
December 1,2003 

BY FEDERAL EXPRESS 

Dockets Management Branch 
(HFA - 305) 
Food and Drug Administration 
5630 Fishers Lane 
Room 1061 
Rockville, MD 20852 

Re: Docket No. 03N-0344: Reouest for Comment on Direct-to- 
Consumer Promotion of Prescription Drugs 

Dear Sir/Madam: 

Catalina Health Resource (CHR) submits the attached to the above docket. I made a 
presentation on behalf of CHR at the Food and Drug Administration’s public meeting on 
September 23,2003 regarding alternatives to the current brief summary requirements. During that 
presentation, I referenced a January issue of the TV Guide as an illustrative comparison of the 
requirements applicable to the print advertising of different FDA-regulated products. Those 
advertisements are now attached for submission to this docket. 

Sincerely, 

Michael Roberts 
Vice President, Retail and Clinical Services 
Catalina Health Resource 

Attachments 

3j+ 03 
515 Olive Street I Suite 1400 I St. Louis MO I 63101 1 314.613.3500 I FAX: 314.421.5036 
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The NicoRermQ C Q @  patch works 

by safely providing controlled doses 

of nicotine for 16 hours or 24 hours’ 

if you need extra help fighting 

morning cravings. No matter how many 

cigarettes you smoke: you can use 

NkoDerm CQ’s customized stop- 

smoking program to help ease the 

common cravings and irritability 

that result from withdrawal allowing 

you to gradually wean yourself off 

nicotine entirely. 

Step 1 - initial treatment: 6 weeks with 
2lmg patch 

Step 2 - First step-down: 2 weeks with 
14mg patch 

Step 3 - Final step-down: 2 weeks with 
7mg patch 
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weigkt fast! 
ON clrlidoss bitt it d time 

A diet bar that works as good as it tastes? Unheard of 
That’s what Jacqui Davis thought until she lost 32 pound 
‘&I 5 weeks with the revolutionary new Xenadrine bar. Na 
she’s a believer. 

Xenadrine bars are unlike any other protein bar 01 
the market because They’re the only ones that contail 
Clarinol”’ CLA (Conjugated Linoleic Acid). This naturalI 
occurring compound is climcally proven to sign&car4 
decrease body-fat, while simultaneously increasing lear 

- rlr 1 muscle. In arecenr clmical study, ch 
CLA group ex.rienced siicaml 
greater far loss than the placeb, 
group. (Just nvo bars per day provid 
more than enough CLA to yiell 
similar results.) No other bar eve; 
comes remotely close to providin 
such amazing benefits. 

Xenadrine bars are also the onl 
ones in the cacegory ro earn th 
coveted Gold Medal for flavo 

UCC 

ar 

availabIe in four award-winning flavors: Cookies 8 
Cream, Chocolate Peanut, Chocolate Almond an< 
Chocolate Covered Sirawberry. 

Lose fat and gain muscle one delicious bite at a rim 
wirh the revolutionary new Xenadrine High Protei. 
Weight-control Bar. 

Available at E, Wal-Mart, Walgreens, Targc 
and ocher fine healrh food and drug stores nationwid 

www.Xenadrine.com 
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DGlaxoSmithKline, 2002 PXClS9RO Sept. 2002 Your life is waitiig! 



