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NDA 20-491/5-003

Pharmacia & Upjohn Company 20 APR 2001
Attention: Ms. Rebecca K. Tong, M.S.

7000 Portage Road

Kalamazoo, M1 49001-0199

Dear Ms. Tong:

Please refer to your supplemental new drug application dated August 26, 1998 submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Corvert (ibutilide fumarate) Injection, 0.1 mg/ml.

We acknowledge receipt of your submission dated November 15, 2000 that constitutes a complete response to
our September 26, 2000 approvable letter.

This supplemental new drug application provides for final printed labeling revised under the
PRECAUTIONS/Geriatric Use subsection in accordance with 21 CFR 201.57(£)(10).

We note that minor editorial changes were made under the CLINICAL PHARMACOLOGY/Clinical Studies ,
PRECAUTIONS/Geriatric Use, and Use in Patients With Hepatic or Renal Dysfunction subsections.

‘We have completed the review of this supplemental application, as amended, and have concluded that adequate
information has been presented to demonstrate that the drug product is safe and effective for use as recommended
in the submitted final printed labeling (package insert included in your submission of

November 15, 2000). Accordingly, the supplemental application is approved effective on the date of this letter.

We remind you that you must comply with the requirements for an approved NDA set forth under
21 CFR 314.80 and 314.81.

If you have any questions, please contact:

Quynh Nguyen, Pharm.D.
Regulatory Health Project Manager
(301) 594-5311

Sincerely,

%

Raymond J. Lipicky, M.D.

Director

Division of Cardio-Renal Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research
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NDA 20-491/58-003 SEP 2 6 2000

Pharmacia & Upjohn Company

Attention: Ms. Rebecca K. Tong

7000 Portage Road

Kalamazoo, MI 49001

Dear Ms. Tong:

Please refer to your supplemental new drug application dated August 26, 1998 submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Corvert (ibutilide fumarate) Injection,

0.1 mg/ml.

We acknowledge receipt of your submissions dated June 8 and October 20, 1999. Your submission of
June 8, 1999 constituted a complete response to our January 29, 1999 action letter.

This supplement proposes labeling revisions as follows:

1) Under CLINICAL PHARMA COLOGY/Clinical Studies, the “<” in the last sentence
of the third paragraph has been changed to quotation marks (). This sentence now states:

For these atrial arrhythmias, ibutilide was more effective in patients with flutter
than fibrillation -—

Please change “ back to <, i.e. ... (248% vs < 40%).
2) Under PRECAUTIONS,

a) The Geriatric Use subsection has been changed from:

/

to:



NDA 20-491/S003
Page 2

Clinical studies of ibutilide fumarate (involving 586 patients) did not include sufficient
numbers of subjects less than age 65 (45%) to determine whether they respond differently
from older subjects. Other reported clinical experience has not identified differences in
responses between the elderly and younger patients. In general, dose selection for an
elderly patient should be caution, usually starting at the low end of the dosing range,
reflecting the greater frequency of decreased hepatic, renal, or cardiac function, and of
‘concomitant disease or other drug therapy.

Please change, “caution” to “cautious” in the last sentence, i.e, ... dose selection for elderly
patients should be cautious, ...

b) In the second sentence under Use in Patients With Hepatic or Renal Dysfunction, the
“<” has been changed to quotation marks (*). This sentence now states:

However, it is unlikely that dosing adjustments would be necessary in patients with
compromised renal or hepatic function based on the following considerations: (1)
CORVERT is indicated for rapid intravenous therapy (duration “ 30 minutes) and is dosed
to a known, well-defined pharmacologic action (termination of arrhythmia) or to a
maximum of two 10-minute infusions; (2) less than 10% of the dose of CORVERT is
excreted unchanged in the urine; and (3) drug distribution appears to be one of the primary
mechanisms responsible for termination of the pharmacologic effect.

