15



08/13/02

18:08 FAX
1 | ROBERT D. MCCALLUM, JR.
Assistant Attorney General
2 Clvil Division
EUGENE M. THIROLF
3 § Director
Office of Consumer Litigaticn
2 | GERALD C. KELL A
Seniocr Trial Counsel 2
5| 0ffice of Consumer Litigation ¢
ALAN PRHELPS .
& # Trial Attorney
Office of Consumer Litigation
7.8, Department of Justice .
P.C. Box 3BE J
g || Washington, DB.C. 20044 . oo
Tel: (202)307-6154 !
]
Attorneys for the United Statee
10
11 IN THE UNITED STATES DISTRICT COURT
FOR THE CENTRAL DISTRICT OF CALIFORNIA
12
13 g NO., CV 01-07837 MrRFP (CwWx)
14 } BRIE¥ OF THE UNITED STATES
} OF AMERICA
15 | IN RE PAXIL LITIGATION }
)
16 )
17 % f“*""".TF‘-—‘__
Lo TNy ;
) | N IO |
18 3
THIS DOCUMENT RELATES TO ALL } .
19 } ACTIONS ) |
)
20 - -
21 Pursuant to this Court's instruction, the United Statee of
22 || America, on behalf of the United States Food and Druc
23 || Administration (FDA), hereby submits this brief detailing the
24 | ispues related in its Statement of Interest regarding the Court's
25 § Memorandum of Decision re Preliminary Injunction filed on August
26 § 16, 2002,
27 As the factual statements below and the attached Declaration
28

of Robert J. Temple, M.D. make clear, FDA previcusly reviewed in
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1} depth Paxil’s side effects and concluded that the drug is, in
2 { fact, not habit forming. Thus, the advertisement in guesticn --
3 ¥ also reviewed by the FDA -- is not misleading. As & legal
4 ) matter, the government also respsctfully reguests that this Court
5 reject Plaintiffs’ injunctive request for the fcllowing ressons:
€11) FDA's administration of the comprehensive statutory and
7 || requlatory scheme governing prescription drug advertising
8 {| preempts this action; and 2} given the intent ¢f Congress to
9 I centralize prescription drug advertisement regulation in the FIA,
10 j this Court should defer to the agency’s primary jurisdictioen.
b I. Factual statements
1z A. Comprehensive regulatory scheme
13 congress has charged the United States Secretary of Health
14 § and Human Services with regulating drugs marketed in the United
15 || States, including the approval, promotion, and labeling cof those
16 k drugs. Sss the Federal Food, Drug, and Cosmetic Act {"FDCA"}, 21
173 U.8.C. § 301, et _seg. The Secretary has cdelegated that authority
18 to FDOA. 21 C.F.R. § 5.20{&) (1}). The comprehensive system of
b regulation overseen py FDA includes requirements that drug
20 § labeling and drug advertisements not be false ¢r misleading. 21
21 ju.s.c. § 382(a), (n); 21 C.F.R, § 202.1{e)(6). Bpecific
22 | regulations state exactly what constitutes a misleading
23 | prescripticn drug advertisement. See, 8.g., 21 C.F.R.
24 1 202.1{e¥(8), (7). If @ drug manufacturer publishes false or
25 fmisleading advertising, the prescription drug is deemed
26 “misbranded,“ 21 U.8,C, § 352(n), and the United States may tring
27 || an enforcement action against the manufacturer. 21 U.S.C. §§
28
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332, 334, 337. There is no private cause of action undey the
FDCA, 21 U.S.C. § 337(a).

Pursuant to this system of regulation, the FDA's Divigion of
Drug Marketing, Advertising, and Communications (“DDMAC") reviews
current breadcast and print prescription drug advertisements
appearing in the marketplace for possible enforcement actijon.
peclaration of Robert J. Temple, M.D. ("Decl.®) at ¥ ¢ (sttached
hereto)., Pursuant to 21 C.F.R. 202.1(j} (4}, FOR is commicted tc
review proposed prescription drug advertipements wher reguested
to do so by pharmaceutical companies. FDA's careful examination
of regional and nationwide advertisements is designed to ensure
that information communicated to consumers is not false ox
misleading, presents a fair balance of the risks and beneflts,
reveals material facts, and discloses major side effects., JId
FDA must consider not only whether adequate information of any
risks is discleosed, but also whether such information is
presented in such a way that does not overemphasize dangers such
that useful drugs are unnzcessarily avoided by consumers.

