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MEMO |
MEDICAL INFORMATION DEPT.

Septernber 08, 2003

To: Representatives with Paxil CR Selling Reponsibilties ce! F;alf)'cil'r.‘R Prod. Mgt

Erom: Medical infermation Depér‘cment o "‘iijﬂossello
ps
Paxit ©R Team (Christine Keichie, Traci Lee. . TSMs
Nayahmka MeGriff-Lee) ' DSMs
Subject: REVISED MEDICAL INFORMATION LETTER ON: * " - MDMs

THE USE OF PAXIL IN PEDIATRIC PATIENTS . S

| Sperifics|

We wanted to give you an update on the Paxil pediatric issue around suicide. ‘The FDA s
stil reviewing our safety data for a possible increase in suicidal behavior in this population.
Hawever, clinical trial data regarding Paxil use in pediatric patients {specifically events
nossibly related to suicidal nehavior) has bean added to the PaxiliPaxil CR Medical

infarmation pediatric letter. It inclu;lg'ssqme of the safety data submitted to the FDA.

. This letter is for your informatior_gél"purposes only. Although you should read the
‘etter carefully, please do not discuss the contents with-you ctomers. instead,
refer afl questionsirequests o Medical Information. Therevised letterfhas peen sent to the
healthcare professionals (HCPs) who have asked for it sipce this isste arose in June.
Therefore, if you already requested this data for one of your gactors, they have been sent
the revised information.

When we hear back'ifz"om‘ the FDA with regards to their decigions on the Paxil labeling, we

will fst you know.

\n the meantime, if you have questions regarding this data, please call the Custormer
rResponse Genter (CRC): 886-825-5242.

Toe TR T TR T,
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RE:

USE OF PAXIL CR™ OR PAXNILT IN PEDIATRIC PATIENTS

SUMMARY

Paxilk: {paroxetine HCI) and Paxj] CR™ (paroxctine HCI) Controlled-Release are not approvcd by
the US Food and Drug Administration (FDA) for use in patients less than 18 vears of age (children or
adolescents) therefore. no recornmendations can bz made regarding use of Paxil or Paxi! CRin these
patients. RO

A search of the published literature identified several studics and case n’;m;ie'}'vs discussing the use of
Pavil in children or adoieseents far the treatment of major depressive disérder (MDD). abscssive
compulsive disorder (OCD). social anxiety disorder. or panjc disorder. In-the ideniificd data. patient
ages ranged from 3 1o 18 vears and the dosage of Paxil renged 310 80ma/day, Ne studics or case
reparts were identified that discussed the use of Paxil for the treaiment of generatized anxien
disorder (GAD) or postiraumatic stress diserdar (PTSD) in children or adolescents. No studics were

identified cxamining Paxi? C'R in pediatric patients.

From an cfficacy standpoint, tials in pediatrc patienrs have shown P/ to be statisticall\ superior
to placebo in the treatment of OCD and social anxiaty'disorder. The studies did not show a banefit
for the treaanent of MDD in children or adolescents onder 18 vaars of age. Conclusions regarding

e efiicacy and safety of Poxi/ and Paxil CR in éhitdren and adolescents for the treatment of panic
disorder. GAD. and PTSD await further studv. :

The FDA posted a Talk Paper on their website on June 19, 2003 acknowledging thar thex: are
reviewing the GlaxoSmithKline Paxif pediatric trial database (13, The EDA is evaluating the SPaxi/
safcty data for 2 passible increased risk-of suicidal thinking and suicide attempts in children and
adolescents. Although the revicw iszot complete. the FDA currentiy recommends that axi/ not be
used in children or adolescents with depression. As in adults, for children and adoleseents taking
Paxil. it is important that Pa:al not be abruptly discantinued. Upon completion of the revizw,
additional information will be available.