-..- _- ._“_.. 
Advertisement 
PAYJL CRTM 
(paroxetine hydrochloride1 Controlled-ReleaseTablets 
See complete prescribing information in GIexoSmithKline 
literature.The following is a brief summery. 
INDICATIONS AND USAGE: Pax11 CR iparoxetlne hyore 
chloride) IS indicared for the treatment of major depresslva 
dwrder and panic disorder as defined I” DSM-IV 
CONTRAINDICATIONS: Concomitant use rn patients tak,“g 
either monoamine oxldase inhibitors (MAOIs) or Vuoridazlne 
IS contraindicated (see WARNINGS and PRECAUIXJNS) 
Contraind!cated I” patients with a hypersenswrty to paroxe. 
tine or to any of the Inactive Ingredients I” Pax11 CR, 
WARNINGS: lnteactions with MAOls may occur. Given 
the fatal interactions reported with concomitant or 
immediately consecutive administration of MAOIs and 
other SSRls, do not use faxi/CRin combination with an 
MAOI, or within 2 weeks of discontinuing MAOI treat. 
merit. Allow at least 2 weeks after stopping Paxi/ CR 
before starting en MAOI. 
Potential Interaction withThioridazine 
Thioddazine administration alone produces prolonga- 
tion of the QTc interval, which is associated with serious 
ventricular arrhythmias. such es torsade de pointes-type 
arrhythmias, and sudden death.This effect appears to be 
dose related. 
An in viva study suggests that drugs which inhibit P45011DB, 
such as paroxetine. will elevate plasma levels of thiotid- 
atine.Therefore. it is recommended that paroxetine not 
be used in combination with thioridazine. 
PRECAUTIONS: Among 760 paiienrs wth melor depressive 
disorder or panic disorder treated wth Pax~l CR in controlled 
clinical studies, there were no reports of mania or hyooma- 
“~a. As with ail drugs effective I” the treatment of major 
depressive disorder. use Pm/ CR cautrously I” pauents with 
a history of manra. 
Among 760 patients who received Pax;/ CR I” controlled 
clinical trials I” malor depressive disorder or panic drsorder. 
one pane”1 (0 1%) experienced a s&we. Use Paxil CR cau- 
tIousIy in patients wth a hlstory of seizures Dlscontlnue !t 
in any patient who develops sezures 
The posslbllmty of suicide ariempt IS inherent I” major depres- 
sive disorder and may persiss until slgruflcant rem&on 
occurs Close supervision of hrgh-“sk patients should accom- 
pany lnltial drug iherapy. Wr~re Pax11 CR prescrlptlons for ihe 
smallest quanttty of tablets consistent wth good patient 
management in order IO reduce the wk of overdose Use the 
same precautions when treating patrents wtth major depres- 
sive drsorder as when treating pattents wth other psychlat- 
ric disorders 
During clinxcal trials with Immediate-release parox&ne, rhe 
folIowIng adverse events were reported at a” incidence of 
2% or greater for immedrate-release paroxetine hydrochlo- 
“de and were at least twce that reported for placebo while 
discontlnulng therapy wth Pm/ CR: abnormal dreams, par- 
esthesia. and dizzrness In the malorlty of patients, these 
events were mild to moderate and were self-ilmnlng and did 
“otrequrre medical intervenrlon During marketing of rmme- 
dlaterelease paroxenne hydrochlorrde. tnere have been 
spontaneous reports of slmllar adverse events. which may 
have no causal relauonshlp to the drug, upon the disconunu- 
ation of Immediate-release paroxetw hvdrochlorlde (panlcu- 
larly when abrupt). including the following dizziness. sensory 
disturbances (e.g.. parestheslas such as electric shock sen- 
sanonsi. agitauon. anxiety, nausea, and sweating. These 
events are generally self-llmtlng. Similar events have been 
reported for other selective serotonin reuotake lnhiortors 

- Morxtor oatients for rhese symptoms when discontlnung 
treatment. regardless of the indlcatlo” for which Pax!/ CR IS 
being prescribed. A gradual reductton I” the dose rather than 
abrupt cessation 1s recommended whenever possible If 
rnrolerable symptoms occur following a decrease in the dose 
or upon discont!nuation of treatment. then consider resum- 
lng the previously prescribed dose Subsequenrly, rhe physl- 
clan may rmmnue decreasing rhe dose but ar a more grad- 
ual rate (see DOSAGE AND ADMINISTRATION I” complete 
prescribing Information) 
Reversible hyponatrenxa has been reported with mmedr- 
ate-release paroxetine hydrochloride. marnly in elderly End!- 
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wduals. oatients taking ~~~re:~cs or those who were other- 1 
wise YOlUme depleted. 
Abnormal ble&“g (most’r ecchymos!s and P’JrP’Jra) --‘I 
ated wth u’“mediat++release ~aroxetine hydrochiorlde treat-:’ 
me”t, including a (apam oi ,mpa red ola~elai aggregat’on has 
been reported: the rela:lo”sn’p to paroxet,“e 1s u”Clea( ) 
Clinical expwience with rmmedlate-release paroxatl”e hydr* ‘I 
chloride in patiemS wth concowan SYstsmlc, lli”ess is<! 
i!mrted. Use pax,1 CR WU~IOIISI\I I” patients wh diseases or!; 
condntons that could afieen metabolrsm or hemody”.amic;i 
responses As wirh other SSRls. mydrlasis has bee” lnfr?! 
wently reooned t” premarkeang studies wth Paroxeti”ei/ 
hydrochloride. A few cases of acure angle closure glaucoma:; 
associated wirh immedwe-release paroxetine therapy have I 
been reported As mvdriass can cause acute angle cIOSUIE: I”;/ 
patients wth “arrow angle glaucoma. use caution when ~rej 
scribrng Paw/ CRfor These patbents I” pauents wth Sevew 1 
renal impairment fcreatlnlne clearance ~30 milmln I or:1 
severe he&c Impairment, a lower srart!“g dose (10 mgi:f 
should be used 
Observe the usua; cautions rn card)ac patlents :I 

