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Lilly Research Lahoratories

A Division of Eli Lilly and Company
Lilly Corporate Center
Indianapolis, Indiana 45285 U.S.A.

Phone 317 276 2200

December 15, 2003 General Correspondence
Electronic Edition of Responses to FDA Requests

Central Document Room

Center for Drug Evaluation and Research
Central Document Room

12229 Willans Avemue

Rockville, MD 20852

Re:  NDA 21-520, SYMBYAX™ (olanzapine/fluoxetine combination) — Response to
FDA Questions

Please find enclosed an electronic copy of responses to FDA questions received via e-mail on
December 10 and 12, 2003 from Dr. Doris Bates. Responses to these questions were
previously transmitted, via ¢-mail, to Dr. Doris Bates (FDA) on December 12, 2003.

The complete submission is provided in electronic format on one CD-ROM. The submission
size less than 500 KB. All ¢lectronic media has been checked and verified to be free of
known viruses. The virus checking software was Norton AntiVirus, corporate edition version
7.51.847, virus definition version 51210h, dated December 10, 2003.

Pleasc call me at (317) 277-3554 if you bave any questions or comments. Alternatively, you
may call Dr. Gregory T. Brophy, Director of Regulatory Affairs at (317) 277-3799. Thank
you for your continued cooperation and assistance.

Sincerely,

ELI LILLY AND COMPANY

itk Buma_

Patrick Burns, Pharm. D.

Regnl R ch Scienti
US Regutatory Athire APPEARS THIS WAY

0N QRIGINAL

cc: Dons Bates, Ph.D. {(cover letter)

Answers That Matter.
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Lilty Research Laboratories

A Division of Eli Lilly and Company
Lilly Corporate Centfer
Indianapeolis, Indisna 46285 US A,

Phone 317 274 2000

December 2, 2003 General Correspondence
Electronic Edition of Responses to FDA Requests

Central Document Room

Center for Drug Evaluation and Research
Centra! Document Room

12229 Wilkins Avenue

Roackville, MD 20852

Re:  NDA 21-520, SYMBYAX™ (olanzapine/fluoxetine combination) —
Response to FDA Questions

Please find enclosed an electronic copy of respouses to FDA questions received via e-
mail on November 13, 2003 from Dr. Doris Bates. Responses ta theses questions

were previously transmitted, via e-mail, to Dr. Doris Bates (FDA) on November 25,
2003.

The complete submission is provided in electronic format on one CD-ROM. The
submission size less than 400 KB. All electronic media has been checked and
verified to be free of known viruses. The virus checking software was Norton
AntiVirus, corporate edition version 7.51.847, virus definition version 51119s, dated
November 19, 2003,

Please call me at (317) 277-3554 if you have any questions or comments.
Alternatively, you may call Dr. Gregory T. Braphy, Director of Regulatory Affairs at
(317) 277-3799. Thank you for your continued cooperation and assistance.

Sincerely,

LBLY AND COMPANY

Burns, Pharm.D. SCADC TifNe wip
Regulatory Research Scientist AP? F, i‘%.hf i ,Ja ; IRY
U.S. Regulatory Affairs (o

cc: Doris Bates, Ph.D. (cover letter)

Answers That Matter.
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Lilly Research Laboratories

A Division of Eli Lilly and Company
Lilly Corporate Center
Indianapolis, indiana 44285 U.S.A.

Phone 317 274 2000

July 31, 2003 Responses to FDA Requests

Central Document Room

Center for Drug Evaluation and Research
Central Document Room

12229 Wilkins Avenue

Rockville, MD 20852

Re: NDA 21-520, SYMBYAX™ (olanzapine/fluoxetine combination) — Response to
FDA Request

Please find enclosed Lilly's responses to the ¢-mail request from Dr. Judith Racoosin received
on July 16, 2003.

The complete submission is provided in electronic format on one CD-ROM. The submission
size is approximately 1.5 MB. Al clectronic media has been checked and verified to be free
of known viruses. The virus checking software was Norton AntiVirus, corporate edition
version 7.51.847, virus definition version 50723p, dated July 23, 2003.

Please call me at (317) 277-3554 if you have any questions or comments. Alternatively, you
may call Dr. Gregory T. Brophy, Director of Regulatory Affairs at (317) 277-3799. Thank
you for your continued cooperation and assistance. :

Sincerely,

ELI LILLY AND COMPANY
W APPEARS THIS WaY
Patrick Burns, Pharm.D. ON ARInImag
Regulatory Research Scientist

U.S. Regulatory Affairs

cc: Doris Bates, Ph.D. (cover letter)

Answers That Matter.
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Food and Drug Administration

Rockville, MD 20857

NDA 21-520 7 /é’ /03

Eli Lilly & Co., Inc.

Attention: Greg Brophy, Ph.D.
Lilly Corporate Center
Indianapolis, Indiana 46285

Dear Dr. Brophy:

We acknowledge receipt on June 25, 2003 of your June 24, 2003 resubmission to your new drug
application for SYMBYAX (olanzapine and fluoxetine HCI) capsules.

We consider this a complete, class 2 response to our May 5, 2003 approvable action letter.
Therefore, the user fee goal date for this submission is December 25, 2003.

If you have any questions, please call the undersigned, at (301) 594-2850.

Sincerely,
{See appended electronic signature page}

Doris J. Bates, Ph.D.
Regulatory Project Manager
Division of Neuropharmacological Drug

Products
APPEARS THIS 'NAY Office of Drug Evaluation |
ON ORIGINAL Center for Drug Evaluation and Research

Electronic CC to: Dr. Patrick Burns




This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Doris Bates
7/8/03 01:45:37 PM
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Lilly Research Laboratories

A Division of Eli Lilly and Company
Litly Corporate Center
indianapolis, Indiana 48285 U.S.A.

Phone 317 276 2000
June 24, 2003 Complete Respanse to FDA

Approvable Letter: NDA 21-520
Food and Drug Administration

Center for Drug Evaluation and Research
Central Document Room

12229 Wilkins Avenue

Rockville, MD 20852

Re:  NDA 21-520, Symbyax™ (Olanzapine and Fluoxetine Combination)

Enclosed, please find an electronic copy of the Complete Response to the Priority Review

Approvable letter for Symbyax™ for the treatment of Depressive episodes associated
with bipolar disorder, dated May 5, 2003.

We request that you review our complete response as a PDUFA Class 1 resubmission.
Additionally, we request a meeting or teleconference to finalize labeling and any other
steps to approval.