With respect to adults; the FDA has acknowledged that ther is no cvidence that Paxil is associated |
with an increased nisk of suicidal thinking or behavior i adults

In the GlaxeSmithKiine pediatric trials, which included more than 1160 patients (aged 7 1o 1R yvears} y(p
treated with Pacid. no patients commitied suicide, In pooled analyses of the pediatric placcho- Jﬁ @
controlled trials. a difference was seen between Peavi/ and placcbo in suicidal thinking and suicide

artempts, The inciderice of advarse cvents possibly refated to suicidal behavior wwhile on therapy '0\1/-,1
ttreatment phase plus iaper phase) was 2,4% (18/738) of pauents trzated with Paxi/ compared 1o

L 1% (7/647) for placebo. The incidance of adverse events possibly refated to suicdal behavier Lot

while on theeapy plus 30 davs of foltow-up (rreatment phase. taper phase and follow-up period). was [,‘A,VL‘ -
5.A% (25/738) of patients treated with Paxil and 1.2% (8/647) in the placzbe group. Please refer o W

Table 5 for incidence of events by disorder,

ln additional analvses of the depreesion rating sezle sweide s2ms. no swristically sienifican
difference was seen berween 'axi/ and placebo. Please refer o Table & for these resutty

PNLCTR247
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Some information contained in thjs FESPONSE may be outside the Approved Prescribing Information
for Paxit CR or Payi) This response is nor intended to offer recom mendations for administering
Paxtl CR or Paxi In 2 manner inconsistent wit), its approved labeling. In yrder for
GlaxoSmithKiine ro monitor the safety of Poyj/ CR ot Pavil. we encourare healthegre professionnls
o report adverse evenis o Suspected overdoses to e company at 888-825.5249 Please consyg
the Prescribing (nformation for oy CR or Puil,

BAC}\_'GROUND

in the US. nigjor depressive disorder (MDD) has a lifetime prevalence of 16.2% and 2 [2-month
prevalence of abeur 6.6% i adults (2). The average age of onser is during the late nventies. however by
adolescence the prevalence of depression is approximatels- 503 (3. 4). Afer puberty. depression occurs
nwice as ofien in females than majes (2. 3). Major depressive disorder 1S stronyly associated vwith anxigny
disorders in adults and pediatrics {6). Obsessive compulsive disorder {OCD)is rare in chitdren. however
by fate adolescence the prevalence is similar 1o ghar of adults. The incidance of social anxery disorder
pediatrics may be a5 high as 4% based upon DSM-1V ¢riteria The prevalenee of depression and anxicty
disorders increases around the Hme of puberty: Depression ang aNtety disorders children and
adolescenrs may continue inte aduithood if left untreated.
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Analyses of Evengs Possibly Relateq to Suicidal Behavigr

Inthe GlaxeSmithKJjne {GSK) pediarric rials. which inclyded more than 1100 pagjens taged 7 1o |§
»ears) trearcd wighy Paxvif ng patients commined suicide (73, 20y Post-hoe stalistica) nalvses ofthe
placbeo-controljed POrtions of six pugled GSK pediarne stadwes (detanfed in Tables ! 2 ang 3 were
vomdaered 1o ey auge g LTS events possibhy relaged (q suicidal behaviar Run-in apg uncantrodled
extension phases were hot included, owing o the Preseice of multipje confounding factors The

methodology wufizeg 10 identifv subjects included iy the "possibly relateq t0 suictdal behavigr category

depaned from thhe i gathering adverse o ¢

nrdata The method employed was g

S0y related to sujcida
tunking and/o injurious remarks or behaviors relage shigidal ideanion, sticide
erdose). Subjects with Post-randomization sycrga atempis and
subjects with new OTworsening sticida) tdearion Occurniyg aftar fandomization were included in the
chaical analyses, These anah ses of adverse evenps 05stbly refated to suicidal behavior were pot
Prospective v desipmed; Asfri_i?uant_ 4jid | 'cjteﬁti‘ajl'\"'co‘ntriburing camcat-factors the rafore EA0-1oT Be

taken into account, wse of different anahaic methods may prodics difterent resm - ————

In pooled analvses of the padiatrie placebo-controlled trals. 2 difference veag Seen Detveen Paxi/ and
placebo in suicida) thinking and suigice Atempts (Table 5) (23, 34 There were tivo Ueatment period
analvses (o therapy and on therapy plys 3 O-day fdlow-hp). The incidence of adverse events possibly
related 1o snicid) behavior while op therapy (treatmient phage Plus taper phase) was 2.4% (18/738) for

Pexif and 1.1% (7/547) for placebo in the overg)| population. T)y. analvses of the incidence of adverse

- Svents possibly relared o suitidal behavior while on therapy plus 30 davs of follow-up ftreatmen phase.