B, FDA's review of the specific advertieements in question

Paxil, the prescription drug at issue in the present case,
belongs to a class of pharmaceuticals known as Selective
Serctonin Re-uptake Inhibhitors {(SSRIs). FDA scientasts do not
congider SSRIs to be habit-forming, as that term has been useé in
countless drug labels and advertisements. Decl, at § 5. Rather,
SS5RIe, as well ae other kinds of drugs, have been known to czuse
wi;hdrawal symptoms known ae a "discontinuation syndrome.® There
is a critical difference between this phenomencn and the drug-

seeking behavior associated with habir-forming drugs. Decl. at

3
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119 5. At the time FDA approved the New Drug Application ("NDA")
2l for Paxil, the agency found no clinical evidence of drug-seeking
3 | behavior associated with the use of the grug. Decl. at § 5. 1In
4 | short, FDA concluded that Paxil was pot hekit forming. 1d.
5 FDA reviewed Paxil advertisements on five separate occas:ons
& | between 2001 and 2002. Id. Four versiocns of Lhese
7 | edvertisements contained the statement "Paxdil is nen-habit
Bl forming.” JI&. FDA found none of these advertisements to be
5 fmieleading, Id. The most recent version of the advertisement
10 § reviewed by ¥DA, which Plaintiffs geek to alter, contains the
11} "non-habit forming" languwage and, additionally, states "Don't
12 ! stop taking Paxil before talking with your Doctor." Decl. at
131¢ 7. FDA concluded upecn its review of the current advertisement
14 | that the additvional precautionary statement to see a doctor
1€ | regarding discontinuation of the drug ensured that the Paxil
16 | advertisement adequately provides [or dissemination of
17§ information to patients regarding possible £SRI discontinuation
18 § symptoms that is contained in the drug's patient package insert,
19 Decl, at 3§ 3 and 7. As bafore, FDA did not consider the
20 j advertisement wmisleading, since it previously hed determined that
21 | Paxil was not habit forming. Decl. at ¥ 8.
22 IXI., Argument
23 A. Preamption ~
24 | The Bupreme Court has found that:.
25 Under the Supremacy Clause, the enforcement of = state
regulation may be pre-empted by federal law in geveral
26 circumstances: first, when Congress, in enacting a
federsl statute, has expressed a ¢lear intent to
27 pre-empt state law; second, when it is clear, despite
28 the absence of explicit preemptive language, that

Congress has intended, by legislating comprehensively,

4
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1 tc occupy an entire field of regulation and has thereby
*lefr no room for the States to supplement® federal
2 law; and, finally, when compliance with both stete and
federal law is impossible, or when the state law stands
3 as an obetacle to the accomplishment and execution cf
the full purposes and cbjectives of Congress.
’ Capital Cities Czble, JInc. v. Crisp. 467 U.S. £91, £%£-9% (1584)
2 {citations, guotaticns cmitted). While the FDCA lzcks an express
& presmption provision epplicable here, Plaintiffs' injunctive
! reguest poses an obstacle to the full cbjectives of Congrecs by
5 attempting to substitute this Court's judgment for FDA's
i scientific experxtise in determining whether it is misleading tc
1 call paxil "non-habit forming,* when it doea not create the
- physical dependency associated with that characterazation.
12 Although some courts have held that certain common law tort
1 actions may escape preemption, a request for specific injunctive
e relief such as that currently before the Court directly impinges
+5 on FDA's role as the protector of the public interest in this
e field by ordexing specific changes to ads that FDA hse deemed
7 acceptable. Were the courts éf various jurisdicrtions to mandate
e what may and may not appear in prescription drug advertisemernts
s pursuant Lo state law, the public undoubtedly would rece:ive
0 inconsisgtent information from region to region; furthermore,
z: court -imposed advertising content or restricticons would lack the
. benefit of FDA's scientific expertise and consideration of
2 relevant policy issues. gee Keinberger v, Bentex PFheym., Inc.,
2 412 U.S. €45, 654 (1973) {(ncting that agency expertise is
26 superior to courts' due to "specialization, insight gained
2y through experience, and by more flexible procedures").
?E
5
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1 in enacting the FDCA, Con¢ress clearly deeired that the full
2 | range of scientific and medical opinion be brought to bear on the
3 | question of publicly available prescription drug informatien.
4] Eee 21 U.B.C. § 393(b} (4) (FDA should atbtempt te carry cut its
5§ misedion "ip consultation with experts in science, wedicine, and
6 § public health, and in cooperation with coneumers, Users,
7 | menufacturers, importers, packers, distributors, and retailers of
8 | regulated products.*). A regime in which lawsuite wotivated by
9§ individual, lozal concerns (even though sincere] may cverrule
10 | FDA'e conslidered actions in its own defined area of expertise
11§ clearly poses an obstacle te the full accomplishment
12 || Congressional objectives.
13 in the present case, FDA reviewed the particular
14 | advertisement at issue and made suggestions as to the precisze
15 ] issue that is the subject of plaintiff's request for relief,
16 § Based on itg scientific and medical expertise with this drug and
17 i orher similar drugs, FDA decicded that the advertisements are
16 || acceptable. Under such rircumstances, the Court should considex
18 § Plaintiffg’' purportedly stete-law bazed injunctive request
20 | preempred by federal law.’
21
‘Plaintiffs claim to be acting under state law. There is no
22 { private right of action under the FDCA. 21 U.8.C. § 337(aj. To
the extent Plaintiffs® injunctive request “"strayl[s) toe close to
23 | the exclusive enforcement domain of the FDA,“ it must be
dismissed, § Exum
24 Co., Inc., 922 F.Supp. 259, 306 (C.D. Cal 1996); gee _3lsg PDK
v. Friedla , 103 F.3d 1108. (2d Cix. 1987)
25 (Plaint;ff found to have no standing to challenge retail
advertising of 8 product on the market); Gile v, Opticgal
26 [ Radiation Cqxp., 22 F.3d 540, 544 (3d Cir.1954) (no private right
of action under FDCA); Mylap Lab., Inec, v, Matkaxi, 7 F.3d 1130,
27§ 1135 {(4th C€ir.1593) (dismissing for failure to stnte a claim
28 pleintiff's "ingenicus® attempt t¢ Yuse the Lanham AcCt as a