Paxd CR tablets should not be chewed or crusned. and 
should be swallowed whole 
ChtlO” Patle”ts about operating hazardous machxnery. Indud- 
1”g automob!&. u”:il they are reasonably sure rhat Pax11 CR 
therapy does not a&t the:r abll!ty IO engage in such actwws. 
Tell Petlents 11 to conrwe therapy as uiracred. 2) to lniorrr 
phystcians about other medlca;lons they are taking. or plan 
to take: 3) to avotd alcohol while ?aklng Pm11 CR: 41 10 notify 
their phvsiclans If they become pregnant or wend to become 
pregnant dwng therapy or If thev are “urs1”g 
Co”Co”litant use of Pam/ CR wth tryptopha” is not recom. 
mended Use cautiously wth warfari” Weakness, hyperre 
flew4 and lncoordinatlon followng the use of a” SSRI and 
sumatrlptan have bee” rarely reported When admnistering 
Parr1 CR with clmeridine. dosage adlusrment of Pawi CR after, 
the 25 mg srar!!pg dose should be guided by clinical effec; 
When co-administering Paxd CR with phenobarbital or phe-j 
nytoin, no lnitlai PawI CR dosage adjustment is needed.4 
changes should be based on clinical effect 
Concomitant usa of Paxi CR wth drugs metabolzed by rhei 
cytochrome p&D; lthose used to treat major depresswe 
disorder such as nortrrptylme. amttrtp!yline. I”xpramme,~ 
desipramlne and fiuoxerw?. phenothiazwes, Type 1 C antlar- 
rhvthmlcs such as propafenone. fewnide and encalnldel or’ 
with drugs that inhlb!t this rsozyme (e g , quinldine) may 
require lower doses than usualiv prescribed for either Pax0 CR 
or the other drug: approach concomitant use cauuouslv 
However, due to the wk oi serious vemricular arrhythmias- 
and sudden death potentlallv associated wirh elevated plasma’ 
!evels of thloridazux, paroxerine and thuldazine should “or 
be co-admlnlsrered. 

Use cauuo” when co-adminrsrarlng Paxd CR wtn tric~clx 1 
antidepressants ITCAs) TCA olasna concemrathons may 
need mon!tor~“q. and theTCA dose mav need to be redxed. 
Admlnlstratlo” of Paxd CR with another tlghtiy protein-bound 
drug may snlfr .olasma concentrations. resulting I” adverse 
effects from either drug 
Concomitant use 0: Paxrl CRand alcohol I” depressed pailems 
is not advised Undertake concurrent use of Paxii CRand 11th” 
ium or digoxin cautiously If adverse ePects are seen when 
co-admwterlng Pax11 CR wth orocvclidlne, reduce rhe pi@ 
cyclldlne dose Elevated iheophyllux levels have been repon 
ad wth immedwe-release paroxetrne rreatmeor co-admnl*,, 
isiratlo”, monltorlng theophylllne levels !s recommended _ 
A slgniflcant!y greater number of male rats ,n the 20 mg/kgl: _ 



group developed retrculum cell sarcomas vs animals 
‘I doses of 1 or 5 mu/kq/dav. There was also a srgnifr- 
ly Increased linear t?en;i adross dose groups foi the 
rrrence of lymphoreticular tumors I” male rats. Female 
were not affected. Although there was a dose-related 

fase rn the number of tumors in mice, there was no 
l-related increase r” the “umber of mace wrth tumors. 
clinical srgndrcance of these frndrngs is unknown There 
) avrdence of mutagenrcrty wrth Pax!/ CR. 
, recervrng paroxetine at 15 n-g/kg/day (2.4 t imes the 
-ID on a mg/m* basrsl showed a reduced pregnancy rate 
gnancy Category c: Reproductron studies performed at 
?s up to 50 mg/kg/day in rats and 6 “@kg/day m  rabbrts, 
uxrmately 8 lratl and 2 (rabbit) trmes the MRHD on a 
n* basis, have revealed no evidence of teratogenrceffects 
f selective toxrcrty to the fetus However, rat pup deaths 
?ased during the fast 4 days of lactatron when dosing 
erred during the last trimester of 
throughout lactation The cause o 3 

estatron and contin- 
these deaths is not 

N” There are no adequate and well-controlled studies I” 
tnant women. Paxrl CR should be used in pregnancy 

if the potential benefit tostifles the potential risk to the 
s.The effect of paroxetrne on labor and delrvery in humans 
Tknown. Paroxetrne is secreted I” human mdk: exercise 
.ro” when Psx~l CR IS administered to a “ursrng woman. 
rty and effectiveness rn the pedratnc populatron have not 
n establrshed. 
voridwrde premarketrng cknrcal trials with immediate- 
ase paroxatrne hydrochloride, 17% of paroxetrne-treated 
snts fapprowmately 700) were 65 years of age or older 
rmacokinetrc studies revealed a decreased clearance I” 
elderly, and a lower stanrn dose IS recommended. How- 
; thaw were no overall dr ?f erences rn the adverse event 
rle between elderly and younger patients, and effec- 
?ess was simrlar in younger and older patrents lsee 
WCAL PHARMACOLOGY and DOSAGE AND ADMINIS- 
,TlON in comolete orescribrns informatronl in a con- 
ed study focusrng apecrfically~on elderly patrents wrth 
or depressive disorder, Paxi/ CR was demonstrated to be 
! and effective in the treatment of elderly patients I>60 
‘s of age) with maior depresswe disorder !See CLINICAL 
9LS and ADVERSE REACTIONS-Table 2 I” complete 
scnbrng rnformatio”.) 
JERSE REACTIONS: Adverse FindinSs Observed in 
H-Term, Placebo-ContmlledTdals with PaMI CR: 
rerse Events Associated with Discontinuation of 
ttment 
percent (21/212) of Paxrl CRpatrents drscontwed treat- 