Please change “ back to <, i.e., ....(duration < 30 minutes)

We have completed the review of this application, as amended, and it is approvable. Before this
application may be approved, however, it will be necessary for you to submit final printed labeling (FPL)
for the drug. The labeling should be identical in content to the October 20, 1999 draft labeling submitted
on except for the revisions requested above.

In addition, all previous revisions as reflected in the most recently approved labeling must be included.
To facilitate review of your submission, please provide a highlighted or marked-up copy that shows the
changes that are being made.

Please submit 20 paper copies of the final printed labeling, ten of which are individually mounted on
heavy weight paper or similar material. Alternatively, you may submit the FPL electronically according
to the guidance for industry titled Providing Regulatory Submissions in Electronic Format - NDAs
(January 1999).

If additional information relating to the safety or effectiveness of this drug becomes available, revision of
the labeling may be required.
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Within 10 days after the date of this letter, you are required to amend the supplemental application,
notify us of your intent to file an amendment, or follow one of your other options under 21 CFR 314.110.
In the absence of any such action FDA may proceed to withdraw the application. Any amendment
should respond to all the deficiencies listed. We will not process a partial reply as a major amendment
nor will the review clock be reactivated until all deficiencies have been addressed.

This product may be considered to be misbranded under the Federal Food, Drug, and Cosmetic Act if it
is marketed with these changes prior to approval of this supplemental application.

If you have any questions, please call:

Ms. Zelda McDonald
Regulatory Health Project Manager
(301) 594-5333

Sincerely

N
(<

N

Raymond J. Lipicky, M.D.

Director

Division of Cardio-Renal Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research
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C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville MD 20857

NDA 20-491/5-003 JAN 27 1999

Pharmaeia & Upjohn Company
Attention: Ms. Roberta Krieger
7000 Portage Road

Kalamazoo, Michigan 49001-0199

Dear Ms. Krieger:

Please refer to your su;;plemental new drug application dated August 26, 1998, received August 27, 1998, submitted
under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Corvert (ibutilide fumarate) Injection,

0.1 mg/ml, 10 mi vial.
This supplement proposes the following labeling changes:
In accordance with 21 CFR 201.57(f)(10), the Geriatric Use/PRECAUTIONS subsection has been revised

from the following:

to the following:

Also noted was the deletion of the last word(s) or part of the word(s) in every line on the fourth page of the
submitted draft labeling, presumably a photocopying error. You have assured the Agency that the words on this
page are to be identical to the corresponding words in the approved August, 1997 package insert.

We have completed the review of this application and it is approvable. Before this application may be approved,
however, it will be necessary for you to submit final printed labeling revised as follows:

The Geriatric Use/PRECAUTIONS subsection should be changed to the following:

Of the total number of subjects in clinical studies of CORVERT, ™
were 65 and over, -— * were 75 and over. No overall
differences in safety or effectiveness were observed between these subjects
and younger subjects, and other reported clinical experience has not
identified differences in responses between the elderly and younger patients,
but greater sensitivity of some older individuals cannot be ruled out.

In addition, all previous revisions as reflected in the most recently approved labeling must be included.
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Please submit 20 copies of the final printed labeling, ten of which are individually mounted on heavy weight paper or
similar material.

If additional information relating to the safety or effectiveness of this drug becomes available, revision of the
labeling may be required.

Within 10 days after the date of this letter, you are required to amend the supplemental application, notify us of your
intent to file an amendment, or follow one of your other options under 21 CFR 314.110. In the absence of any such
action FDA may proceed to withdraw the application. Any amendment should respond to all the deficiencies listed.
We will not process a partial reply as a major amendment nor will the review clock be reactivated until all
deficiencies have been addressed. ’

If you have any questions, please contact:

Ms. Diana Willard
Regulatory Health Project Manager
(301) 594-5311

Sincéely yours,
\‘;

Raymond J. Lipicky, M.D.