vehicle by which to enforce the" FDCA).

6
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1 B. Primary jurisdiction

2 Even when common-law rights and remedies survive and the

3| adgministrative agency lacks the power to confer immunity from &

4 § private suit, it may be appropriate to refer specific issues te

5 § an agency for initial determination where that procedure would

6 | secure "(uyniformity and conaistency in the regulation of

7§ business entrusted to a particular agency.’ Neder v, 2Allegheny

8 b Aixlines, Inc., 426 U,B. 290, 303-304 (1976). If Plaintiffs are

g i found to state & valid claim despite preemption analysis, the

10 jj Court should exercise its discretion under the doctrine ol

11 § primary jurisdiction and allow FDA to consider further, in l:ight
12 of Plaintiffs' arguments, whether the Paxil advertieement is

13 | misleading. See Berphaydt v. Pfizer, 2000 WL 1738645 {S.D,N.Y.,
14 | Nov. 22, 2000) (finding FDA had primary jurisdiction cver whethex
15 § to issue notices to users of prescription drug and their

16 | physicians}. .

17 The Ninth Circuit noted in United Sratves v. Gepersl Dynamigs
18 i Corp., 628 F.2d 13%6 (9th Cir. 1587) that primary jurisdiction

15 | *applies when 'protection of the integrity of s reguiatory scheme
20 || dictates preliminary resort to the agency which administers the
21 | scheme,'" Id. at 1362 (quoting United States v. Philadelphig
22 {¥ar'l Bank, 374 U.8. 321, 353 (1983)); gee _8lso United States v.
23 f Yegrern Pacific R.,R. Lo., 352 U.S. B9, 63-4 (195€) [primary
24 || jurisdiction applies where "enforcement of the claim reguires the
28 § resolution of issues which, under & regulatory scheme, have been
26 | placed within the special competence of an administrative body").
27 | Geperwl Dypamicsg established four factors that point tec & proper
28 } invocation of the primary jurisdiction doctrine: "{1) the need to

"
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1 | resolve an issue that (2) has been placed by Congress within the
2 | jurisdiction of an administrative body having regulatory
3 b authority (3) pursuant tO a statute that subjects an industry cx
4§ activity to a comprehensive regulatory scheme that (4) reguires
& | expertise or uniformity in administration." 1d. at 1362.
6 Here, the factors weigh heavily in favor of deferring to
71 FoA.  First, Congress clearly intended the FDA tc regulate
8 | prescyiption drug markering. The law gives FDA the authority to
9| review all publisghed prescription drug advertisemente snd to
10 || bring enforcement actions against those who would attempt to
11 fmisleadé the public in any way, The FDCA and its implementing
12 | regulations’ set specifie criteria by which the FDA is to judge
13 | such advertisements. Second, as zet out abovae, the FDCA subjects
14 § the drug industry to a comprehensive national regulatory scheme
1S |l in which FDA stande at the center. Third, the determinaticn of
16 §y questions arising under the FDCA - in this case, whether
17 f particular drugs may truthfully be describéd as nabit forming or
18 | pot habit ferming - requiies both medical and scientific
19 | expertice. Moreover, a ratiomal policy requires uniform answers
20 f to technical prescription drue guestions rather than 50 or more
21 f different answers depending on where a consumer happens to live,
22 While this Court certainly has the authority to intexpret
23 j the legal meaning of any statute, whether the Paxil advertisement
24 f is *misleading” does not present a purely legsl question. &
25 || factual determination must be made as to whether Paxil txruly is
26
27 The FDCA expresely provides FDA with " [tlhe authority to
28 promulgate regulations for the efficient enforcemant of the Act.*