tt due to a” adverse event in a pool of two studres of 
ents wrth mator deprassrve disorder The most common 
nts (21%) assocrated wth discontinuatton and considered 
e drug related fi a, those events associated with dropout 

rate approxrmately twce or greater for faxi/ CR com- 
!d to placebo) rncluded: nausea (3.7% vs 0 5%); asthe 
(I 9% vs 0 5%). drzziness (I 4% vs. O.O%), somnolence 
%  vs. O.O%), respectrvely. I” a placebocontrolled study of 
,rly patrents wrth major depressive drsorder, 13% (13/104) 
Pax;/ CR patients drscontinued due to these adverse 
nts. nausea 12.9% vs. 0.0%). headache (1.9% vs. 0.9%). 
ressron 11.9% vs 0.0%). LFT’s abnormal 11.9% vs. 0 0%). 
Pax,/ CRand placebo, respectweiy. Eleven percent (501444) 
~sxrl CR patrants r” paw disorder studies drscontinued 
itment due to an adverse event. Events meetrng the 
ve cntena included nausea f2 9% vs. 0 4%): Insomnia 
95 vs. 0.0%); headache (14% vs. 0.2%). asthenra (1.1% 
O.O%l for Paxrl CR and placebo. respectwely. 

The most commonly observed adverse events assocrated 
with Paxi/ CR rn a pool of two trials for major depresswe drs- 
order (Incidence of 5 0% or greater and rncrdence for fax;1 CR 
at least twice that for placebo) were abnormal ejaculatron, 
abnormal won, constrpation. decreased kbido. drarrhea. dz- 
zrness. female genrtal drsorders, nausea. somnolence, sweat- 
ing, trauma, tremor, and yawning Usrng the same criteria. 
the adverse events associated with the use of Pad CR in a 
study of elderly patients wrth mator depresswe disorder were: 
abnormal e]aculation. constipatro”, decreased appatrte. dry 
mouth, Impotence, mfectron. lrbrdo decreased, sweatrng, 
and tremor. 
in the pool of panrc disorder studies, the adverse events 
meeting these cntena were: abnormal etaculatron, somno- 