Director

Division of Cardio-Renal Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research
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NOV 22 1999
Dr-

CHEMIST'S REVIEW 1.0RGANIZATION 2. NDA Number
HFD-110 20-491
3. Name and Address of Applicant (City & State) 4. Supplement(s)
Pharmacia & Upjohn Company Number(s) Date(s)
7000 Portage Road SLR-003 10/20/99
Kalamazoo, MI 49001 (BL)

5. Drug Name
CORVERT Injection

6. Nonproprietary Name
Ibutilide fumarate

7. Supplement Provides
Labeling changes.

For:

8. Amendments &
Other (reports,
etc) § Dates

Treatment of atrial

9. Pharmacological Category

£ibrillation and flutter

rXy
(|

10. How Dispensed

mM
rRx orc

12. Dosage Form(s)

Intravenous injection

13. Potency(ies)
0.1 mg/mL

11. Related IND(s)/
NDA(s) /DMF(s)

14. Chemical Name and Structure
Methanesulfonamide, N-(4-(4-(ethylheptylamino)-1-

15. Records/Reports
Current

hydroxybutyl)phenyl), (+) (=), (E)-2Z-butenedioate i M
(1:0.5) (hemifumarate salt) Ltyes L-Ino
Reviewed
M —i
Livyes LdNo

16. Comments:

1

Labeling was revised for Geriatric Use.

satisfactory for DESCRIPTION and HOW SUPPLIED sections.

17. Conclusions and ‘Recommendations:

Satisfactory for DESCIPTION and HOW SUPPLIED sections.

18. REVIEWER

LJ original Jacket - Reviewer

Name Sianature. —r’s, Date Completed
Danute G. Cunningham ! ooy (!4r' October 29, 1999
Distribution: — ‘o

m
Division File L1 cso

20491s03.AM2

r
- P
“:f:k’/”fT
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16. Comments:

) )
JUN 18 199
CHEMIST'S REVIEW 1. ORGANISATION 2. NDA Number :
HFD-110 20-491 - |
: 2. j
{ 3. Name and Address of Applicant (City & State) 4. Supplement(s) %
i Pharmacia & Upjohn Company Number(s) Date(s) }
] 7000 Portage Road SLR-003 6/8/99 |
| Kalamazoo, MI 49001 (AL) ]
| 5. Drug Name ' 6. Nonproprietary Name 8. Amendments &
' CORVERT Injection Ibutilide fumarate Other (reports,
_ etc) - Dates i
{ 7. Supplement Provides Por: ;
: Labeling.
f 9. Pharsacological Category 10. How Dispensed 11. Related IND(s)/ 1
| Treatment of atrial X ] NDA(s)/DMF(s) }
; fibrillation and flutter Rx oTC |
i z
} 12. Dosage Form(s) 13. Potency(ies)
i Intravenous injection 0.1 mg/mL
i - i
| 14. Chemical Name and Structure 15. Records/Reports |
| Methanesulfonamide, N-(4-(4-(ethylheptylamino)-1- Current 1
| hydroxybutyl)phenyl), (+) (=), (E)-2-butenedioate J O }
i (1:0.5) (hemifumarate salt) Yes No l
| Reviewed !
!
i Uyes [Uxo |
i
i

The revision proposed a "Geriatric Use” subsection of PRECAUTIONS
consisted with the requirements of 21 CFR %201.57(f)(10).

The Agency found the proposed statement approvable with modifications
on 1/27/99. The proposed modifications were not agreeable to

Pharmacia & Upjohn and several contacts transpired subsequently .
between P & U and FDA representatives on this issue.

s

The P & U proposed statement is included.

No changes in DESCRIPTION and HOW SUPPLIED sections.

