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PHARMACEUTICAL RESEARCH
3. DEVELOPMENT, L.L.C.

920 US. Highway 202, P.0.Box 300
Raritan NJ D8ESS '

TRANSMITTED VIA FACSIMILE AND FEDEX
Aptil 28, 2004

Thomas W. Abrams, RPh;, MBA,

Direstor

Division ‘of Drug Marketing,
Adventising and Communications

HFD42, Rm. 8B-45

6600 Fishers Lane

Rockviile, MD 20857

" RE: NDA 20-272 and 20-588

RISPERDAL ® (rfsperidone) Tablots and Oral Safution -
MACMIS # 12195 _
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Dsar Mr. Abrams: . . :

On behalf of Janssen Pharmaceutica Produsts L.P. (Janssen), please refer to our approved New Drug’
~ Applications, NDA 20-272 and 20-588 for RISPERDAL® (risperidone) Tablets and Oral Solution, and

" MACMIS # 12185, Reference Is also made to the Division of Drug Marketing, Advertising &
Cornmunication 's (DDMAC) comrespondence to Janssen dated Apri) 18, 2004, sent in respanse fo a
*Dear Healthcare Provider Letter {DHCP)" disseminated hy Janssen on November 10, 2003. Wehave
carefully reviewed your lefter of April 19, 2004, and provide our response balow.

Janssen and Johnson & Johnison Phamaceutical Research & Development (J&JPRD) share FDA’s
inlerest in-accurate and timely communication of lebaling changes to the heaithcare community.
Janssen and J&JPRD recsived the Division of Neuropharmacologkal Drug Products' (DNDP) letler of
. Septemnber 11, 2003 to all manufacturers of atypical anﬁpsycimtm requesting thet [abeling for all
atyplcal antipsychotics, including RISPERDAL, be updated to nclude infomation about diabstés
mellitus advarse events. Within three days, Janssen and J&JPRD comacted DNDP 1o request an
opporiunity to discuss the proposed class labeling,

On November B, 2003, sfter several correspondences betwaen J&IFRD and DNDP regarding the
proposed dass labeling, which led {o agreement on modified dass labeling, J&JPRD submitteda
“Special Supplement ~ Changes Being Effected” (“Spedial Supplement”) to provide for changes in the
WARNINGS section af the RISPERDAL®labeling. Immexdiately thereafter, with the goal of informing
health care professionals |h a imely manner regarding these labeling changes, Japssen voluntarily
issued; to hea!thcare providers, the November 10, 2003 DHCP communication.

On November21 '2003, DNDP approved our Special Supplement and at thet time requested that
Janssen issue a “Dear Heslth Care Professknal” Ietter regarding the addiion of language relative to
lycernia and diabetes mellis 1o the WARNING settion of the prescrioing formation for
RISPERDAL®. On November 26, 2003, J&JPRD informed DNDP that a medical communication with

this purpose was previously sent an November 10 and provided & copy of the letter.to DNDP &t that
time.
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NDA#20-272, 20-588
MACMIS # 12195

Regarding your asserfions of omission of materal information and minimizetion of risks/miskaading
comparative claims, it is Important to nole that the November 10, 2003 communicetion contained a
copy of tha complsle prescribing information for RISPERDAL contaking the updated, FDA approved,
WARNING {anguage on hyperglycemia related events, with a prominent reference to the full
prescribing information in the body of the DHCP lefter.,

Based upon Janssen's comprehensive review of the data pertaining to risperidons’, we have a differing
view of the data on R;sperda) and diabetes meliius. However, we acknowiedge the Aganc)fs position.

Notwithstanding cur differing views, in order to address your concems, we agree to do the following.
With your agreement, we will send the atiached proposed DHCP lefter (Attachment A) pursuant o 21
CFR 2005 (c){1) to the same audience that received the November 10, 2003 communication. Please
be aware that the November 10, 2003 letter is no longer being disseminated, (n addition, we are
providing as attachment B, pursuant fo your request, a Jist of current RISPERDAL promotional
materials containing same or simiar claims to those adiressed in your April 18, 2004 letter, all of which
are discontinued.

With regard to submisslon pursuant to post markeling requirements, we considered the November 10,
2003, letter @ medical communication infyming heatthcare providers of an mportant change fo
labeling, and thevrefore did not conisider i subject to 24 CFR 314.81(bX3)i). However, we acknoﬂledga
your poslion and will modify future submissions accordingly.