21 U.5.C. § 371(a}.
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1 ] "habit-forming.* This factual review, if undertaken by th

2 || court, "would deny [FDA] the full cpportunity to apply ate

3 | expertise and to vorrect errors or modify positions in the course
4 [ of a proceeding." Estee Lauder, Inc., v, FDA, 727 F.Supp. 1, 4

5§ (D.D.C. 1989).7

§ Even if the Court does not agree that it should defer te

7l FOA's determination that the advertisement is not mislezding, the
B {| agency's pesition should, at the very least, be "entitled to

S | respect." Christensen v. Harris County, 529 U.§. 576, £&7 (2000)
10 § (agency interpretations contained in formsts such &5 opinaon

11 f lettexrs are entitled vo respect to the extent they heve the powezx
12 | to persuade). FDA doctors and scientiets have weighed the

13 | concerns at issue in the instant case and have determined the

14 | correct balance between alerting the public to the rasks of this
15 § parricular class of drugs and imposing warning reguirements that
16 | would overly deter use of a life-improving mecication. Eee

17 { Eenlev v , 77 F.34 616, €21 (24 Cir. 15%€) ("The FLh

18 § possesses the requisite know-how to ... sift[} throuch the

15 [ scientific evidence to determine the most accurate and up-tc-date
20§ information regarding a particular drug.*}. Not only does FDA
21 } make such decisions every day across a wide spectrum of drugs,

22 § the agency used its particular expertige bgfg to decide whether
23 j this gpecific drug should be categorized as “habit-forming.*

24 [ Given FDA's role under the law and its Congressicnally recognized
25

26 drhis is not to say that FDA has not already determined the

‘non~habit forming" nature of Paxil, but simply to say that, if

27 f Plaintiffs have additional informaticn regarding the lgsue, it
28 should be gubmitted, in the firet instance, to FDA ralher tnan

the Courts.
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expertise in the area of prescription drugs, this Court should
respect the agency’s determinations a6 to both fact and pelicy
III. Conclusion

The injunction Plaintiffs seek would overrule a facrual
determination made by FDA in its role as the agency responsible
for answering séientific and pelicy questions in the national
arena of prescripticn druc advertisements. Congress's
comprehensive statutory scheme, as implemented by FDA's
regulations governing prescription drug advertieing, preempts
Plaintiff’s request. If this Court finds that Pleintiffs' cleim

is not preempted, it should defer to FDA's considered, expert

10
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determination or, at the very least, refer the matter tc FDA in

respect of the agency's primaxy jurisdiction.

Respectfully submitted,
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UNITED STATES DISTRICT COURT |
FOR THE CENTRAL DISTRICT OF CALIFORNIA

IN RE PAXIL LITIGATION

THIS DOCUMENT RELATES TO

ALL ACTIONS

CV-01-07937 MRP (CWx)

DECLARATION OF ROBERT J. TEMPLE,
M.D.

1, Robert J. Temple, MD,, declare us follows:

1. 1hold two pasitions within the Food and Drug Administration's ("FDA") Center for

Drug Evaluation und Research ("CDER"): 1am the Director of the Office of Medical Policy and

the Acting Director of the Office of Drug Evaluation I (“ODE-I"). 1have held these or similar
positions since 1582, My office is located at 1452 Rockville Pike, Rockville, Maryland.

2. ODE-lis staffed with physicians and scientists responsible for the regulation of

cardio-renal, oncologic, and neuropharmecologic/psychapharmacologic drug products. My

office decides whether to approve new drug applications ("NDAs") for these types of drug

2
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produsts. Under the laws FDA administers, NDAs mus! include proposed drug praduct labeling.
1 personally make decisions ou the approvability of NDAs for al} new molecular entities fos the
sbove types of drug products. In the course of my official duties, 1 reviewsd and approved the
drug Paxil and its product labeling. Paxilisa neuropharmacologic/psychophanmacologic drug.
3. In addition to reviewing labeling prior ta a drug’s approvel, once an approved druy
product has been marketed, ODE-1, in conjunction with CDER's Office of Drug Sefety. monitors
the frequency and severity of postmarketing sdverse events to determine whether labeling
changes are necessary or watranted. The Paxil leheling (package insert) has been periedically
vevised both as to new indications that bave been approved (¢.g., post-iraumstic stress disorder)
and in response to postmarketing adverss event reports. For instance, based on {imited data, the
April 13, 2001 Paxil package insert that accompanied the approval letter for the generalized
anxiety disorder indication included minor comments in the Postmarketing Reports peragroph of
the ADVERSE REACTIONS section signaling 2 poteatial problem with "discomtinuation
syndrome.* By December 14, 2001, with more data in hand, the Paxil package insert, this time
atiached to the epproval letter for tiw another (post-traumatic stress disorder) indjcation, was
Tevised to reflect additional reports of discontinuation syndrome as an associated risk of taking
the drug, The labeling change moved the deseription of the syndrome from the ADVERSE
REACTIONS section/Posimarketing Reponts to o new paragraph captioned PRECAUTIONS
Section/Discentinuation of Treatment with Paxil. The following lenguage regarding
discontinuation syndrome was included (final printed label issuance date, Jan, 2002):