17. Conclusions and Recommendations:

No changes in DESCRIPTION and HOW SUPPLIED sections. \

18. REVIEWER

Name Sianatuf:’;f Date Completed
Danute G. Cunningham .S:’, June 17, 1999

\ g

Distribution:

i
|
‘i
|
|
|
|
[
1
|
|
i
|

O Original Jacket O Reviewer m Division File . CSO
i
&
)
G-~

20491s03.aM1



CHEMIST’S REVIEW

vr

7000 Portage Road
Kalamazoo, MI 49001

! 3. Name and Address of Applicant (City & State)
‘ Pharmacia & Upjohn Company

4. Supplement(s)
Number(s) Date(s)
8LR-003 8/26/98

| 5. Drug Name
‘ CORVERT Injection

6. Nonproprietary Name
Ibutilide fumarate

7. Supplement Provides For:
% Revised geriatric use statement.

8. Amendments &

- Other (reports,

etc) - Dates

f 9. Pharmacological Category 10. How Dispensed 11. Related IND(s)/

; Treatment of atrial Eﬂ [] NDA(s) /DMF(s)
fibrillation and flutter Rx oTC

; 12. Dosage Form(s) 13. Potency(ies)

; Intravenous injection 0.1 mg/mL

% 14. Chemical Name and Structure
f Methanesulfonamide, N-(4-(4-(ethylheptylamino)-1-

| hydroxybutyl)phenyl), (+) (-), (E)-2-butenediocate 0 0

| (1:0.5) (hemifumarate salt) Yes No
Reviewed i
E]Yes E]Nb

15. Records/Reports
Current

16. Comments:

section.

The revision was for Geriatric Use subsection of the PRECAUTIONS

No changes were made in DESCRIPTION and HOW SUPPLIED sections.
Satisfactory for DESCRIPTION and HOW SUPPLIED sections.

17. Conclusions and Recommendations:

Satisfactory for DESCRIPTION and HOW SUPPLIED sections.

18.

REVIEWER

maww

Danute G. Cunningham

Distribution:

[

Signaturae 3 /

Date Completed
September 3, 1998 |l

20491s03.sUP
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/8/
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] Original Jacket C] Reviewer @ Division File J cso “
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SEP 1 2000

RHPM Review of Draft Labeling
NDA 20-491/S-003
Sponsor: Pharmacia & Upjohn Company
Product: Corvert (ibutilide fumarate) Injection

Submission Date:  October 20, 1999
Receipt Date: October 26, 1999
Type of Submission: Draft Labeling

Background: Supplement 003, submitted on August 26, 1998, provides for revisions to the
PRECAUTIONS/Geriatric Use subsection of the labeling to add information regarding use of
Corvert in the geriatric population in response to a Federal Register Notice of August 27, 1997
that amended the regulations governing the content and format of labeling for human prescription
drug products to include information pertinent to the appropriate use of drugs in the elderly
(persons aged 65 years and over) and to facilitate access to this information by establishing a
“Geriatric Use” subsection in the labeling.

An approvable letter issued January 29, 1999 (attached) requesting changes to the geriatric
labeling proposed in the August 26, 1999 submission. Pharmacia & Upjohn disagreed with the
changes requested by the Agency. During a March 11, 1999 telephone conversation between
Ms. Rebecca Tong from Pharmacia & Upjohn and Ms. Diana Willard, Ms. Willard conveyed the
message that Dr. Lipicky had proposed a revised geriatric statement as follows:

Clinical studies of ibutilide fumarate did not include sufficient numbers of subjects less
than age 65 to determine whether they respond differently from older subjects. Other
reported clinical experience has not identified differences in responses between the elderly
and younger patients. In general, dose selection for an elderly patient should be cautious,
usually starting at the low end of the dosing range, reflecting the greater frequency of
decreased héatic, renal, or cardiac function, and of concomitant disease or other drug
therapy.

A June 8, 1999 submission from Pharmacia & Upjohn proposed the following for the Geriatric
Use subsection of the labeling:

During a July 7, 1999 telephone conversation between Msses. Tong and Willard, Ms. Willard
converyed a message from Dr. Lipicky that it is acceptable to changes the first sentence in the
Geriatric Use subsection from the March 11, 1999 proposal to the following:

Clinical studies of ibutilide fumarate (involving 586 patients) did not include sufficient
numbers of subjects less than age 65 (45%) to determine whether they respond differently
from older subjects.



