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Dear Mr. Hassan: o
This Warning Letter concerns Pharmacia Corporation’s (Pharmacia) promotional activities and
materials for the marketing of Celebrex (celecoxib) capsules.‘ Specifically, we refer to
promotional audio conferences given on behalf of Pharmacia’ by James McMillen, MD, and
certain materials used to promote Celebrex. As part of its routine monitoring and surveillance
program, the Division of Drug Marketing, Advertising, and Communications (DDMAC) has
reviewed your promotional activities and materials and has concluded that they are false, lacking
in fair balance, or otherwise misleading in violation of the Federal Food, Drug, and Cosmetic Act
(the Act) and applicable regulations. See 21 U.S.C. §§ 331(a) and (b), 352(a), (f), and (n).

You have engaged in repeated promotional activities that minimize the potentiaily serious risk of
using Celebrex and Coumadin (warfarin) concomitantly. Your minimization of this risk raises
significant public heaith and safety concerns because it minimizes the risk of significant
bleeding. Your promotional activities that minimize this risk are particularly troubiesome
because we have previously objected in two untitied ietters to your promotional materials for
Celebrex that, among other violations, minimized the Celebrex / Coumadin drug interaction.
Based upon your assurances that corrective steps had been taken in order to prevent future
violative promotional activities of this type, we considered these matters closed. Despite your
assurances, however, your violative promotion of Celebrex has continued.

¥ Pharmacia & Upjohn merged with Monsanto Company (parent company of G.D. Searle & Co.) on April 3, 2000
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Background

Since Celebrex’s approval on December 31, 1998, post-marketing bleeding events have occurred
in patients receiving Celebrex concurrently with warfarin. In fact, these post-marketing bleeding
events ultimately led to,the June 10, 1999, “Special Supplement—Changes Being Effected”
labeling supplentent. This supplement included a change in the Precautions Section of the
approved product labeling (PI) for Celebrex to inform healthcare professionals about the need to
monitor anticoagulant therapy closely when Celebrex and warfarin are used in combination.
Specifically, the Precautions section of the Pl for Celebrex includes risk information that states:

[a]nticoagulant activity should be monitored, particularly in the first few days,
after initiating or changing CELEBREX therapy in patients receiving warfarin or
similar agents, since these patients are at an increased risk of bleeding
complications. . . . in post-marketing experience, bleeding events have been
reported, predominately in the elderly, in association with increases in
prothrombin time in patients receiving CELEBREX concurrently with warfarin.

As a result of this important new risk information bemg added to the PI we requested that you
revise your promotional materials for Celebrex to include this new risk information.

Specifically, our letter dated June 24, 1999, requested‘that promotional materials for Celebrex
that include presentations about the use of Celebrex with warfarin, or drug interaction :
information in general, be revised to include prominent disclosure of the new risk information -
related to post-marketing bleeding events. We also informed you that your revised materials
should alert healthcare providers about the need to monitor anticoagulant activity, particularly in -
the first few days, after initiating or changing Celebrex therapy in patients receiving warfarin.

We requested that these revisions be completed no later than thlrty days from the date of our
letter.

In your letter dated July 23, 1999, you stated that revisions were made to your promotional
materials for Celebrex, including the master sales aid. Furthermofe, you stated that future
professional journal advertisements for Celebrex would include the new risk information
regarding the interaction between Celebrex and warfarin. '

Promotional Audio Confer"ences

We have become aware of five promotional audio conferences presented on behalf of Pharmacia
by Dr. James McMillen that are in violation of the Act and its implementing regulations. These
audio conferences were held on March 7, 2000, March 23, 2000, May 2, 2000, May 4, 2000, and
May 16, 2000.

On May 5, 2000, we sent you a written inquiry concerning your involvement with and influence
on the initiation, preparation, development, and publication of audio conferences given by Dr.
McMillen. We also asked you to describe the nature of the relationship between you and Dr.
McMillen. In your response dated May 19, 2000, you stated:

[o]ur company policy and operational basis is to require that our speakers follow
the content of our approved slide kit, to not discuss off-label uses in their
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resentations, to adhere to the promouonal regulations, and to provide disclosure
f the fi runamg of the program. We did have a report that Dr. McMillen was not
ad‘nenng to all of our instructions, and in fact, brought him in to corporate
neaaquarters in November, 1999, for retraining on these issues. Subsequent to
our meeting with Dr. McMillen, we monitored his speeches and were reassured

that he unaerswoa his obligations and was following our company policy.

o T

surances about retrammg and monitoring of Dr. McMiilen, subsequent programs
behalf are false or misicading. Our specific objections follow.