-..[t}he following adverse events were reported &t an incidence of 2% or greater
for Paxil and were at least twice that reported for placebo; abnormal dreams

(2.3% vs. 0.5%), paresthesia (2.0% vs. 0.4%), and dizziness (7/1% vs. 1.5%). In
the myjotity of patients, these events were mild to moderate and were self-limiting

and did not require medical intervention,

During Paxil marketing, there have been spontaneous reports of similar sdverse
events, which may have no causal relationship to the drug, upon the
discontinuation of Paxi/ (particularly when abrupt), including the following:
dizziness, sensary disturbances, (c.g., peresthesias, sychas eleemie shock
seasations), agitation, anxiety, nauses, and sweating, These events are generally

I3
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1 self-limiting. Similar events have heen reporicd for other selective serotonin
reuptake inhibitors.
2 Patients should be monitored for these symptoms when discontinuing treatment,
3 regardiess of the indication for which Paxil is being prescribed. A gradual
reduction in the dose rather than sbrupt cessation s recommended whenever
4 possible. If intolerable symptoms occur following 8 decresse in the dose or upon
discontinuation of treatment, then resuming the previously prescribed dose may be
5 cousidered. Subsequently, the physician may continue decreasing the dose but at
2 more gradual rate (See DOSAGE AND ADMINISTRATION),
§ 4. The Office of Medical Policy is responsible for the regulation of promotion of
’ prescription drug products through the Division of Drug Marketing, Advertising, and
’ Communications ("DDMAC"). DDMAC's mission is to proteet the public health by insuring
g that prescription drug information is truthful, not misleading, balanced, and aceurately
0 communicated, DDMAC is responsible for regulating the promotional activities of the
" prescription drug industry. This inchides the review of proposed advertisements when requested :
1 10 do s0 by s pharmaceutical company. Phermaceutical manufacturers often seek DDMAC's
. review of their proposed television advertisements in advance. Once an advenisement is
a disseminated, FDA regulations require the company to submit the advertisement to DDMAC.
B DDMAC reviews zdvertisements that are currently in use to ascertain compliance with the law.
1 FDA has authority, administered through DDMAC, to regulate the content of prescription drug
7 advertisements printed in megazines, journals, and ncwspapers; broadcast over television, radio,
18 and telephong; and disseminated through other means. DDMAC reviews thesc advertisements to
;Z ensure that they are not false or misleading (not inconsistem with approved product labeling);
present a fair balance between the risks and benefits of 2 drug product; reveal facts material in
2 light of the consequences of using the product as advertised; and either disclose all the risks
2 assotiated with use of the product described in the FDA approved product labeling or, for
Zi brozdeast advertisements, disclose the major risks and make adeguate provision for
2 dissemninating the product's FDA«approved labefing to the adventisement’s audience. As Director
2 of this Office, T am involved in the resolution of complicated issues regarding direct-o-consumer
27 .
28 3
1
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advertising, DDMAC conducied s review of the tclevision advertising for the drug Paxil that ie
the subject of this litigation and [ am fomiliar with its decisions and retions,

5. During the period May 200! through June 2002, DOMAC reviewed the contents of
defendant's television advenisements for Paxil on five separate occasions: May 18, 2001,
August 22, 2001; September 26, 2001; April 29, 2002; and June 14, 2002, DDMAC provided
comments (o the manyfacturer on three of these oocasions, in letters dated May 18, 2001, Aupust
22,2001, and April 29, 2002, Sge sttachuments 1-5, The last four versions of these television
advertisements included the oral statement that "Pexil is non-habit forming." The last and
current version of the advertisement contains the statement, "Dt;nﬁ stop taking Faxil before
tatking with your Doctor.” Although on these gccasions DDMAC commented on other aspects of
the advertisements, at no time did DDMAC conclude that the statement "Paxil is non-habit
forming” was misieading. The ceason for this is that DDMAC was aware that the medical
reviewers and scientists at ODE-I bad already determined during their medical and seientific
review of the NDA for Paxil that there was no clinical evidence of drug-seeking behavior
sssociated with the use of Paxil. Given the lack of any scientific evidence in the NDA suggestive
of druy sbuse potential for Paxil, and its membership in a class of drugs not suspected of having
ebuse potential (selective serotonin reuptake inhibitors), there was no reason for ODE-1 1w
consider the drug 1o be habit formins, “Habit forming” is not u scientifically precise term, bin
geonerally implies that patients will seek out the drug and continue to take it in the absence of 2
medical need. A term used more widely would be that the drug has "sbuse potential.” 1f ODE-]
had considered Paxil to be potentially habit forming, it would have referred the matter to the
United States Drug Enforcement Asency; for possible scheduling under the Controlled
Substances Act, which it decided was unnecessary, Based on this, DDMAC concluded that the
statement "Paxil is non-habit forming" was not misleading.