The complete submission is provided in electronic format on a single CD-ROM. The
submission size approximately 34 MB. All electronic media has been checked and
verified to be free of known viruses. The virus checking software was Norton AntiVirus,
corporate edition version 7.51.847, virus definition version 50681f, dated June 18, 2003.

Please call me at (317) 277-3554 if you have any questions or comments. Alternatively,
you may call Dr. Gregory T. Brophy, Director of Regulatory Affairs at (317) 277-3796.
Thank you for your continued cooperation and assistance.

Sincerely,

ELI LILLY AND COMPANY

%@J@ QQW WA

Patrick.Burns, Pharm.D. APP&% RS THIS nayy,
Regulatory Research Scientist 0% oo N,

U.S. Regulatory Affairs

cc: Doris Bates, Ph.D. (cover letter)

Answers That Matter.



Olanzapine and Fluoxetine HCI
Symbyax™
NDA 21-520

Regulatory Response: Note to Reviewer

Complete Response to Approvable Letter
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1. Complete Response to the Approvable Letter
Olanzapine/ Fluoxetine for the Treatment of
Depressive Episodes Associated with Bipolar
Disorder

1.1. Background

On November 4, 2002, Lilly submitted a new drug application (NDA 21-520) for the use
of the olanzapine/fluoxetine combination for the treatment of depressive episodes
associated with Bipolar disorder. Receipt of the application was confirmed on November
5, 2002, and Priority review status was confirmed by the FDA on December 2, 2002, The
Division of Neuropharmacological Drug Products subsequently deemed the application
approvable in a letter dated May 5, 2003. Subsequent to the receipt of the approvable
letter, Lilly notified the FDA of our intent to amend the application on May 14, 2003.

Lilly considers this submission to constitute a Complete Response to the approvable
letter. Additionally, Lilly requests the FDA review this response under PDUFA as a
Class I resubmission based on the following:

¢ Due to the lack of approved medications for the treatment of
depressive episodes associated with Bipolar disorder, a 2-month
review would be consistent with the spirit of the priority review of the
initial application.

e The primary focus of the Complete Response is on proposed labeling.

¢ The additional safety analyses and patient follow-up information
requested in the approvable letter does not alter our conclusions and
serves to clarify questions and supports the proposed labeling. While
this response may initially appear voluminous, please note that a
significant portion this response consists of hand-generated vital sign
tables related to orthostatic hypotension. These tables have been
included specifically to provide additional evidence for the
conclusions stated in the fairly brief sections of text. Every effort has
been made to present the responses to the requested analyses in a very
user-friendly manner to facilitate the case of the clinical review.

¢ Discussions with the Department of Scientific Investigations (Dr.
Viswanathan) indicated that inspectional activities our clinical
pharmacology site in Singapore may be completed within the 2-month
review timeframe.

. ~
|
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1.2. Structure of the Complete Response

The complete response is presented in the format of an amendment to NDA 21-520. This
Note to Reviewer refers to sections as listed in the amendment table of contents. In
general, the note to reviewer addresses issues in the order of their appearance in the
approvable letter, followed by the issues embedded within the FDA proposed package
insert.

Where Lilly’s responses to the FDA proposed package insert wording are brief, they are
included within the comment boxes in the attached revised version of the package insert.
Lengthier responses to comments or questions from within the FDA proposed package
insert are linked to a specific document within this response.

1.3. Response to Comments and Requests in the Approvable

Letter
A. Proposed Trademark

Lilly understands that the proposed proprictary name Symbyax™ will be re-evaluated
prior to the approval of the application. As requested in the approvable letter, a complete
set of mock-up container labels and labeling, featuring the trademark, are included in
Item 2 of this response.

B. Chemistry Manufacturing and Controls (CMC)

1. Lilly agrees to the changes proposed to revise the list of excipients in
the package insert. Please refer to the package insert contained in Item
2.

2. Lilly agrees to revise the storage statement and to incorporate that
statement into the package insert and container labeling. Please refer
to the package insert and container labeling contained in Item 2.

C. CMC: Other Issues

]‘* o - - 7 .
]
- J

D. Nonclinical Pharmacology and Toxicology (complete responses included in Item 5)
Proposed Phase 4 commitments:

1. Prenatal/postnatal development study in Rats: Lilly believes the
incidence of testicular degeneration observed from the low-dose
OFC combination arm in the Symbyax perinatal/postnatal study is
consistent with background incidence observed in control groups.
Therefore, we contend that a repeat perinatal/postnatal study to
determine a NOAEL is not warranted.



E. Clinical Pharmacology and Biopharmaceutics (complete responses included in Items
4 and 6}

. Dissolution testing: Lilly believes that tightening the dissolution

specification is unnecessary; a dissolution specification of Q =

- at 30 minutes provides ample quality assurance control for the
release and monitoring of all Symbyax capsules and requests to
retain the originally submitted dissolution method and
specification for all strengths of olanzapine/fluoxetine
hydrochloride capsules.

Proposed Phase 4 Commitment; CYP1AZ2: Lilly has previously
conducted a study with fluvoxamine, a potent CYP1A2 inhibitor
and therefore contends that an additional CYP1A2 inhibitor drug
interaction study will not substantially change the information or
dose recommendation in the product labeling. Therefore, Lilly
requests that the Division not require a additional CYP1A2 drug
interaction study as a Phase 4 commitment.

F. Clinical / Statistical / Clinical Safety (complete responses included in Item 8)

As requested in the May 5, 2003 Approva;ble letter, included is a comprehensive review
and discussion supporting the lack of a fluoxetine-only treatment arm in the bipolar
depression study.

Also included are Lilly's responses to comments and requests for clinical safety
information as outlined in Items 1-10 within the Clinical / Statistical / Clinical Safety
section of the May 5th Approvable letter.

G. Request for Safety Update

As agreed upon in the 22 May 2003 and 03 June 2003 e-mail correspondences with the
Division, the following safety update information is provided:

1.

Study F1D-MC-HGIE, serious adverse event, discontinuation due
to adverse event, and treatment-emergent adverse event validated
data since the 2-month safety update. Narratives for all deaths,
serious adverse events, and discontinued due to adverse events for
HGIE that have been previously submitted. The final data lock for
this study was 09 December 2002.
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2. Narratives from validated data for all deaths, serious adverse
events, and discontinued due to adverse events for Study H6P-MC-
HDAO. The data cut-off date was 22 May 2003.