~ SN & I

The statements made duri rng promouonal audio conferences identified above minimized the risk
of Celebrex therapy in patients who are also taxmg Coumadin (warfarin). For example, in your
March 23, 2000, audio conference you stated that there is no drug interaction between Celebrex

o Vi |

d Coumadin. Spec ifically, you claimed that:

Yes, Celebrex and Vioxx are different compounds They have different reactions
in the b ‘d‘y. T"e‘y’ are not mtercnangeaole Celebrex has shown drug interactions
120 _° ____

with lithium and Diflucan. Vioxx has not shown any drug interactions with
lithium and Diflucan. Vioxx has shown drug interactions with Rifampin, ,
Coumadin, and methotrexate. Celebrex, no drug interactions with those drugs. -

Celebrex does not interact with Coumadin directly contradicts the PI
s, “...in post-marxeung expenence oleeamg events ‘have been reported
elderly, in association with mcreases in protnrombm time in patients
X concurr nﬂy with warfarin.” As prev1ou51y stated, the PI for Celebrex
in response to these posvmarxeung bleeding events that have resuited

elebrex and Coumadin in order to warn of the very interaction that
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initiating or changing Celebrex therapy in patients who are taking Coumadin. Additionally, this
disclosure d €s not correct your misleading message that Celebrex and Coumadin have no drug
interaction

L N S . el pl L 54 P
MInimizing Lontraindication

Ty :

our promotional audio conferences minimize Celebrex’s contraindication in patients who have
n 1er01c-type reactions to suifonamides. For example, you state that, ..many
other drugs such as umm H jaroaluru Hyzaar, Vasoretic are contraindicated in those allergic to
sulfonamides,” and “...if you have used these drugs without worrying about a sulfonamide
reaction, then Celebrex can be no different.” Your suggestion that Celebrex can be safely used
in patients who are allergic to sulfonamides if they have not had allergic reactions to other drugs
that are contraindicated in those aiiergic to suifonamides is inconsistent with Celebrex’s labeled
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contraindication that states, “CELEBREX shouid not be given to patients who have
demonstrated allergic Iype reactions to suifonamides.” Therefore, your promotional audio
conferences are mis 1ng because mey undermine the risks of Celebrex therapy in patients who
have demonstrated allergic-type reactions to suifonamides and are inconsistent with the PI for
Celebrex ' o ' ' '

Omission of Important Risk Information D

Y our promotional audio conferences fail to present other serious and important risks associated _
.S

with Celebrex therapy. For example, you promouonal audio conferences fail to present -
Celebrex’s contraindication in patients who have experlencea asthma, urticaria, or allergic-type

o

reactions after taking aspirin or other NSAIDs. You also fail to present the gastrointestinal (GI)
i e pos mmty or senous GI tox1c1ty sucn as meemng, ulceranon or
to

oreover. vou fail to present

populations in which Celebrex’s use is not recommended such as late
X’S most common adverse evenis.
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not been demonstrated by substantial evidence. Celebrex has not been compared to Vioxx in
trials prospectively designed to assess these endpoints.

Another example of your unsubstantiated comparative claims, is your claim that, “...in
rheumatoid arthritic pauems taxmg Celebrex at 200 mg twice a day, this was more efﬁcacmus
than 1000 mg of Naprosyn in rheumatoid arthritics.” The study that you cited to support this

uperiority claim actually concludes that Celebrex produced improvement in the signs and
sym ptorns of RA comparaole to the improvements proauced by Naprosyn. Therefore, your
claim of Celebrex’s superior efficacy to Naprosyn is false or misieading.