taper pbase and fol]ow—up period) was 3.4, (25/73 8) for Pewif ang 1.2% ¢ 31647} for placeba, For both
of these rreatment analyses, evaluation of the incidence of these evenis b spacific ps¥chiatric disorder

shows thay the majonity of evens occurred in patients with MDD. This datg is currentiv under review by
the FDA and further analyses are being conducied. Therefore, the foliowing information ma\ change as

more informarjon js tathered,

Table 5: Incidence of Events
Indicaijon

Possibl_v-Reiated to Suicidal B

' - (Treatmens Phase + Taper Phuse)
- % .(n/N) ’

mlm

Follow-17
%

Phaye)

AMajor De
(MDD .
Obsessive Compulsive Disoryers
(OCD) S

Socixl An3iety Disordepn

Prevsive Dise rder

0.3%,

(1/195;

i,
{34215y

*OCD and Socral Anere Disorder studies mohude
I = number of pagiengs TEpOTlng eveng
N = taral pumber uf 3Uets in treatment argy

Al analvsis of the depression raling seale sujcide (terns utitized in the threc depression urials Previously
deseribed was conducted (239, Each of these three studies used a diFferent depression rating scale, The
sutcide itemns tncluded: jiom 3 of the Hamiltop Depressian Rating Scale (HAM-D} in Sudy 329, jiem 1

ot the Mentgomen: Asberz Depression Rating Seale (MADRS) ip Swdy 377 and jtem |2 of the

PXLCTR247
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Clutdren’s Depression Rating Seale-Revised (CDRS-R) in Stwdy 701 An analy 35 of the sureide itzms
did ot show a stansticaily sisnificant change from baseline to endpomt betvwcen Paxif and placeto.
cither the cambinzd datasct or in each depression study alone,

A subser of panents from e three pediatne depression studicy defined as having ne sureidal ideation at
study entn were included 1n an analysis exanuning “emurgent suicidal ideation” based ea the individual
rating scale suicide 1rems of the HAM-D. MADRS and CDRS-R scales (23). [n this analysis. "emergent
suteidal ideation” was defined as having a bascline score of U or | for the HAM-D and MADRS ora
score of 1 or 2 for the CDRS-R which increased to = 3 atam posi-baseline assessment (Table 6)
Results from this analvsts demonstrated thae there were no statistically signi fieant differences bemween
the Saxt/ and placebo groups in the number of patients with treatment-emergent suicidal ideanon. This
was the case with all three smudies combined and when each swdy was analyzed sepasately - Moreover,
the analvsis showed no potential safery signal with regard to “emergent suicidal ideation” measured by
these scales. '

Table 6: Analysis of Emerzent Suicidal Tdeation in the Pediatric Dep cession Controlled Trials

Mujor Depressive Paxil Placeho Odds 93% CI | p->alue
Diserder Studies Ve C Y Rautio
(nfN) {n/N}
AR 3 Depresaion Studies 9.9%, 10.2%. 0.97 0.51, 1.46 0493
123032 {IB17TD
Study 329 3.8 - 1,8% 3.32 0,36, 30.6 3,29
: (360 ERAvER] '
Study 377 4 & 10).6% 1,43 0.11.1.67 n2z
(4183 13437
Study 701 15.8% 1% 121 0.52.2.79 363
{15/80) ¢ (12775 ,
1 = number of patients with “energent suteidal deation” ax defined above
N = 1o1al number of patents without boseline suicidal ideation in treatment ang

With respect to adults_ the F DH:I)és'zcknm\lcdged that there is no evidence that Paxi/ i5 associated with
an increased risk of suicidal thinking or behavior in adults.

Long-Term Safety © % =

Gallagher et al (23, 265.‘:Epo_ned on the long-term safety and tolerability of Paxif in children and
adoleseents {7-17 vears of age) with OCD or MDD, Patients with OCD or MDD that had compieted

- cither 2n acute, placebo-controlied Paxil trial or an open-label, repeat-dose Paxi! pharmacokinstc mal

were cligible W participarc in a 6~month, open-label, extension trial (n = 263, 147 with MDD and 1164
with OCD).” Safen was 2ssessed by the incidence of adverse events reporied. The overall mean daily
dose of Paecil was 12.9 mgyday while the mean daily dose in chitdsen wwas 20,9 my/fday and in adolescents
25.0 masday. Common adverse events (incidence = 10%) experiencad during exiension phase treatment
with Paxil were headache {23.1%). respimtory disorder (18 3%, trauma (13.7%). infection (12.3%).
phannafts (10.6%) and abdeminal pain {10.3%).