3. Narratives from validated data for all deaths, serious adverse
events, and discontinued due to adverse events for Study H6U-
MC-HGLL. The data cut-off date was 04 June 2003.

4. A World literature update is provided within Item 9.

5. Worldwide regulatory update: Since Lilly's original NDA
submission to the FDA, no other regulatory action or filings have
_been taken.

Labeling (Package Insert and Container Labeling)

1. Draft labeling with responses to FDA proposed revisions and label
mock-ups are presented in Item 2 of this response.

2. Asrequested in the approvable letter, Lilly has provided a Patient
Package Insert (PPI) with the revised labeling. The PPI is also
presented in lem 2,

3. Lilly has made the following changes to the labels and container
labeling as requested in the approvable letter. Specifically, Lilly
has:

¢ Heightened the contrast of the 12/25 dosage form container
labeling to improve legibility.

e Included the revised storage statement to correspond the
wording in the package insert.

e Modified the yellow portion of the "X" has so that it does
not interfere the readability of the tradename.

¢ Included the dose form in the established name.

e Included the "mg" designation for each dosage strength.
For example the revised 6/25 mg Symbyax label now reads
"6mg / 25mg".

¢ Modified the color scheme of the = ~—————— dosage and
6 mg / 50 mg dosage.

¢ Modified the background contrast for the 12 mg/ 25 mg and
6 mg / 25 mg labels to enhance the readability of the text.




H. Promotional Materials

Lilly has not yet completed development of introductory promotional materials. Lilly will
submit these materials at the time of first use, consistent with CFR 314.81.

1.4. Responses to Comments from the Annotated FDA Proposed

Package insert
Within the FDA proposed package insert, the following subjects are addressed:

. Pharmacokinetics
Clinical Studies
Cerebrovascular Adverse Events
. Orthostatic hypotension
Tremor
Hyponatremia
. Platelet Dysfunction/Abnormal Bleeding
. Transaminase elevations
I. Weight gain
J. QTc
K. Impairment of Fertility and Pregnancy
L. Adverse events

ZToTMEHUNT R

1.5. Lilly requests a meeting or teleconference to discuss

proposed changes
Lilly request a meeting or teleconference with the FDA to discuss proposed changes in
labeling content or format and final steps to approval of this application at the earliest
practical time,

APPEARS THIS WAY
ON ORIGINAL
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Note to Reviewer: Attachment A

As with the original submission of NDA 21-520, this attachment clarifies the location of
the COSTART classification terms for this submission. The table also includes those
terms that have been excluded from Table 3, Treatment-Emergent Adverse Events:
Incidence in Controlled Clinical Studies and/or footnotes to Tables 3, or from Additional
Findings observed in Clinical Studies.

The following table lists all COSTART classification terms reflecting a treatment-
emergent adverse event in the primary database for OFC. The terms are ordered
Alphabetically by Body System and Event. The reasons any event term excluded is
summarized below, and will be referred to in the following table by the shorthand term
described below:

1. Redundant (REDNT)

The Adverse Event is listed elsewhere in labeling

2. Uninformative (UNINF)

The Adverse Event term so general as to be uninformative

3. Remote (REMTE)

The Adverse Event for which a drug cause was judged remote

4. One and not life threatening (1RULE)

The Adverse Event was reported in only one patient, and there was not a substantial

probability of that event being acutely life threatening

NAY
£ARS THIS W
A??g'ﬂ QRIGINAL
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\ Lilly Research Labaratories
A Division of Eli Lilly and Company
Lilly Corporate Center
Indianapolis, Indiana 46285 U.5.A.

Phone 317 276 2000
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May 14, 2003
Notification of Intent to Amend NDA

Food and Drug Administration
Center for Drug Evaluation and Research
Division of Neuropharmacological
Drug Products, HFD-120
Woodmont Building, No. II
Attn.: Document Division Roomn
1451 Rockville Pike
Rockville, MD 20852-1448

Re: SymhyaxTM — (olanzapine/fluoxetine HCL — LY900000) - Notification of Intent
to Amend NDA 21-520

Pursuant to the provisions of 21 CFR 314.110 and the instructions in your 05 May 2003
approvable letter for the referenced NDA, please be advised of our intent to file an
amendment in response to that approvable letter.

Thank you for your ongoing cooperation and assistance. If you have aﬁy questions, please
feel free to call me at (317) 277-3554 or call Dr. Gregory T. Brophy, Director of US
Regulatory Affairs at (317) 277-3799.

Sincerely,

ELI LILLY AND COMPANY

i APPEARS Titi2 i1
@f/mw ON ORintin

Patrick Burns, Pharm.D.
Regulatory Research Scientist,
U.S. Regulatory Affairs

Answers That Matter.
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Bates, Doris J

From: BURNS_PATRICK R@LILLY.COM

Sent:  Tuesday, December 09, 2003 4:50 PM

To: Bates, Doris J

Cc: Racoosin, Judith A; BURNS_PATRICK_R@LILLY.COM; Bates, Doris J; Hammad, Tarek
Subject: RE: NDA 21,520 Symbyax: A Labeling Question (URGENT)

Dr Bates,

in responding to the Agency's request that any "face edema” cases consistent with angioedema be described in
the Warnings statement of allergic events and rash {refer to Lines 1165 to 1167 of the package insert in the May
5, 2003 approvable letter) we reviewed all potential cases of face and/or tongue edema in the OFC database.
Patient HGGA-1206 discontinued due to the adverse event of face edema and is the second case of

discontinuation due to a possible allergic adverse event . No other cases were identified.

For completeness the one page patient summary for HGGA-1206 is included in with this message and can be
found in Appendix 5.2.2 One page patient Summaries, pages 1203 and 1204 of the HGGA abbreviated study
report included in the original submission of NDA 21520 {submitted on Nov 4, 2002)

I have copied Drs. Racoosin and Hammad as you suggested. Piease let me know if you have any problems
opening the attachment or are not able to locate the patient summary in the HGGA abbreviated report

Patrick Burns, Pharm.D.
Eli Lilly and Company
U.S. Regulatory Affairs
Phone 317-277-3554

Pager 866-476-5207

"Bates, Doris J"

<BATESD@cdor.fda.gov> To: “Bates, Doris J" <BATESD@cder.fda.gov>, "BURNS_PATRICK_R@LILLY.COM™

<BURNS_PATRICK_R@LILLY COM>
cel "HMammad, Tarek™ <HammadT@cder.fda.gov>, "Racoosin, Judith A*

12/08/2003 04:14 PM <RACOOSIN.@cder.fda.gov>
Subject: Clean Copy RE: NDA 21,520 Symbyax: A Labeling Question {(URGENT)

My original transmission included an earlier email thread. This is a dlean copy of the current FDA question only.