1Y)

2)

Evaluation: When compared with the final printed labeling approved May 13, 1999, the
following changes were noted:

Under CLINICAL PHARMA COLOGY/Clinical Studies, the “<” in the last
sentence of the third paragraph has been changed to quotation marks (). This
sentence now states:

For these atrial arrhythmias, ibutilide was more effective in patients with
flutter than fibrillation (248% vs “40%).

Under PRECAUTIONS,

a)

b)

The Geriatric Use subsection has been changed from:

d

to:

Clinical studies of ibutilide fumarate (involving 586 patients) did not include
sufficient numbers of subjects less than age 65 (45%) to determine whether they
respond differently from older subjects. Other reported clinical experience has not
identified differences in responses between the elderly and younger patients. In
general, dose selection for an elderly patient should be cautious, usually starting at
the low end of the dosing range, reflecting the greater frequency of decreased
hepatic, renal, or cardiac function, and of concomitant disease or other drug
therapy.

In the second sentence under Use in Patients With Hepatic or Renal
Dysfunction, the “<” has been changed to quotation marks (“). This sentence now
states:

However, it is unlikely that dosing adjustments would be necessary in patients with
compromised renal or hepatic function based on the following considerations: (1)
CORVERT is indicated for rapid intravenous therapy (duration * 30 minutes) and
is dosed to a known, well-defined pharmacologic action (termination of
arrthythmia) or to a maximum of two 10-minute infusions; (2) less than 10% of the
dose of CORVERT is excreted unchanged in the urine; and (3) drug distribution
appears to be one of the primary mechanisms responsible for termination of the
pharmacologic effect.

Comments/Recommendations: An approvable that requests the sponsor to correct the
changes made under 1 and 2b above should issue.
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FEB
Minutes of a Teleconference
February 8, 1999

Application: NDA 20-491/8-003

Corvert (ibutilide fumarate) Injection
Sponsor: Pharmacia & Upjohn
Attending:
Pharmacia & Upjohn:

James VanderLugt, M.D.  Clinical Research Manager
Kimberly T. Perry, Ph.D.  Biostatistician, Clinical Biostatistics I
Rebecca Tong Regulatory Affairs

FDA:

Maryann Gordon, M.D. Medical Officer, HFD-110
Diana Willard Regulatory Health Project Manager, HFD-110

Background: Supplement 003, submitted on August 26, 1998, provides for draft
labeling revised to incorporate information regarding the use of Cordarone Tablets in the
geriatric population. An approvable letter (attached) issued January 27, 1999 requesting
final printed labeling containing revisions outlined in the letter.

Pharmacia & Upjohn requested this teleconference to discuss the requested revision to
the first sentence in the PRECAUTIONS/Geriatric Use subsection.

Teleconference: Ms. Tong stated that in the January 27, 1999 approvable letter for
NDA 20-491/S-003, the Division requested that the first sentence in the
PRECAUTIONS/Geriatric Use subsection be changed from:

/

to:

/

Pharmacia & Upjohn believes that this change is misleading. When | —

— " is changed to -—
-— - _ - )
-— " are incorrect. Pharmacia & Upjohn believes that the statement
gu—

" implies all subjects enrolled: not just those receiving ibutilide

DF
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fumarate. It was pointed out that the trials included in the - ” for Corvert
are different from those included inthe _ == .’ Astheterm _ ™™™

~ ’isused elsewhere in the labeling, Pharmacia & Upjohn believes it is reasonable
to use it in the Geriatric Use subsection.

Pharmacia & Upjohn stated that if the Division believes that the revised statement in the
January 27, 1999 approvable letter should be implemented in the labeling, the
percentages of patients 65 and over and 75 and over should be recalculated.