Pharmsacokinefics

A multicenter. open-label study was conducied to assess the pharmacokinetics of repeat dose Paxil in
chitdren and adolescants with OCD andior MDD (27). Evaluatsd endpoints included swady state
pharmacokinetic profile of repear doses of Paxil, along with safenv and tolerabihty. There were 17
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=

chitdren (7 (0 1) Yearsy and 35 adolescents (1210 17) whe entered the stdy and reczived medication.

- Panid was dosed mitiallyv ag |0 mg/das- for | dass. then 20 ma/day on days 3-8 and then titrared to

30 mg/day for davs 2942 payys was then tapered dowr 1o M0 my/day befare S1opping therapy {taper

penod optional), Phammacokinetic sampling was obrained OV epproximately 24 houre foliowing the
final dose ar sach dosing feve| during the doge escalation stage. In both ehitdray and adolescenrs steady-
state Cmax and arep yndar the eurve (AUC) inereascd disproportion ately with dose  Crax and AUC
were higher and clearance wag lowerin children compared 1o adoleseens. Tmax values sugresicd no
difference in absarption rate berscen children and adolescents P/ 1w senerally found to be we-
olerted by pediatric patents {3 to |7 vears). The Mast commton adverse events v ere headache (1&.3%,),
abdominal pain (7.4%) and somnolence {6.0%) 1n the overall population

Table 7 Summa i Paroxetine Steady-State Pharmacokinetic P:irnme!ers
Childreq

33 T3
(237 381 {0y

_ Findling ety (28) conducted an 8-week. open-label Study 1o assess the pharmacokinetics and saferv of
Paxitin 30 adolescents (5 1o 17 vears) with MDD (DSM-Tv criteria). In addition 1o DSM-IV criteria
younger patients (< |2 vears) needed a seore of at Icast 40 op the CDRS and older subjcets were required
to have aHAM-D » 17, Patients were nitizred on Paxif 10 me/day. After four weeks, the dosz coyld be
increased 1o 20 me/dav based on, Tesponsc. Following g single dose of Payi) 16 mg. the meag Cruax,
Tmax. half-life and AUC were 5.3 ng/mL (SD 4.0), 5 7r (SD L9111 hr (SD 5.2) and 0 0o
meghir-mL (SD 0.10). respectively .. Thereavere 15 subjeets who received Paxit 10 ma/day for eight
weeks, Forthese patients, the average pafcixetine.’conccnzration was 12.9 ng/mL (SD 8.4) ot week 4 and
7.2 ng/mL (SD 7.5) at week 8. There WETE eight snbjects thar had their Pavi/ doge increased 1o

20 my/day at week 4. Forthesa patients, the average paroxatipe concentation was 0.0 nz/mL (SD 9,7y
atweek 4 and 43 9.ng/mi. (SD47.5Y at week 8. The focus of this study was on fe phanmacokinetic and
satery profile of Payi7 in childrep‘and adolescents’ Therefore, efftcacy results ip erms of changes in the
HAM-D and CPRS Were not assessed. Overall, adverse Events were mild and transient: ZALU0intasting]
events (e.g., nausea, abdoming) Cramps) were reporied most commonly. There were ng clicaijy
siznificant changes ip Wweight, blood pressure, pulse, elecuocardiogram. serum chemistny ang
hematological studies ngted. : '

N'on-Placebo¥¢on trolled Published Literature

There are several additona) hon-placebo-cantrofled studies evaluating the efficacy and/or safety of Paxy)
i the treatment of children and adolescents with MDD (29.30.31.32) In these sudies, Pavif was
gerenallviwell tolerated ang patients shovied IMprovement in their depressive Symptoms, Two 12aveck,
open-label studies assessed the efficacy of Py in pediatric paticnis with OCD (33, 34). Patieats had
significant improvement ot endpoint in QCD SYmpiem severity. The advorse EVCIMS were similar o chose
reportad in the largar, plactbo-contreljed Studies previousk discussed, In additior.. two sima) studics in
panic disorder wera identified; studv detajls are presented in Table §
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H Table 8

: Panic Disorder
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