From: Bates, Doris ]

Sent: Monday, December 08, 2003 4:11 PM

To: 'BURNS_PATRICK_R@LILLY.COM'; Bates, Doris ]

Cc: Hammad, Tarek; Racoosin, Judith A

Subject: RE: NDA 21,520 Symbyax: A Labeling Question (URGENT)
Importance: High

Good afternocon Pat;

Our clinical safety reviewer has noted in the Symbyax label that under the "Warnings" section (sub-section

12/10/2003
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"allergic events and rash"), your labeling discusses three patients that discontinued, one with rash and two with
allergic reactions. We found the rash patient (HGIP-001-1014) and one of the allergic reaction patients (HGIP-
007-1334) in the submission. Can you please point us to the location of the information about the second case of
allergic reaction that discontinued? Adding the second case of allergic reactions was one of the modifications you
had proposed on the iabel.

Thanks in advance - we do need this information rather urgently — and the text is excerpted below for your
reference. An e-mail response will suffice for this question as long as no new information is provided (i.e.,
directions to existing information in submission only). Please feel free to CC Drs. Racoosin and Hammad on any
response.

Allergic events and rash — In SYMBY AX premarketing controlled clinical studies, the overall
incidence of rash or allergic events in SYMBY AX—treated patients, 4.6% (26/571), was similar to that
of placebo, 5.2% (25/477). The majority of the events were mild; 3 patients discontinued (one due to
rash, which was moderate in severity, and 2 due to allergic events which included face and/or tongue
edemna).

Doris J. Bates, Ph.D.

Regulatory Project Manager

Division of Neuropharmacological Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research

APPIARS ¥ T
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Protocol: FID-MC-HGGA

Patient: (12) 1206
Study Medication: Olanzapine and Fluoxetine

Age: 48.0

Origin: Caucasian
Event: Actual Term — Facial Edema
Class Term — Face Edema
Severity — Moderate
Serious? - No

Onset from initial therapy: 176

Abnormal Labs (Last available abnormal lab)

Analyte Result Unit

AST 103 U/L

ALT . 140 U/L

CHOL 8.84 mmol/L.

T.BILI <3 umol/L
Adverse Events:

Classification Term (Actual)  Onset

Apnea C
(sleep apnea)

Rectal Disorder C
(hemmoroids)

Pruritus T
(1tching feet)

Insomnia c
(insomnia)

Concomitant Medications
Drug
Preparation H
Tinactin
Ativan

Olanzapine (LY170053) F1D-MC-HGGA

Page 1203

Reason for Summary:
Discontinuations due to Adverse
Event

Randomization: 260CT1998

Sex: Male
Weight: 88.90 kg

Lo Limit Hi Limit
11.000 79.000
7.000 125.000
2.840 8.560
3.000 31.000
Relative Onset Duration
I -3220 -
1 0 1
0 127
2 -
Start Date Stop Date
C |
C
T 7
Abbreviated Study Report




Page 1204

Hydrochlorothiazide 20APR1999 04MAY 1999

Summary:

Patient’s first visit was 200CT1998. Patient was randomized to olanzapine and
fluoxetine treatment on 260CT1998. Patient reported facial edema on £ J and
was discontinued at Visit 308 on L 1+ by the investigator and followed for
resolution of the adverse event until Follow-up Visit 501 on £ 7 patient had
204 days of olanzapine and fluoxetine at the time of discontinuation. At the time of
onset, the patient had been in open-label phase 118 days. At the time of follow-up, the
adverse event of facial edema had resolved. In the investigator’s opinion, the event of
facial edema was possibly related to study drug.

APPESTS 1o
GH CRIGIKAL

Olanzapine (LY170053) F1D-MC-HGGA Abbreviated Study Report




Page 1 of 2

Bates, Doris J

From:
Sent:
To:
Ce:
Subje

Patrick R Burns [BURNS_PATRICK_R@LILLY.COM]
Thursday, December 18, 2003 11:57 AM
Racoosin, Judith A
Bates, Doris J; Hammad, Tarek
ct: Re: Point of clarification

Dr. Racoosin

We are responding to your request for clarifications:

1.

FDA question: In reference to Table 1 on p. 5 of the 12/12/03 submission, the table includes data for olz,
flx, and pbo arms in addition to the OFC dose arms. The "N"s for the olz and flx arms don't match the ones
in the study report for HGIE.

Lilly Response: Tabfe 1 from the 12/12/03 submission is a combination of HGIE patients for the 4 OFC
arms and the entire pooled database for the comparator arms. If information is needed regarding only
HGIE patients, that is available in Table HGIE.12.23 of the HGIE Clinical Study Report. However, the
correction factor used in generating that table was 0.47.

FDA question: Additionally, HGIE did not have a placebo arm (unless the low dose /5 is being considered
a placebo). Please explain where the data for these three arms is coming from.

Lilly response: You are correct, Study HGIE did not include a placebo arm. In developing our response we
we used the pooled controlled database (6 studies) and excluded ali patients not on the fixed doses used
in HGIE.

FDA question: Additionally, we found an analysis in your original NDA submission {section 10.4.2.4) that
included a dose-response analysis of the QTc data in HGIE. The mean changes from baseline included in
that analysis ("the mean QTc interval increase from baseline to endpoint using Regression correction for
OFC 6/25, 6/50, 12/25, and 12/50 was 6.4 + 19.5, 6.9 + 15.5, 1.6 £ 18.0, and 3.2 + 23.3 ms, respectively”)
don't match the ones included in Table 1. Please explain the source of the discrepancy.

Lilly Response. The numbers reported in the HGIE study report were calculated using a the 0.47
regression factor. The numbers reported in the December 12th response for HGIE were calculated using

the 0/41 regression factor to be consistent with other submission.

Patrick Burns, Pharm.D.
Eli Lilly and Company
U.S. Regulatory Affairs
Phone 317-277-3554

Pager 866-476-5207

"Racoosin, Judith A”
<RACOOSINJ@cder.fda.gov> To: "BURNS_PATRICK_R@LILLY COM™ <BURNS_PATRICK_R@LILLY.CO
cc: "Bates, Doris J* <BATESD@cder.fda.gov>, *Hammad, Tarek”

<HammadT@cder.fda.gov>

12/17/2003 05:26 PM Subject:  Point of clarification

Good afternoon Dr. Burns,
In reference to Table 1 on p. 5 of the 12/12/03 submission, the table includes data for olz, flx, and pbo arms
arms in addition to the OFC dose arms. The "N"s for the 0lz and flx arms don't match the ones in the study

12/18/2003
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report for HGIE.