Ms. Willard stated that the revision to Pharmacia & Upjohn’s proposed labeling was
made to reflect the “boiler plate” wording in the Federal Register Notice of
August 27, 1997.

Dr. Gordon stated that we would discuss this issue with Dr. Lipicky and then contact
Ms. Tong with his recommendation.

Addendum: During a meeting on February 12, 1999, with Dr. Gordon and Ms. Willard
in attendance, Dr. Lipicky stated that the following statement should be utilized for the
ibutilide geriatric statement:

Dr. Lipicky’s statement regarding the wording for the Geriatric Use subsection of the
Corvert labeling was conveyed to the sponsor on February 16, 1999 during a telephone
conversation between Ms. Becky Tong from Pharmacia & Upjohn and Ms. Willard.

- "
J .
Signature, Minutes Preparer __ iy Diana Willard
Concurrence, Meeting Chair / -0 Mo Maryann Gordon, M.D.
T L / L =7 /
cc:  original
HFD-110

HFD-110/DWillard
HFD-110/SBenton

Drafted: 2/16/99
RD: Gordon 2/18/99
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CSO Review of Draft Labeling
. NDA 20-491/8-003 .
Date of Submission: August 26, 1998
Date of Review: December 23, 1998
Applicant Name: Pharmacia & Upjohn Company
Product Name: Corvert (ibutilide fumarate) Injection

Evaluation:
This Geriatric Labeling Supplement provides for draft labeling revised as follows:

In accordance with 21 CFR 201.57(£)(10), the Geriatric Use/PRECAUTIONS
subsection has been revised from the following:

d

to the following:

The proposed paragraph is similar, but not identical, to the “boiler-plate”
paragraph of 21 CFR 201.57(£)(10)(ii}(B).

In addition, the last word(s) or part of the word(s) in every line on the fourth page of the
draft labeling are missing. I verified with Roberta Krieger of Pharmacia & Upjohn that
this was a photocopying error and that the words on this page are to be identical to those
of the approved August 1997 package insert.



Medical Review

Dr. Gordon believes the proposed Geriatric Use/PRECAUTIONS subsection is
acceptable. She does not believe the “boiler-plate” paragraph of 21 CFR
201.57(£)(10)(ii)B) should be substituted for the proposed paragraph. Dr. Gordon
prefers the paragraph the sponsor proposes because, while very similar to the “boiler-
plate” paragraph, it does not include the statement on the greater sensitivity of some older
individuals that she believes is ambiguous. Dr. Lipicky, however, believes this statement
is necessary and that the “boiler-plate™ paragraph of 21 CFR 201.57(£f)(10)(ii)}(B) should

replace the paragraph proposed by the sponsor for the Geriatric Use/PRECAUTIONS
subsection.

Recommendation: ~

I recommend that the Division issue an approvable letter for this supplement. The
letter should request the sponsor to submit FPL revised as follows:

The proposed Geriatric Use paragraph should be replaced with the following
“boiler-plate” paragraph of 21 CFR 201.57 (£)(10)(ii)}(B):

Of the total number of subjects in clinical studies of CORVERT, w==

_ *= were 65 and over, — were 75 and over. No overall
differences in safety or effectiveness were observed between these
subjects and younger subjects, and other reported clinical experience has
not identified differences in responses between the elderly and younger

patients, but greater sensitivity of some older individuals cannot be ruled
out.

N
\ q—-’—
Colleen LoCicero, CSO

cc: orig NDA 20-491
HFD-110
HFD-110/DWillard
HFD-110/LoCicero
'HFD-110/SBenton
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Pharmacia &Upjohn

To:  Diana Willard, Cardio-Renal =

FexNo:  301-594-5494

From: Roberta Krxieger
TelNo:  616-833-8162 FaxNo:  §16-833-0409 -

Date: ° December 3, 1998 Pages (including thisone): 2

NDA 20-491/S-003 CORVERT Injection

Dear Diana,

This is in response to my phone conversation with Dr. Gordon yesterday. She clarified that
she wanted us to submit a table showing the numbers in each age category and identifying
the protocols that were included. . :

Based on her comments I’ ve attached the table that we plan to submit to the NDA. Please
may I ask you to check with Maryann that this is what she wants?