We trust that this letter adequately responds to your April 19 Istter and wa look forward to m‘vhg this

matter in & imely fashmn Shoukd your have any questions, please contact James Burrus at 609—7:{@ &= " ;;”_
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Samor Duwmr AdVams!ng and Promotion ©
Gioba! Regulatory Affairs and Qualify Assurance
Johnson & Johnson Pharmeceutical Research & Development, LL.C.
- Attachments
" Including the eight published stixdies ditad fn the November 10 DHUP letter and other epldemictogy, physlolagy, cinical al and
phaxmatovighance data (Sata submitied to DNDP 3/2@04) ] '
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" NDA#20-272, 20-588
MACMIS # 12185

Attachment A
finsert date] '

Dear Health Cere Provider,

Janssen Phamnaveulica Products LP., makers of RISPERDAL®(risparidone), distbuted a *Dear
Heallhcare Provider” lefter dated November 10, 2003, notifying you that the product labeling for
RISPERDAL had bean updated fo incjude 8 WARNING regarding hyperglycemla and diabetes
meflitus. FDA has informed-us of thelr view that this lefter was misleading, in part dus o omission in
the letter of certaln information, and the inclusion of certaln other Information. FDA has requested usto
further dlarify the new WARNING Information, which ls provided balow;

Hyperglycemia and Diabetes Mellffis

“Hyperglycemla, In some cases extreme and assoclated with ketoackosis or hypams:nolar
coma or death, has been reported in patients treated with atypical antipsychotics including
RISPERDAL. Assessment of the relationship between edypical entipsychotic use and
glucose abnommalities is complicated by the possibility of an increased background risk of_,.

F T
diabetes mellitus in patients with schizophrenia and the increasing incidence of disbetes> &2 e
mellitus in the general population. Given these confounders, the relationshlp betwegaz 7 243
atypical anfipsycholic use ang hyperglycemlerelated adverse events is not completelys™) %> 500 -
undersiood. However, epidemiologica) studies suggest an Increased nisk of treatment,g S A ey
emergant hyperglycemlaeialed adverse evenfs in patients tested whh- ahypleal , Y Do
. antpsychoties. Preclss risk eslmates for hyperglyoemia-velated adverse events in patients > R L
treated with atypical antipsychetics are nat avalable.” o = oI
: & ={en I
“Patients with an established diagnosis of diabetes melitus who @e started on atypleal 22 ©  Eo
antipsychotics should be manfiored regularly for worsening of glucose confrol. Patients with trv oy o =22
risk factors for disbetes melfs (e.g., obesity, famlly history of diabetes) who are stating ~< = © ™

treatment with atypical antipsycholics should undergo fasting blood glucose testing ‘at the

beginning of freatmen! and penixiicaify during freatment. Any paﬂém treated with atypical

antipsychiotics should be monitored for symploms of hyperglycemia, including polydipsia,

polyuria, polyphagla, and weakness, Patients wha develop symploms of hyperglycemis

during freatment with atyplcal anfipsychutics should undergo fasting blood glucose testing.

In - some cases, hyperglycemla has resolved when the alypleal antipsycholic was
- discontinued; however, some pehants required continuation of enti-disbetic treatment despita
- discontinuation of the susped drug.”

if you have any questions régardhg this Important safety information, please contad Janssen Madical
Affairs a 1-800-JANSSEN. Please refer to the full prescribing information for RISPERDAL included
with this lefter. As always, we request that serious adverse events be reported to Janssen at 1-800-
. JANSSEN or to the FDA MadWatleh program by phone {1-800-FDA-1088), by fax (1-800-FDA-D178),
or by email Mﬂm’&&!@@) '

Sincerely,
Ramy A, Mahmoud, MD, MPH

Vice President, CNS
. Janssen Medical Affalrs, LLC
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NDA #20-272, 20-588
MACMIS #12185

Aftachment B

The following promotions) ftems have been discontinued in'accordance with the requested action
Bipalar Maniz Promotion aides: '
» 01-RS-1374-PCP/CNS, 01-RS-1404, 01-RS-1377, 01-RS-1440,

Managed Care Promotional aide template; (Note! These are idenhca! exdudmg the managed care plan
name)

s D1-RS-MAN- (338, 349, 229 252,272, 278,279, & 281)
Reprint Carriers & Reprint & Speaker Slide Kit:

* D1-RS-1433, 01-R5-1200R1, 01»RS—146101-RS-1128 01-RS-1385 .

Exhibft Panels ‘
»  01-RS-1200E, 01-RS-1209A
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