Additionally, HGIE did not have a placebo arm (unless the low dose 1/5 is being considered a placebo).
Please explain where the data for these three arms is coming from.

Additionally, we found an analysis in your original NDA submission (section 10.4.2.4) that included a dose-
response analysis of the QTc data in HGIE. The mean changes from baseline included in that analysis
("the mean QTc interval increase from baseline to endpoint using Regression correction for OFC 6/25,
6/50, 12125, and 12/50 was 6.4 £19.5,6.9 + 15.5, 1.6 + 18.0, and 3.2 + 23.3 ms, respectively”) don't match
the ones included in Table 1. Please explain the source of the discrepancy.

Thanks!

Judy Racoosin

~ v T
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Bates, Doris J

From: BURNS_PATRICK R@LILLY.COM

Sent: Friday, December 12, 2003 5:58 PM

To: BatesD@cder.fda.gov

Cc: Racoosin, Judith A; Hammad, Tarek

Subject: RE: NDA 21,520 Symbyax: Response to the additional requests.

Dr. Bates,

Attached is our response to questions received via e-mail on December 10th and 12th. As you suggested | have
copied Drs. Racoosin and Hammad on this message. 1 will formally submit the information on Monday December

15th.

Please let me know if you have any problems opening the file.

Thank you.

Patrick Burns, Pharm.D.
Eli Lilly and Company
U.S. Regulatory Affairs
Phone 317-277-3554

Pager 866-476-5207

API}C!"'.;.-J Pl L
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Bates, Doris J

From: Bates, Doris J

Sent: Friday, December 12, 2003 5:48 PM

To: Bates, Doris J

Subject: FW: NDA 21,520 Symbyax: one additional request
————— Original Message-----

From: Racoosin, Judith A

Sent: Friday, December 12, 2003 9:13 AM

To: 'BURNS_PATRICK_R@LILLY.COM'; Bates, Doris ]

Cc: Racoosin, Judith A; Bates, Doris J; Hammad, Tarek
Subject: RE: NDA 21,520 Symbyax: one additional request

Good Morning Dr. Burns,
Daris has not yet arrived this morning, and | did not want to delay getting this question to you.

Using the case definition for "injury/fall” that you used for the 12/2/03 submission, please provide the incidence of
"injury/fall” for each of the treatment groups in the OFC paoled database.

Thanks!

Judy Racoosin

Judy Racoosin, MD, MPH

Safety Team Leader

Division of Neuropharmacological Drug Products
Tel: 301-594-2850

Fax: 301-594-2858

E-mail: racoosinj@cder.fda.gov
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Bates, Doris J

From: Bates, Doris J

Sent: Wednesday, December 10, 2003 3:33 PM

To: 'BURNS_PATRICK_R@LILLY.COM'; Bates, Doris J

Cc: Racoosin, Judith A; Hammad, Tarek

Subject: RE: NDA 21,520 Symbyax: A Labeling Question (URGENT)
Good afternoon Pat:

| am forwarding a question from Dr. Racoosin. Please feel free to CC both her and Dr.
Hammad on the response, to minimize any possible delay in their receipt of the information.

L St E R e bR R s R T T R T T R

The Safety Review team is having difficulty finding the tables or analyses that presented the mean change from
baseline for the QTcR41(regression 41) for the OFC group in the OFC pooled database broken out by dose group
(6/25, 6/50, 12/50). Table 21 from the 12/16/02 submission shows the summary mean change from baseline for

the OFC group. Please point us to the location of this dose-stratified data in the NDA, or provide it if it was not
included.

Additionally, please point us to the focation of or provide the categorical change in QTcR41 for the OFC group in
the OFC pooled database broken out by dose group (6/25, 6/50, 12/50), based on the categories shown in Table
22 from the 12/16/02 submission.

Additionally, please point us to the location of or provide the PCS changes in QTcR41 for the OFC group in the

OFC pooled database broken out by dose group (6/25, 6/50, 12/50), based on the categories shown in Table 26
from the 12/16/02 submission.

LEE SRR 2 R T R s e 2Rl 2 b BT T T T R TR R gy

As always, feel free to respond via secure e-mail; we will need a copy submitted to the EDR if
new information is included in that response, but not if you only need to point us to information
already contained in the submission.

Regards,

Doris J. Bates, Ph.D.

Regulatory Project Manager

Drviston of Neuropharmacological Drug Products

Offtce of Drug Evaluation I '

Center for Drug Fvaluation and Research APPEARS T HIS WAy
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Bates, Doris J

From: Bates, Doris J

Sent:  Monday, December 08, 2003 4:14 PM

To: Bates, Doris J; 'BURNS_PATRICK_R@LILLY.COM’
Cc: tHammad, Tarek; Racoosin, Judith A

Subject: Clean Copy RE: NDA 21,520 Symbyax: A Labeling Question {URGENT)

My original transmission included an earlier email thread. This is a clean copy of the current FDA question
only.

--—-Qriginal Message-----

From: Bates, Doris 3

Sent: Monday, December 08, 2003 4:11 PM

To: 'BURNS_PATRICK_R@LILLY.COM'; Bates, Doris 3

Cc: Hammad, Tarek; Racoosin, Judith A

Subject: RE: NDA 21,520 Symbyax: A Labeling Question {URGENT)
Importance; High

Good afterncon Pat:

Our clinical safety reviewer has noted in the Symbyax 1abel that under the "Warnings” section (sub-
section "allergic events and rash"), your labeling discusses three patients that discontinued, one with
rash and two with allergic reactions. We found the rash patient (HGIP-001-1014) and one of the
allergic reaction patients (HGIP-007-1334) in the submission. Can you please point us to the location
of the information about the second case of allergic reaction that discontinued? Adding the second
case of allergic reactions was one of the modifications you had proposed on the label.

Thanks in advance — we do need this information rather urgently — and the text is excerpted below for
your reference. An e-mail response will suffice for this question as long as no new information is
provided (i.e., directions to existing information in submission only). Please feel free to CC Drs.
Racoosin and Hammad on any response.