lence, rmpotence, Irbrdo decreased, tremor, sweatmg. and 
female genrtai disorders (generally anorgasmra or drffrculty 
achievrng orgasm). 
Incidence in Controlled ClinicalTtials 
The most commonly observed treatment-emergent adverse 
events assocrated with Pad CR, occurring I” 21% of patrents 
wth major depressive drsorder were: Body as a Whole: 
Headache (27% vs. 20%). asthenra (14% vs. 9%). rnfectron 
18% vs. 5%), abdomrnal par” 17% vs. 4%). back par” 15% vs. 
3%). trauma (5% vs. 1 %I. pain (3% vs. 1%). allergrc reac- 
tion 12% vs 1 %I; Cardiovascular System: tachycardra (1% 
vs. 0%). vasodrlatation 12% va 0%): Digestive System: 
Nausea (22% vs lo%), diarrhea (18% vs. 7%). dry mouth 
(15% vs. 8%). constrpatron (10% vs 4%1, flatulence (6% vs. 
4%). decreased appetite 14% vs. 2%). vomrting 12% vs 1 %I, 
Nervous system: somnolence (22% vs 8%). insomnra 
(17% vs. 9%). drainess (14% vs. 4%1, lrbrdo decreased (7% 
vs 3%). tremor (7% vs 7 $6). hypertonia (3% vs 7 %), pares- 
thesia (3% vs. I%), agrtatron (2% vs. 1%). confusion (1% vs. 
0%); Respiratory System: yaw” (5% vs. 0%). rhrnitrs 14% 
vs I%), cough increased (2% vs l%), bronchrtrs (1% vs. 
0%). Skin and Appendages: sweatrng (6% vs. 2%). photo 
sensitwity (2% vs 0%). Special Senses: abnormal vrsro” (5% 
vs. 1 %I. taste perversion (2% vs 0%): Urogenital System: 
abnormal elaculatron 126% vs 1 k). female genrtal drsorder 
(10% vs. ~1%). impotence 15% vs. 3%). urrnary tract rnfec- 
iron (3% vs. 1 %I, menstrual drsorder (2% vs <I %I, vagrnrtrs 
(2% “S 0%) 
The most commonly observed treatment-emergent adverse 
events assocrated wrth P&d CR, occumng in 25% of elderly 
patients wrth major depresswe disorder were’ Body as a 
Whole: headache (17% vs 13%). asthenra (15% vs 14%/, 
trauma (8% vs 5%). infection (6% vs. 2%). Digestive 
System: dry mouth (18% vs. 7%). diarrhea (15% vs. 9%). 
constipation (13% vs. 5%). dyspepsra (13% vs. 10%). 
decreased appetrte (12% YS 5%). flatulence (8% vs. 7%); 
Nervous System: somnoienca (21% vs. 12%). rnsomnra 
110% vs. 8%1, dizziness (9% vs. 5%). lrbrdo decreased (8% 
YS <1X), tremor 17% vs. 0%). Skin and Appendages: 
sweatrng (10% vs. cl%l, Urogenital System: abnormal 
ejaculation 07% vs 3%). Impotence (9% vs 3%) 
The most commonly observed treatment-emergent adverse 
events assocrafed wrth Pax!! CR, occurring in 27 95 of patrents 
with panic disorder ware: Body as a Whole: asthenra (15% 
vs 10%). abdomrnal par” (6% vs 4%); trauma (5% vs. 4%). 
Cardiovascular System: vasodrlatron (3% vs. 2%); Digestive 
System: nausea (23% vs. 17%): dry mouth 113% YS 9%). 
drarrhea (12% vs. S%l, consupatron (9% vs. 6%). decreased 
appetite (8% vs 6%). Metabolic/Nutritional Disorders: 
werght loss (1% vs 0%); Musculoskeletal System: Myalgra 
(5% vs. 3%l, Netwus System: insomnra (20% vs 11%). 
somnolence (20% vs 9%). lrbrdo decreased (9% vs 4%). 
nervousness (8% vs 7%); tremor (8% vs 2%l, anxrety (5% 
vs 4%). agrtatron (3% vs. 2%). hypertonia (2% vs cl%), 
myoclonus (2% vs. cl%), Respiratory System: srnusrtrs 
(8% vs 5%). yawn (3% vs. 0%). Skin and Appendages: 
svveatrng (7% vs. 2%). Special Senses: abnormal vrsro” 
(3% vs ~1%): Urogenital System: abnormal ejaculation 
(27% vs 3%). Impotence (10% vs. 1 %I. female genrtal dw 
orders (7% vs 1 %I, ““nary frequency 12% vs <I %), unna- 
ho” impaired (2% vs. ~1%). vaginitrs (I %  vs <I %I. 
Studies I” major depressive drsorder show a clear dose- 
dependent relatronshrp for some of the more common 
adverse events assocrated wrth the use of rmmedrate- 
release paroxetine The percentage of patrents in clinrcal tri- 
als reportrng symptoms of sexual dysfunctron I” non-elderly 
patients wrth major depressive disorder and I” patrents wrth 
panrc disorder a”? I” males: decreased lkbido (10% and 9%). 
ejaculatory drsturbance (26% and 27%). rmpotence (5% and 
10%). I” females: decreased libido (4% and 9%). orgasmic 
disturbance (10% and 7%). 
Srgntficant werght loss may be a” undesrrable result of treat- 
ment with paroxetrne for some patrents but, on average, 
patrents I” controlled trials wrth Pad CR, or the rmmedrate- 
release formulatron, had mrnrmal weight loss (about 1 pound) 
In a study of elderly patients with major depressive drsorder, 
three of 104 Pax!/ CR patients and “one of 109 placebo 
patrents experienced lkver transaminase eiwatrons of poten- 
tral clinrcai concern.Two of the Paxil CR patrents dropped out 
of the study due to abnormal kvar functron tests; the thrrd 
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Adver t i semen t  
pat ient  exper ienced  normal iza t ion  of t ransaminase  levels 
wi th  con t inued t reatment .  A lso ,  rn  the poo l  of  th ree studies 
of pat ients wi th  panrc  d isorder ,  four  of  4 4 4  Pax/ /  C R  pabents  
a n d  n o n e  of 4 4 5  p lacebo  pat ients exper ienced  lkver t ransam-  
m s e  e levat ions of ootent la l  c l in ical  concern.  E levat ions  in  a l l  
four  pat ients decreased  substant ia l ly  af ter dwont ioua t ion  of 
P a x i C X T h e  cl inrcal  s iani f rcance of these f rndrnas is unknown.  
In p lacebocont ro l led  &xca l  tr ials wr th  the rmn iedwte  re lease  
formula t ion  of paroxet ine.  pat ients exhibI ted abno rma l  va lues 
o n  l iver  functron tests at  n o  grea ter  ra te  than that seen  in  
p lacebo- t rea ted patrents 
O the r  Events  O b s e w e d  Dur ing  the Cl in ica l  Deve lopmen t  
of  Peroxet ine :  Du r ing  p remarke t rng  assessment  in  ma jo r  
depresswe  d isorder  a n d  p a w  dtsorder ,  mul t rp le  doses of 
P a x i l C R w e r e  admawte red  to 7 5 0  pat ients in  phase  3  doub le -  
b l ind,  contro l led,  outpat rent  studies.  The  fo l lowng adverse  
events w e r e  repor ted.  Note:  ‘f requent’ =  events occur r ing  In 
at  least  I I100 patrents:  “mnf requenr  =  l /100 to l /1000 patrents.  
Adverse  events for  wh ich  f requenc ies  a re  not  p r o w d e d  
occur red  dur ing  the p remarke t rng  assessment  of  rmmedra te -  
re lease  paroxet rne  in  phase  2  a n d  3  studres of ma jo r  depres-  
s ive dwxder ,  obsesswe compuls ive  d isorder ,  p a w  d isorder ,  
swa l  anxrety drsorder .  gene ra lned  anxiety d isorder ,  a n d  post-  
t raumat ic  stress drsorder .  The  cond ibons  a n d  dura t ion  of 
exposure  to rmmedra te - re lease  pa roxehne  vaned  great ly  a n d  
Inc luded a n  over lapprng  categor ies)  o p e n  a n d  doub le -b lmd  
studres,  uncont ro l led  a n d  cont ro l led studies,  Inpat ient  a n d  
ou tpabent  studies,  a n d  f rxed-dose a n d  t i t rat ion studres.  On l y  
those events not  prev ious ly  l is ted for cont ro l led- re lease 
paroxet rne  a re  inc luded The  extent  to wh ich  these events 
m a y  b e  associated wth  fanl  C R  !s u n k n o w n  