Thank you for your assistance.

Sincerely,

PHARMACIA & UPJOHN, 7000 Portage Road,Kalamazoo, M1 49001

Confidentiality Note: The documents accompanying this telecopy transmission contain information bclonging to
Pharmacia & Upjohn, which is intended only for the use of the addressee. If you are not the intended recipicnt, you are
hereby notified that any disclosure, copying. distribution or the taking of any action in rcliance on the contents of this
telecopicd information is strictly prohibited. If you have received this telecopy in error, please immediately notify us by
telephonc to arrange for the roturn of the original documents t us. Thank you.
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NDA 20-491 S-0003
CORVERT Injection (ibutilide fumarate)

Table 1: Distribution at Age (< 65 years vs. > 65 years) for Ibutilide Patients
All Patients Receiving Medication (N=586) .

Protocols M/7550/0003, M/7550/0005, M/7550/0014, M/7550/0015, and M/7550/0019

Table 2: Distribution at Age (< 75 years vs. » 75 years) for Ibutilide Patients
All Patients Receiving Medication (N=586)

Protocols M/7550/0003, M/7550/0005, M/7550/0014, M/7550/0015, and M/7550/0019

<75 yrs. 497 84.8
> 75 yrs. 89 15.2
TOTAL 586
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Pharmacia&Upjohn
To:  Diana Willard, Cardio-Renal
FaxNo:  301-594-5494
From: Roberta Krieger
TelNo: §]16-833-8162 FaxNo:  616-833-0409 i
Date:  December 2, 1998 Pages (including this one): 2

NDA 20-491/S-003 CORVERT Injection

Dear Diana,

This is in response to Dr. Gordon’s question about the numbers included in the proposed
labeling regarding geriatric patients.

The percentages reported are not taken from any one place in the NDA. They are generated
from the study database. The studies included are 0003, 0005, 0014, 0015, and 0019. These
include a.total of 586 patients treated with ibutilide (375 from the first 4 studies, and 211

from 0019). The other statistics in the approved product insert are based on this same five
studies.

The database shows that in this group of studies, 55% of the patients were 65 or older, and
15% were 75 or older.

Kim Perry has informed me that the individual study report tables show mean age, not a
breakout of the number of patients in each category <65, =>65, =>75. Therefore, the exact
figures can not be referenced to a single table or set of tables in the NDA.

PHARMACIA & UPJOHN, 7000 Portage Road, Kalamazoo, MI 49001

Confidentiality Note: The documents accompanying this tclccopy transmission contain information belonging to
Pharmacia & Upjohn. which is intended only for the use of the addressee. If you arc not the intended recipicmt, you are
hercby notified that any disclosure, copying, distribution or the taking of any action in rclisnce on the contents of this
telecopied information is strictly prohibited. If you have received this telecopy in ervor, please immediutely notify us by
tclephone to arrange for the return of the original documents to us. Thank you.
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Dr. Gordon asked us to fax the reference pages in the NDA. Given the above information
what documentation would you like us to provide?

Thank you for your assistance.

Sincerely,

A

PHARMACIA & UPJOHN, 7000 Portage Road, Kalamazoo. M1 49001

Confidentiality Note: The documents accompunying this tclccopy transmission contain information belonging 10
Pharmacia & Upjohn, which is intendcd only for the use of the addressee. If you are not the intended recipient. you are
hereby notified that any disclosure. copying, distribution or the taking of any action in reliance on the contents of this
telecopied information is strictly prohibitcd. 3 you have received this tclecopy in crror, please immediately notify us by
telephone to arrange for the rctum of the original documents t0 us. Thunk you.
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