Allergic events and rash — In SYMBYAX premarketing controlled clinical studies, the overall
incidence of rash or allergic events in SYMBYAX-treated patients, 4.6% (26/571), was similar
to that of placebo, 5.2% (25/477). The majority of the events were mild; 3 patients discontinued
(one due to rash, which was moderate in severity, and 2 due to allergic events which included
face and/or tongue edema).

Doris J. Bates, PhLD.

Regulatory Project Manager

Drvision of Neuropharmacological Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research
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Bates, Doris J

From: Bates, DorisJ

Sent: Thursday, November 13, 2003 3:53 PM

To: 'BURNS_PATRICK_R@LILLY.COM

Cc: Raccosin, Judith A; Hammad, Tarek; Bates, Doris J

Subject: Nov 13, 2003: Requests regarding Symbyax response to the approvable letter
Good afternoon Pat,

Our clinical safety team has some questions on the resubmission at this point. They have
formatted them as point-by-point items, citing the relevant Lilly submission and then presenting
the questions. I've attached a .pdf file of the questions — please let me know if you have
difficulty opening or printing.

| will be out of the office on December 4 and 5, and may be out one day Thanksgiving week
(besides thanksgiving) — so you may wish to respond to Drs. Racoosin and Hammad directly,
with a CC to me, to avoid delays. (An e-mail response with a follow-up submission to the EDR
will be fine.) '

Thanks as always,

Doris 7. Bates, PhD.

Regulatory Project Manager

Division of Neuropharmacological Drug Froducts
Office of Druy Evaluation I

Center for Drug Evaluation and Research
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Additional requests for OFC 11/13/03

Safety update (June 20, 2003 submission)

There are 204 new spontaneous AEs reported with the combined use of olanzapine
and fluoxetine since the cut-off date for the original NDA submission (Jan 31, 2002).
Please provide an update on the deaths and serious adverse events reported in this
newer group of reports.

Liily’s response to FDA request 7A

3.2.2.1.1 Patients with a Concomitant Decrease in Orthostatic Pulse and
Orthostatic Blood Pressure (Response 7a Bullet 1)

Please provide the incidence of a >= | bpm decrease in orthostatic pulse and a
concosmitant >20 mmHg or >30 mmHg decrease in orthostatic systolic blood pressure
for each of the study arms in the OFC pooled database (i.e., OFC, olanzapine,
fluoxetine, placebo)

Provide the incidence of AEs consisting of injuries (e.g., lacerations, bruises,
fractures) and/or falls for each of the study arms in the OFC pooled database (i.¢.,
OFC, olanzapine, fluoxetine, placebo) among patients with a >= 1 bpm decrease in
orthostatic pulse and a concomitant >20 mmHg or >30 mmHg decrease in orthostatic
systolic blood pressure. Please search verbatim terms to identify such AEs because
they may be coded to a variety of preferred terms beyond “accidental injury”. The
incidence of SAEs should also be reported.

o For the patients in each study arm that had an injury and/or fall, please
provide a line listing of the preferred term and verbatim term (along with
patient ID and study) of the AE.

In this section you state that “Of the 37 patients (with a >= 1 bpm decrease in
orthostatic pulse and a concomitant >20 mmHg or >30 mmHg decrease in orthostatic
systolic blood pressure), at the visit where criteria were met, the pulse decrease was
<5 bpm for 16 of the patients and between 5 and 10 bpm for an additional 9 of the
patients (p. 23, RESPONSE_6-7.pdf, 20 June 2003 submission).
¢ What was the SBP decrease and associated pulse decrease for the
remaining 12 patients (please include patient ID number)?

In the summary for the response to 7a Bullet 1, it states that 20 patients had a

decrease in pulse >10 bpm(p. 136, RESPONSE_6-7.pdf, 20 June 2003

submission). The statement above suggests that 12 patients had a decrease of

pulse >10 bpm.
s Why is there a discrepancy between the numbers of patients in these
two statements? If there are 20 patients meeting that criterion
(decrease of pulse>10 bpm), please include the additional eight in the
response to the bullet above.
¢ Among these patients (either 12 or 20 depending on which statement
above is cormrect) that had the most marked decrease in pulse (>=10



bpm) associated with the fall in systolic blood pressure, did any have
associated AEs consisting of injuries (e.g., lacerations, bruises,
fractures) and/or falls? Please search verbatim terms to identify such
AEs because they may be coded to a vanety of preferred terms beyond
“accidental injury”.
* Provide a line listing of the preferred term and verbatim term
(along with patient ID and study) of the AE (should be a subset
of the line listing abovc)
At the time Patient HGFR-01-1005 had a syncopal episode between visits 6 and 7 and
orthostatic VS changes of decreased pulse of 30 bpm and a decreased systolic BP of
23 mmHg at visit 7, what OFC dose was she taking? Was there a dose adjustment
after the orthostatic VS changes were noted?

3.2.2.1.2 Patients with Adverse Events Possibly Related to Orthostatic Hypotension

(Response 7a Bullet 2)

For each of the six subgroups (e.g., possible syncope, decreased BP + decreased
pulse, etc.) described in this section, please provide the incidence among each of the
study arms in the OFC pooled database (i.e., OFC, olanzapine, fluoxetine, placebo).
The incidence of SAEs should also be reported.
o For the patients in each study arm that had “possible syncope”, please provide
a line listing of the preferred term and verbatim term of the AE that qualified
them as having had “possible syncope”
Among the patients in the three categories of possible syncope, decreased BP +
decreased pulse, and decreased BP + no change in pulse, provide the incidence of
AEs consisting of injuries (e.g., lacerations, bruises, fractures) and/or falls for each of
the study arms in the OFC pooled database (i.e., OFC, olanzapine, fluoxetine,
placebo). Please search verbatim terms to identify such AEs because they may be
coded to a variety of preferred terms beyond “accidental injury”. The incidence of
SAEs should also be reported.
o Provide a line listing of the preferred term and verbatim term (along with
patient ID and study) of the AE

3.2.2.1.3 Patients with Adverse Events Possibly Related to Bradycardia (Response 7a

Bullet 3)

Among the patients who met one or more of the criteria for bradycardia, provide the
incidence of AEs consisting of injuries (e.g., lacerations, bruises, fractures) and/or
falls for each of the study arms in the OFC pooled database (i.c., OFC, olanzapine,
fluoxetine, placebo). Please search verbatim terms to identify such AEs because they
may be coded to a variety of preferred terms beyond “accidental injury”. The
incidence of SAEs should also be reported.