B o d y  as a  Who le :  In f requent  w a r e  a n a p h  
chi l ls, f lu syndrome,  mala ise ;  a lso  observe  d ’ 

lactord reactron,  
w e r e  adrenerg rc  

syndrome,  face edema ,  neck ng idny,  sepsrs.  Csrd iovascu lar  
System:  Frequent  w e r e  hyper tensron.  hypotens ion:  Infre- 
quen t  w e r e  ang rna  pector is,  bradycardks.  bund le  b ranch  block,  
pa lp i tahon.  postura l  hypotens ion,  syncope;  a lso  observed  
w e r e  a r rhy thmra  noda l ,  a tna i  f rbn l labon.  cerebrovascu lar  
accident ,  conges twe hear t  fadure.  hematoma.  l ow  catdrac 
output ,  myocardra l  Infarct, myocard ia l  ischemra,  pal lor ,  ph le  
brt is, pu lmonary  embo lus .  supravent r icu lar  extrasystoles. 
th romboph lebars .  thrombosis .  vascular  headache ,  ventr icu lar  
extrasystoles. Digest ive System:  In f requent  w e r e  brux ism.  
dvsohaara .  eructatron.  aastroenter i t rs.  gas t roesophaqea l  
ref lux, g ingni t rs,  glossir is.  g u m  hyperp lasra ,  hemor rho ids ,  
heaa toso lenomeaa lv .  Increased sal ivatron.  in fest& obstruc 
non,  me lena .  pa&eatr t is ,  pepbc  ulcer,  rectal  hemor rhage .  
s tomach ulcer,  toothache,  u lcerabve stomatnls;  a lso  o b s e ~ e d  
w e r e  aph thous  stomati t is.  b loody  drar rhea.  bukmia ,  card lo-  
spasm,  cholel r th iasrs,  coiitts, duodeni t is ,  ententrs,  esophagr -  
tis. fecal  impact ions,  fecal  rncontmence,  gastr i trs, g u m  h e m -  
or rhage,  hematemesrs ,  hepat i t is,  r lert is, ~ leus ,  jaundrce,  mou th  
u lcerat ron.  sal ivary g land  en la rgement ,  s ia ladenibs,  s tomatr -  
trs. throat  t ightness, tongue  drscolorat ion,  tongue  e d e m a  
Endoc r i ne  System:  In f requent  w e r e  hypenhyrordrsm,  ovar ian  
cyst, testes pa in :  a lso  observed  w e r e  d iabetes  melktus,  
goi ter ,  hypothyro !dwn.  thyrordrtrs.  Hemic  a n d  Lymphat ic  
System:  In f requent  w e r e  anemia ,  eos inophr l ra ,  leukocytosrs,  
leukopen ia ,  l ymphadenopathy .  th rombocytopenra ;  a lso  
observed  w e r e  anisocytosrs,  basophika.  b leed ing  t ime in-  
creased,  hypochromrc  anemra ,  l ymphedema,  lymphocytosrs.  
l ymphopen ia ,  mrcrocybc anemta ,  monocytosrs,  normocyt rc  
anemia ,  th rombocy themra  Metabo l ic  a n d  Nutr i t ional  
Disonlers :  In f requent  w e r e  b r l i rubrnemra ,  dehydrat ion,  gen -  
e rakzed edema ,  hyper  
per iphera l  edema ,  S G  8  

