, Venlafaxine XR 60.5%. Once again, e remission rate of frazodone OAD group was higher than
the one mialed o rEparied In fhe STAR'D I3 (28% afer 14 wesks of weament)
Coneldering e safety, AEs oCowTed I patients after Inffiation of the study weatment 16
experienced by B6 patents recehving trazodone OAD and 161 by 73 patients recehving veriafdine XA
Owerall, the Imansity of AEs experienced on both reatments was mild o moderate In majorty of the
cases. More than 0% of the ASs resufied recoversdiresolved and 254 AEs (121 razndone OAD and
133 venitadne XR) were Judged Dy the Investigatorns a5 related with the Investigational medications.
Flve SASs, Including one death in veniataxine X3 group, oceumed during the study. As expected, both
bresiments Influenced ECG parameters, however across the study, no patients reported ECG alteration
|udged as “abnormal and clnically significant”. Taken al together these data could confim the efMcacy
of frazodone OAD 35 a vald hemmpeutic aption In the Fedtment of MDD, Bom Teaments showed 3
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