2

Promotion of Unapproved New Use and Dosing Regimen

Your audio conferences are misleading because they suggest that Celebrex is safe and effective
in the treatment of acute pam For example you discuss a 400 patient, 5 day post-orthopedic
surgical pain study comparing Celebrex to hydrocodone pius acetaminophen. You state that the
results of the surgical pain study were that, “...over the first eight hours 200 mg of Celebrex had
a similar onset of action and efficacy to 10 mg of hydrocodone plus. 1000’ mg of acetaminophen
Singie dose. Now over the next five a'ays tthe Celebrex was as effectiVe as the narcotic with less
arop—ons for lack of emcacy and less orop-ons for adverse events.” Celebrex was not approved
for an acute pain indication after rev1ew of six studies‘that were submitted to the Agency prior to
Celebrex’s ap‘proval. Aaamonauy,\_ ) )
_{and were also deemed insufficient to support Celebrex’s effectiveness for the -
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atment of acute pain. Therefore, your audio conferences promote an unapproved new use for =

y and this accompusnea thn no
/ents. Yes, this was one of our hopes or COX-2 tecnnonogy that you could
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double the dose a few times without increasing toxicity.” The pp roved dosing regimen for
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Violative Celebrex Promotional Labeling Pieces
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further state that the antimicrobial sulfonamides have metabolites that may be more likely to
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suggesting Celebrex is less likely to cause primary allergic reactions. However, your claims and
representations that Celebrex is less likely to cause allergic reactions than other sulfur-containing

mpounds is inconsistent with Celebrex’s labeled contraindications. Specifically, the Pl states,
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“Celebrex should not be given to patients who have demonstrated allergic-type reactions to
sulfonamides.” Therefore, your promotional materials are false or misleading because they
suggest that Celebrex may be used safely in patients who have demonstrated allergic-type
reactions to sulionamides when, 1n fact, such 1is not the case.

Conclusions and R'equested Actions

Your promotional activities described above raise significant health and safety concerns in that
they minimize cruciai risk information and promote Celebrex for unapproved new uses. In two
previous unt.tled letters dated October 6, 1999, and April 6, 2000, we objected to your
dissemination of promotional materials for Celebrex that misrepresented Celebrex’s safety
profile by minimizing the updated Celebrex / warfarin risk information and other risks, contained
unsubstantiated comparative claims, and lacked fair balance. Based upon your written
assurances that this violative promotion of Celebrex had been stopped, we considered these
matters closed. Despite our prior written notification, and notwithstanding your assurances,
Pharmacia has continued to engage in false or misleading promotion of Celebrex.

It is our understanding that you have decided to terminate this audio conference series with Dr.
McMillen. Due to the seriousness of your violations and the fact that this behavior has continued
despite your written assurances to the contrary, we request that you provide a detailed response -
to the issues raised in this Warning Letter on or before February 15, 2001. This response should -
contain an action plan that includes a comprehensive plan to disseminate corrective messages "
about the issues discussed in this letter to the audiences that received these mlsleadmg messages'
This corrective action plan should also include:

1. Immediately ceasing the dissemination of all promotional activities and materials for
Celebrex that contain violations like those outlined in this letter.

2. Issuing a “Dear Healthcare provider” letter to correct false or misleading impressions and
information. This proposed letter should be submitted to us for review. After agreement is
reached on the content and audience, the letter should be disseminated by direct mail to all
healthcare providers who were, or may have been exposed to the violative promotion.

"~ 3. A written statement of your intent to comply with “1”” and “2” above.

Your written response should be received no later than February 15, 2001. If you have any
questions or comments, please contact the undersigned, Spencer Salis, Pharm. D., or Mark
Askine R.Ph., by facsimile at (301) 594-6771, or at the Food and Drug Administration, Division
of Drug Marketing, Advertising and Communications, HFD-42, Rm. 17B-20, 5600 Fishers Lane,
Rockville, MD 20857. We remind you that only written communications are considered
official.

In all future correspondence regarding this particular matter, please refer to MACMIS ID #8432
in addition to the NDA number.

The violations discussed in this etter do not necessarily constitute an exhaustive list. We are
continuing to evaluate other aspects of your promotional campaign for Celebrex, and may
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determine that additional remedial messages will be necessary to fully correct the false or
misleading messages resulting from your violative conduct.

Failure to respond to this letter may result in regulatory action, including seizure or injunction,
without further notice. |

Sincerely,

/S/

Thomas W. Abrams, R.Ph., MBA

Director

Division of Drug Marketing,
Advertising and Communications
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