lycemra,  hyperka lemia .  hypoka lemra .  
T rncreased.  S G P T  Increased.  thirst, 

a lso  observed  w e r e  a lka l ine  phosphatase  increased,  B U N  
Increased,  c reat inrne phasphokrnase  rncreased,  g a m m a  g lob-  
ukns increased,  gout ,  hyperca lcemra.  hypercho les teremra,  
hvaerohosphatemia .  hvpoca lcemia .  hvooa lvcemra.  hvDona-  
t remia,  ketosrs, lacnc dehydrogenase  increased,  non-p io tecn  
nr t rooen ( N P N )  Increased.  Musculoske le ta l  Svs tem:  Infre- 
quen i  w e r e  arthntrs.  bursars,  myasthenra ,  myopathy,  myosr -  
tis, tendonrt is ,  a lso  observed  w e r e  geoe rahzed  spasm,  osteo-  
porosrs.  tenosynovrt is.  tetany Nervous  System:  In f requent  
w e r e  amnesra .  ataxra.  convulsron,  d ip lopra ,  dystonra,  e m o -  
b o n a 1  labrlr ty,  ha l luc inat rons.  hypesthesia,  hypokrnes ia .  inco-  
ord inat lon,  neura lg ra .  neuropathy ,  nystagmus,  paralysis,  pa ra -  
no id  reactron,  vemgo.  w i thd rawa l  syndrome;  a lso  observed  
w e r e  abno rma l  gait ,  akathrsis,  akrnesia.  aphasra .  choreo-  
athetosis.  c t rcumora l  paresthesra,  deknum.  delus ions,  dysar-  

thr ja  dyskjnesra,  euphor ia ,  ex t rapyramida l  syndrome,  fas$rC 
u & & s ,  g rand  m a l  convuls ion,  hostMy,  hypera lgesra ,  1 ~  
tabi fhy kb ido  Increased,  m a w  react ion,  manrcdepressrve  
r e a m &  meningi t is ,  my&is ,  per iphera l  neur ihs.  psV&osrs ,  
psy rh&  depressron.  ref lexes decreased,  ref lexes rncreased.  
s tupor  tmtrcol l is.  tnsmus.  f lespiratorv Svstem:  In f requent  
w a r e  as thma.  dyspnea,  e p d % i S ,  Ia rWgr t lS ,  pneumonra .  WI -  
dcr:  a iso  observed  w e r e  dysphonia ,  emphysema.  hemopty -  
sis, h iccups,  hyparvent i la t ron.  l ung  f ibrosis, pu lmonary  edema .  
respi ratory f lu, spu tum sxreased.  Sk in  a n d  A p p e n d e g e e :  
In f requent  w e r e  acne,  a lopeaa ,  dry  skin, eczema.  exfokatrve 
dermat ids ,  furunculosis,  prur i tus,  sebor rhea,  ur t lcar la:  a lso  
observed  w e r e  ang loedema,  ecchymosis.  e ry thema mul t l -  
f o rme e r y & e m a  nodosum,  hi rsut ism, macu lopapu la r  rash.  
skin $scolorat ion.  skin hyper t rophy,  skin ulcer,  S w e s b n g  
decreased,  ves icu iobul lous rash.  Spec ia l  Senses :  in f requent  
w e r e  abnormal i ty  of  accommodat ron .  conjunct lvl t rs.  ear -  
ache,  keratoconjunct iv i t is ,  mydnasis ,  pho tophobra .  ret fnal  
hemor rhage ,  trnnitus, v isual  i re id  defect;  a lso  observed  w e r e  
amblyop ia ,  an isocoda.  b laphar i t rs .  b lu r red  vision, Cataract .  
con junctwal  edema ,  co rnea1  ulcer,  deafness.  exophtha lmqs,  
g laucoma,  hyperacusis .  n rght  b l tndness.  parosmla .  P tOsrs .  
taste loss. U r o  
amenor rhea* .  8,  

en i ta lSystem:  In f requent  w e r e  a l bummuna .  
mast  en largement* ,  breast  pain”, n/stlbs. 