o Provide a line listing of the preferred term and verbatim term (along with

patient ID and study) of the AE



Bates, Doris J

From: Racoosin, Judith A

Sent: Wednesday, July 16, 2003 4:12 PM

To: BURNS_PATRICK R {E-mail)

Cc: Hammad, Tarek; Racoosin, Judith A; Bates, Doris J

Subject: Requests regarding Symbyax response to the approvable letter

Good afternoon, Dr. Burns,

Please submit the following items to assist our review of the response to the approvable letter.
Thanks

Judy Racoosin

Judy Racoosin, MD, MPH

Safety Team Leader

Division of Neuropharmacological Drug Products
Tel: 301-594-2850

Fax: 301-594-2858

E-mail: racoosinj@cder.fda.gov

1. Safety update (reference section 3.1.1.2)

¢  Provide a brief description of the study design of HDAQ

* Provide line listings for the SAEs and discontinuations due to AEs in HDAD

» Provide frequencies for the SAEs and discontinuations due to AEs in HDAO (we know it is still blinded)

2. Response 6_7 pdf

e Bookmark all patient narratives in the response to 7-A.

¢ Provide line listings for the patients in the response to 7-A, organized by their corresponding databases (e.g., "acute
bipolar depressed”, "overall bipolar depressed"”, "OFC pooled database", or "2 month safety update"). Note: we
recognize that a patient in the "acute bipolar depressed” database would also be in the other three databases, but the
line fistings should be organized such that a patient is listed in the most namrowly defined applicable database.

* Provide rates by treatment group based on person-years for concomitant orthostatic hypotension and bradycardia in
the acute bipolar-depression database,

* Please provide rates for the following tables under section 7-B: 8, 9, 12-17, 20-27

3. Note to Reviewer

» Please elaborate on the intent of the table in Attachment “A”. Also, please explain the abbreviations used. The first page
of the attachment references a "Table 3: Treatment Emergent AEs: Incidence in Controlled Clinical Studies”. Where is
the location of this Table 3- are you referring to labeling? Is the expectation that the “redundant” terms will not be
presented? We do not agree that all the terms you've labeled that way are “redundant” (e.g. “face edema” and “allergic
reaction”)
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Bates, Doris J

From: Bates, Doris J

Sent: Tuesday, July 08, 2003 11:09 AM

To: Katz, Russeli G; Andreason, Paul J; Oliver, Thomas F; Racoosin, Judith A; Hammad, Tarek;
Uppoor, Ramana S; Yasuda, Sally; Tabacova, Sonia; Hsieh, Li Shan; Freed, Lois M

Cc: Bates, Doris J

Subject: Summary of Meeting: SYMBYAX NDA 21-520 Resubmission Evaluation for Completeness of
Response

Drs. Katz, Andreason, Racoosin, Hammad, Yasuda and Bates were present. Information was provided in advance from
Drs. Oliver, Hsieh, Freed, and Tabacova.

Overall the submission is considered a complete response. CMC, Pharm/Tox, and Biopharm expect to be able to complete
reviews within two months. The clinical portion of the labeling review can also be completed within two months.

However, due to the large volume of information, much of it new, which has been provided in respense to the clinical safety
questions (10 questions with ca. 25 subcomponents; over 400 pp. of respanses including ca. 40 patient namatives), the

package does not qualify as a Class 1 resubmission. It is therefore a Class 2 resubmission, with a six manth action due
date of December 25, 2003.

« The DSI inspection of the Singapore pivotal bioequivalence study will be initiated at the end of July.

* DMETS has noted the similarity of the SYMBYAX and CYMBALTA trademarks; the alternative trademark '
{for duloxetine in SUI) has been discussed with them.

o l: j
Meeting participants agreed that those reviews which could be completed to a two month clock should still be done in that
time frame, to enable the Division to take action as soon as realistically possible within the overall six month time frame. The

Clinical Safety Review Team is preparing a set of questions for the firm, to be forwarded shortly.

This summary will be placed in DFS as the minutes of this meeting.
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Bates, Doris J

om: Oliver, Thomas F
sent: Monday, July 07, 2003 1:44 PM
To: Bates, Doris J
Cc: Hsieh, Li Shan
Subject: Symbiax
Doris,

The sponsor has responded to each of the CMC issues. Li-Shan will evaluate their responses in review #2.
As discussed, Li-Shan and | will not be attending tomorrow's meeting.

Thanks again,
Tom

APPEARS T .
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Bates, Doris J

‘om: Ofiver, Thomas F
went: Monday, July 07, 2003 1:52 PM
To: Bates, Doris J
Ce: Hsieh, Li Shan
Subject: RE: Symbiax

As it is probably obvious--a 2 month clock for CMC.

Thanks,
Tom

-----Original Message-----

From: Bates, Doris ]

Sent: Monday, July 07, 2003 1:47 PM
To: Oliver, Thomas F

Cc: Hsieh, Li Shan

Subject: RE: Symbiax
Thanks for the input, Tom, and | wish you as good a week as possible in the circumstances.

Li-Shan, you know we appreciate your help. I'm glad t can show some of that appreciation by giving you a little bit of
your time back; you definitely don't need to come to the meeting.

I will email everybody with the final decision as to whether we have a two or six month clock on this.
take care,

Doris

--—-Qriginal Message-----
From: Oliver, Thomas F
Sent:  Monday, July 07, 2003 1:44 PM
To: Bates, Doris 3
Cc: Hsieh, Li Shan
Subject: Symbiax

Doris,

The sponsor has responded to each of the CMC issues. Li-Shan will evaluate their responses in review #2,

As discussed, Li-Shan and | will not be attending tomorrow's meeting.

Thanks again,
Tom
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Bates, Doris J

ibject: SYMBYAX NDA 21-520 Resubmission Evaluation for Completeness of Response

~ocation: CDER WOC2 3FL-C Conf Room

Start: Tue 7/8/2003 10:00 AM

End: Tue 7/8/2003 10:30 AM

Recurrence: {none)

Meeting Status: Meeting organizer

Required Attendees: Bates, Doris J; Katz, Russell G; Andreason, Paul J; Oliver, Thomas F; Racoosin, Judith A;
Hammad, Tarek; Uppoor, Ramana S; Yasuda, Sally; Tabacova, Sonia; Hsieh, Li Shan; Freed,
Lois M

Resources: CDER WOC2 3FL-C Conf Room

Please note that this meeting is scheduled in Conference Room C on the Third Floor. Our Conference Room was not
available.