6. The fact that 2 drug canses 2 discontinuation syndrome does not mean that it is 8 habit

forming drug. Discontinuation syndrome generally refers to the emergence of various signs and
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symptoms that scour when 8 drug is stopped sbruptly (beyond s simple return of the symptems
the drug was used to treat). In many cases, such syndromes are thought to roflect changes in drug
receptors that lead to greater sensilivity to endogenous substances or other influences. There are
& number of drugs with unequivocal discontinuation syndromes that FDA and others would niot
consider to be habit forming. For exampie, beta blockers, used to {reat high blood pressure, have
& serious and even dangerous discontinuation syndrome. 'Cionidinc, also used to treat high blood
pressure, docs as well, as do nitroglycerin and its relatives. None of these drugs is associated
with drug seeking behavior or drug abuse, These drugs are in contrast 1o narcotics,
benzodiazepines. amphetamines, and barbiturates, all of which cause bath discontinuation
syndromoes and drup secking behavior. Some habit forming drugs, such 8s manjuana, are
associated with drug seeking behavior, but do not have discontinuation syndromes, "

7. In response to the recent requirement by ODEf! that the Jabeling for Paxil contain
information about symptoms some patients were experiencing when they stopped taking Paxil,
the defendant had originally proposed that the "mayjor statement” in their television adventisement
include, *Always talk to your doctor before stopping Paxil.” On Aprl 29, 2002, DBMAC
suggested to the defendant that they swrengthen the "major statement” 1 better convey to
consumers what they might experience should they stop taking Paxil. DDMAC suggested that
the orel statement be changed 1o "Dan't stop taking Paxil before talking with your Doctor.™ This
addition accormpanics the statement, "Paxil is non-habit forming,” which was present in this
television advertisement &5 submitted by the defendant for review. DDMAC concluded that
putting this precaution into the ielovision advertisements would ensure that the ads adequatcly
provided for dissemination of the information about possible discontinuation symptoms,
contained i detail in the product's FDA-epproved insert. This method of disseminaling
information contained in product labeling is consistent with FDA'% regulations,

el
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8. In summary, FDA carefully reviewed the contents of defendants’ past and current
television advertisements for Paxil in this case. The agency concluded thul the advertisements
were nol misleading because there is no scientific evidence thut Paxil is a habit forming drug and
consumers are adeguately cautioned ("Don't stop taking Paxil bafore talking with your doctor")
50 that they will be informed zbout any symptome they may experience before they stop king
Paxil and will do so under the guidance of their physician,

Pursuant to 28 U.5.C. § 1746, { declare under penalty of perjury that the foregoing s true

and correct.

> 63 -~ BN W o W W

10 § Executed this E& day of 5._:, gftaufur 2002,
el

I N (
12 ober J. Temple, M.ﬁ

7
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Food and Orug Adminsiretion
Roghvlile. MD 20857

TRANSMITTED BY FACSIMILE

Thetmas Kline

Assistant Director, U.8. Regulatory Afpirs
GlaxoSmithKline

1250 South Collegeville Road

P.0. Box 5089

Coliegeville, PA {5426-0989

RE: NDA 20-031/5-026
Paxil (paroxetine hydrochloride) Tablets i
MACMIS 1D¥: 9955 ‘ "

Dear Mr. Kline:

This letter responds to GlaxoSmithKline's (GSK) Aprit 17, 2001, lener so the Division of Drug
Marketing. Advenising, and Communications (DDMACY), requesting comments on two proposed
directeto-consumer (DTC) broadeast television advertisements for Paxil {paroxetine hydrochloride)
Tablets for treaunent of generalized enxiety disorder (GAD). The submission included storyboards for
two 60 second ads entitled "My Anxiety™ and “Misonderstood/What They Face™ {labeled storyboards
version “A”™ and “B” respectively).

We have reviewed the proposed materials and offer the following commuents,

Sworyboards and scripts ofien fail 1o account for factors of audio and video production that could affect
the effective communication of imporiant information snd fulfillment of adequate provision
disclosures {c.g., graphics and superimposiion of 1ext, pacing and clérity of voiceovers, and sound
effects or music), Therefore, we remind you that we cannot provide fine! comments on the
sceeptability of the broadeast 8ds unless we review the final taped version in its entirery.