dysur ia,  hematuna .  k idney calculus,  meno r rhag ia’. noctur ia.  
prostautrs’. ur inary  inconhnence.  ur inary  retent ion;  a lso  ob.  
served w e r e  breast  at rophy,  e jacula tory  d is turbance,  endo -  
met r ia l  drsorder ,  eprdrdymrt rs ,  fema le  lactat ion, hbrocysj rc  
breast  leukor rhea.  masbt is ,  met ro r rhagra .  nephnt ts,  okguna.  
po lyuna.  pyuna.  salpatgrt ts,  urethr ibs.  ur inary  casts, wary  
urgency,  urol i th.  u ter ine  spasm,  vagrna l  hemor rhage .  
*Based  o n  the n u m b e r  of m e n  a n d  w o m e n  as appropr ia te  
Pos tmarke t ing  Repor ts :Vo lun tary  repor ts  of  adverse  events 
in  pat ients takrng rmmedra te - re lease  paroxet ine  hydrochlo .  
r ide  that have  b e e n  recerved s ince marke t  tn t roduct ion a n d  
not  lksted above  that m a y  have  n o  causal  re la t ionsh ip  wi th  
the d rug  inc lude acute pancreatt t is,  e levated lkver funct ion 
tests ( the most  severe  casas w a r e  deaths  d u e  to kver n e w @  
srs. a n d  grossly e levated t ransamrnases  associated wi th  
severe  Iwer  dysfunctron),  Gur l l a i n -Ba r re  syndrome,  toxic ep!.  
de rma l  necrolysrs.  pnaprsm.  syndrome of inappropr ia te  A D H  
secretron,  symptoms sugges twe of p ro lac t rnemra  a n d  ga las  
tor rhea.  neuro lept ic  makgnan t  syndrome- lake  events,  extra 
py ramrda l  symptoms whrch  have  inc luded skathisia.  bmdyki .  
nesra,  cogwhee l  r igidi ty,  dystonka.  hypenon ia .  ocu logync 
crisis whrch  has  b e e n  associated wi th  concomi tant  use  0 1  
prmoztde.  t remor  a n d  tr ismus, sero tonrn  syndrome,  assow 
a ted  in  s o m e  cases wth  concomi tant  use  of sero tonergrc  
d rugs  a n d  wi th  d rugs  wh ich  m a y  have  rmpar red  paroxet ine  
me taboksm (symptoms have  rnc iuded  agi tat ron,  confusion,  
draphores is .  hal luc inat ions,  hyperref lex ia.  my&onus ,  shiver.  
ing,  tachycard ia  a n d  t remor) ;  status epr laptrcus,  acute rena l  
far lure,  pu lmonary  hyper tensron,  a l lerg ic  alveol i t rs.  anaphy  
laxis, ec lampsia ,  laryngismus,  opt ic neuntrs .  porphyr ia .  ven  
tncular  f rbn l lanon.  ventr icu lar  tachycardra ( Inc lud ing torsade 
d e  pomtes j ,  th rombocytopenra .  hemoly t ic  anemra ,  events 
re la ted to impa i red  hematopores is  I inc lud ing aplast ic  ane.  
mra ,  pancytopenia ,  b o n e  m a r r o w  aplasra,  a n d  agranu locy to  
S IS) .  a n d  vascul i t ic syndromes W.zh  as Henoch-Schon le i r  
pu rpura j  There  has  b e e n  a  repor t  of  a n  e levated pheny toa  
level  af ter 4  weeks  of rmmedra te - re lease  paroxeta te  a n o  
pheny torn  co-admin is t rabon.  There  has  b e e n  a  repor t  o i  
severe  hypotens ion  w h e n  immedra te - re lease  paroxet ine  was  
a d d e d  to chron ic  metopro lo l  t reatment .  
D R U G  A B U S E A N D  D E P E N D E N C E :  Cont ro l led  Subs tance  
Class fax/ C R  is not  a  cont ro l led substance.  Eva lua te  
patrents careful ly  for  history of d ru  abuse  a n d  observe  suer  
patrents c losely for  s igns of P & v /  i! R  m o u s e  o r  abuse  (e.g..  
deve lopment  of  to lerance.  incrementa t rons  of dose,  d rug  
seekrng  behavtor l .  
G l a x o S m n h K i i n e  
Research  Tr iang le  Park ,  N C  2 7 7 0 9  
02002 .  G laxoSmi thK l rne .  A l l  r ights reserved 
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SOMETHING IN THIS TOMATO 
MAY HELP PROTECT AGAINST 

HEART DISEASE. 

Emerging science suggests that a remarkable 
nutrient, LYCOPENE, is one of the ingredi- 
ents in tomatoes that mav helo reduce the 
risk of heart disease. Now Centrum and 
Centrum Silver both contain lycopene!: 
Another way that the advanced formulas of 
Centrum, combined with a healthy lifestyle, 
do more for your health everyday. 

Centrum@and Centrum@‘Silver” 

Now More Complete With Lycopene 

’ THESE STATEMENTS HAVE NOT SEEN EVALUATED BY 
THE FOOD AND DRUG ADMINISTRATION. THESE PROD- 
UCTS ARE NOT INTENDEDTO DIAGNOSE,TREAT, CURE, 
OR PREVENT ANY DISEASE. _ 

Take ahmg with a healthy diet. -fContains all nutdents wiih an FIDI 
(exceqt iron in Canbum Silver). *Not intended to p&de your daiiy 
intake of Lycopene. Choose a diet rich in tan&es and other fruits 
and vegetables. 

Wyeth” www.centrum.com 02003 Wyeth Consumer Healthcare 