Since many claims and representations are simifer or closely relsted, our comments on a particuiar
claim or representation should be applied to s)f future materials for Pexil that contain similar claims
snd presentations,

Adequate Communication of Complete Indication

Based on the collection of images and langusge used ta describe GAD, the proposed broadcast ads are
misleading because the descriptions of the indication fails to adequarely convey the hallmark
symptoms and the serious nature of the illness in order 1o sufficienty communicate the intensity of the
distress sufTercd. The totality of the opening vigneties dramatizing people suffering from various
symptoms of GAD do not convey the concept that the sufferer finds i1 difficult 10 contro! their chronic
symptoms ol cxcessive ankiety. worry, tension, irritability, etc.

3
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Furthermore, the GAD indication in the Paxil approved product lzbeling (P1) sipies that anxiety or
tensian associated with the siress of everyday life usunlly does not require regtment with an anxiolyuc.,
However in version A, the messsge that such everyday anxiely does not usuzlly need medication iy
not adexquately communicated by the statement “ficling anxiety is part of lilfe.” We note that based on
the storyhaard sequence in version “A," the plzcement of the SUPER “feeling anxiety is part of life®
between the GAD vigneties and the clinical definition of GAD undermines communication of the
concept of unconteollability of the symptoms for GAD sufferers.

In addition, in both proposals, the frame featuring SUPERS identifying the varicty of symploms
associnted with GAD lacks sufficiemt prominence (either due to font type size, Jack of contrast. or
possibly inadequate display time). In addition, we recommend revising some of the symptom
terminology for accuracy (revise “tension™ to “muscic tension™) or for more consumer-friendly
Ianguage (revise “fatipue™ 1o “easily tired” or “excessively tired™). We note that the srowork SUPER
for frame 7 in version “B™ umits the symplom of fatigue.

Minimization of Risk Information

In both propasals, the presentation minimizes some of the risk information. The starement“People
1aking MAO1s or thioridazine shouldn't take Paxil” followed by “Side cffects mey include.. " implies
that only those people taking cither of those drugs would experience the side effects listed if they used
Paxil. Therefore, to clarify that any Paxil user might expericnce the listed side effects we recommend
revising the second sisternent (i.c.. “Pexil’s side effects include...."). In addition, 1o be consistent with
the Pf, we recommend thai the side effect disclosure regarding sexval side effects be tevised (e,
“sexual side efects in men and women™),

Lack of Prominence for Various SUPERs

In both proposals, various SUPERs (* “.vailable by prescription only™ and those to fulfill “Adequate
Provision™) luck sufficient prominence for readability and processing by the viewer.

SUPER “The most prescribed SSRI for anxicty” (version “A™)

The presentation of this marketing claim in a SUPER during the sudic presentation listing the niost
common side effects minimizes communication of this ritk information. We recommend presenting
this claim elsewhere. In addition, for easier comprehension of the marketing claim, we recommend

revising the language to that proposcd in version "B, “the most pryscribed medication of its kind for
Generalized Anxiety.” o

[ you have any questions or comiments, please direct them to Lisa L. Stockbridge by facsimile at (301)
594-6771, or st the Food and Drug Administration, Division of Drug Marketing, Adventising, and
Communications, HFD-42, Rm 17-B-20, 3600 Fishers Lane, Rockville, MD 20857, DDMAC reminds
GSK that only written coramunications are considered official,




08/13/02 18:14 FAX o2

Thomas Klise Page 3
GlaxnSmithKline
NDA 20-031

1 all tulure carrespondence rugasding this particular mauer, please refer to MACMIS 1D¥ 9955 in
additiun 10 the NDA number,

Sincerely,
{See appended elecironic signature poge!

Joan Hunkin, JD

Consumer Promotion Analyst
Division of Drug Marketing,
Advertising, and Communications
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TRANSMITTED BY FACSIMILE

Thomas Kliine

Assistant Director, U.S. Regulatory Affairs
GlaxoSmithKline

1250 South Callegeville Road

P.O. Box 5089

Coliegeville, PA 19426-0989

RE: NDA 20-031/8-026
Paxil (paroxetine hydrochlcride) Tablets
MACMIS 1D#: 8955

Dear Mr, Khine:

This Jetter responds 1o GlaxoSmithK fine’s (GSK) August 1, 2001, request to the Division of Drug
Marketing, Advertising, and Communications (DDMAC) for camments an twd revised proposed
direct-to-consumer (DTC) broadeast television advertisemnents for Paxil (paroxetine hydrochioride)
Tablets for treatment of generalized snxiety disorder (GAD). The submission included storybonrds
ang videotapes for two 60 second ads entitled “My Anxiety"/GXPX-1006 and “What They
Face™/GXPX-1016.

We have reviewed the proposed materials and offer the following comments. Since meny claims snd
representations are similar or closely related, our comments on a particulsr ¢laitn or represcntation
should be applied o all future materizis for Paxil that contain similar claims and presencations and
should be communicated in consumer-friendly language.

Adequate Communication of Indication Limitation

As discussed in our May 18, 2001, letter, the GAD indication in the Paxil approved product labeling
(P} swates that anxiety or tension associated with the suress of ¢veryday life usually does not require
treatment with an anxlolytic, We commented that this messege (that such everyduy anxiety does not
usually need medication} would not be adeguately sommunicated by “feeling anxiety is part of life.”
We also noted that based on the storyboard sequence in version “My Anxiety,” the placement of the
SUPER “feeling anxiety is part of life” undermined communication of the coneept of uncuntroflability
of the symptoms for GAD suffercrs.

Youresponded by deleting the statement “feeling anxicty is part of Jife.” but you did not sugpest any
revised langunge to cxpressly adiculate this limitation to the indi¢ation. We seek 1o clarify our
comment. Ta Iy communicate the pleie indicetion end avoid inappropriately expunding
the paticnt population, we recommend adding information te clearly convey the concept that anxiety
due to the stresses of everyday life usually does not require medieation,

22
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Minimization of Risk Information
We huve reviewed your response and would not object to your revised proposal.
If you have any questions or comlmcms, please direct them to Liss L. Stockbridge by facsimile at (201)
5946771, or at the Food and Drug Administration, Division of Drug Marketing, Adverntising, and
Communications, HFD-42, Rm | 7-B-20, 5600 Fishers Lane, Rockville, MD 20857, BDMAC reminds
GSK that only written communications arc considered official,
In al} future correspondence regarding this particular matter, please refer to MACMIS 104 9955 ia
addition to the NDA number.

Sincerely,

I 8er appended clecironmr signutire prge!

Joan Hankin, JD

Consumer Promotion Analyst

Division of Drug Marketing,
Advertising, and Communicstions

25
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Thomas Klins

Direetor, Regulstory Affairs
GlaxoSmithKline

1250 South Collepeville Road
P.0. Box 5089

Callegeville, PA 19426-0989

RE: NDA #20-031
Paxil (paroxetine HC|) Tablets
MACMIS #10828

Dear Mr. Kline:

This lenter is in response to your Aprit 5, 2002, request to the Division of Drug Marketing, Adventising.
and Communications (DDMAC) for comments on & praposed direct-to-consumer (DTC) broadcast
advertiserent regarding the generalized anxiety disorder (GAD) indication for Paxil (paroxetine HCL)
Tablets, Your submission ineludes a staryboard and 3 60-second video entived "My Anxiety.”

DDMAC has reviewed the proposed materials and has the foliowing comments:

1. The claim *I like my life again” (Frame 14) is misleading because it broadly implics that Faxil can
improve anyone’s life, 10 the extent that they will fike their life, when this has not been
demonstrated by substantis! evidence from adequate and well-controlled clinical trials using
validated instruments that are designed to measure the patient’s appresiation for life.

Z. DDMAC is concerned that the claim “Always talk to your doctor before stopping Paxil™ does not
convey the importance of the Precaution, in the approved product [abeling, regarding the potentiat
risk of abrupt discontinuation of Paxil and the need to consult 8 physicien befare doing so. Thus,
DDMAC supgests that the directive be given more impact. For example, “Da not stop taking Paxil
before talking with your doctor.™

If you have any questions or comments, pleasc contact me by facsimile at (301) $94-6771, or ui the
Food and Drug Administration, Division of Drug Marketing, Advertising, and Communications, HFD-
42, Rm. 17B-20, 5600 Fishers Lane, Rockville, MD 20857. DDMAC reminds you that only writien
communications are considered official,

25
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In all fulure correspondence regarding this particular mater, please sefer to MACMIS 11 #10828 ia
addition to the NDA number.

Sincerely,

fSee uppended elecirnnic signanmre puge)
Lisa L. Swckbridge, Ph.D.

Reguiatory Review Officer

Division of Drug Marketing,
Advertising, and Communications

26
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Hankin, Joan E

From: Stackbridge, Lisa L

Sent: Thursday, Seplembes 27, 2001 10:12 AM
To: Hankin, Joan €

Subject: RE: Paxil 2253 TV Tapes

Thanks for 1aking care of this. | dont have o sea the tapes.

Lisa
e Qngingl Message-—-
From: Hankin, Joan &
Sent: Wodnesday, September 26, 2001 $:51 PM
Yoo Stockbiidne, Lisa b
Subjeet: Pail 2253 TV Tapas
Lisa’

{ reviewed the lapes "My Anxiely” and "What They Face" and they sddressed our only comment from 8/22 to repiace
language for the indication limitaticn, They now have a sustained SUPER that ssys "Anxiely from everyday stresans
usualiy doesn't need madication.”

Let me know if you want to view the tapes far signoff befors 1 put them on e shelf,

Thenks,

Joan
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