This meeting has been placed on the calendar on June 18, 2003. Lois, | know you are out that day and | am very sorry.
The firm is expecting to send its complete response to our action letter on June 25, which is next Wednesday. July 8 is
Day 14 if the submission is received on the 25th. | was unable to find any time when all participants were available that
would fall within the 14 day deadline.
June 25, 2003: The submission was indeed received on this date.
We will need to inform the firm

iether this is a complete response
whether it is a class 1 or class 2 resubmission

after this meeting.

This is going to be an all electronic submission. | will receive courtesy copies by email of the cover letter, the proposed
labeling, and a summary of the responses (Note to Reviewer), which | will attach to this meeting notice when received.

thanks ali for your patience. this is the only way to meet these assessment deadlines. | will send consuits out for stats and
biopharm as soon as | have the courtesy copies in hand.

APPEARS THIS VIAY
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Bates,

Doris J

om:
«ent:
To:
Cc:

Subject:

Tabacova, Sonia

Wednesday, July 02, 2003 11:33 AM

Bates, Doris J

Freed, Lois M; Rosloff, Barry N

RE: SYMBYAX NDA 21-520 Resubmission Evaluation for Completeness of Response

Doris. the pharmtox response looks complete.

The dec

ision about the class of the resubmission will depend on the clinical reviewers because the pharmtox issues are

fewer. We could do it as a Class | resubmission.

Sorry | won't be able to attend the meeting on July 8.

Sonia
----- Original Message-----
From: Bates, Doris )
Sent: Wednesday, June 18, 2003 4:16 PM

To:

Tabacova, Sonia

Subject: RE: SYMBYAX NDA 21-520 Resubmission Evaluation for Completeness of Response

No problem, P'll just need to know from you or Lois that the pharmtox response locks complete. Lois is out the day of

this

meeting, so we won't have anyone there tfrom pharmtox, se 1 will just need an opinion via email some time

beforehand.

----- Original Appointment-----
From: Tabacova, Sonia
Sent:  Wednesday, June 18, 2003 4:13 PM
To: Bates, Doris J
Subject: Dedlined: SYMBYAX NDA 21-520 Resubmission Evaluation for Completeness of Response
When: Tuesday, July 08, 2003 10:00 AM-10:30 AM (GMT-05:00) Eastem Time (US & Canada).
Where: CDER WOC2 3FL-C Conf Room

Doris, I'll be out of office on July 7 through 9 - have a dental surgery, quite nasty. Sorry.
Sonia
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Bates, Doris J

From: BURNS_PATRICK_R@LILLY.COM

Sent:  Friday, March 21, 2003 3:46 PM

To: BatesD@cder.fda.gov

Cc: BURNS_PATRICK_R@LILLY.COM

Subject: NDA 21520 Change in the spelling of the proposed tradename

Doris,

Following the submission of the new Symbiax labeling artwork on February 27, 2003, we learned of an objection
from Abbott Laboratories to the use of Symbiax as the trademark for the olanzapine/fluoxetine combination.
Abbott's objection was that the "biax"-portion of Symbiax wds to similar to their antibiotic trademark Biaxin. Over
the past two weeks we have been in negotiations with Abbott's trademark counsel and have agreed that
changing the "i" to a "y" would be acceptable to both parties. Hence the spelling will change from SYMBIAX to
SYMBYAX.

Because of the short timeframe to the May 5th action date, only about 7 weeks, | am attaching a PDF file
{Symbyax.pdf) of the new spelling artwork for your consideration. The only change to the to presentations
submitted on February 27, 2003 will be the substitution of Symbyax for Symbiax, no other changes will be made.

Please let me know if you have any questions.

Patrick Bumms, Pharm.D.
Eli Lilly and Company
U.S. Regulatory Affairs
Phone 317-277-3554

Pager 866-476-5207
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1 page(s) ot draft
labeling has been

removed from this
portion of the review.
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Bates, Doris J

From: Bates, Doris J

Sent;  Friday, March 21, 2003 4:59 PM

To: ‘BURNS_PATRICK_R@LILLY.COM'

Subject: Clinical Safety Review Questions, NDA 21-520, March 21, 2003

Dear Dr. Burns:

Attached is a .pdf file summarizing review questions from our Clinical Safety team for NDA 21-520. The
attachment, in combination with this e-mail cover message, may be treated as official agency correspondence.

I will be out of the office for part of the day on Monday, but should be available after 2:00 P.M. that day. Please
feel free {0 contact me with any questions you may have on this correspondence.

Sincerely,

Doris J. Bates, Ph.D.

Regulatory Project Manager

Division of Neuropharmacological Drug Products, HFD-120
Office of Drug Evatuation 1

Center for Drug Evaluation and Research

APPI NS TS FARY
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SYMBYAX (NDA 21-520)
Clinical Safety Questions
March 21, 2003

We are completing the clinical safety review of NDA 21520 (Symbyax) and have the
following questions:

1- We are having trouble locating the overdose section in the 1SS of OFC. Can )}ou
please point us to its location?

2- Upon reviewing the coding for edema, peripheral edema and face edema, we noticed
that there is overlap in the mapping of verbatim terms to these three preferred terms.
We request that you please re-code these verbatim terms in a consistent manner and
report the corrected frequencies.

3- After re-coding edema-related events as mentioned earlier in "point 2", please check
on the profile of patients that reported edema/peripheral edema as an adverse event to
look for concomitant AEs suggestive of congestive heart failure. This should be done
for all treatment groups.

4- Please provide follow-up information for the following patients:

Patient HGIE-017-1807: Did the patient have a VQ scan or other test looking for
a pulmonary embolism? If so, what were the results?

Patient HGHZ-051-3503: Following discontinuation of OFC, did the patient have
to stay on insulin or any other anti-diabetic therapy?

Patient HGIE-613-6358: Following discontinuation of OFC, did the patient have
to stay on insulin or any other anti-diabetic therapy?

Patient HGIP-015-1716: While continuing on OFC (following discharge from the
hospital, did the patient have to stay on insulin or any other anti-diabetic therapy?

Patient HGIP-015-1706: Which “cardiac arrhythmia” was the patient diagnosed
with during the hospital admission? Did the patient continue on OFC therapy
following discharge? '

5- Please provide the overall rate of death, serious AE, and AE leading to dropout for
each treatment group (this was in your original ISS submission, but was not
recalculated for the 12/16/02 submission).

6- In table 32 (submission dated 12/16/2002) you are presenting the rates for treatment-
emergent suicide attempt or ideation. Please provide separate rates for these two
events.




NDA 21-520 SYMBYAX 2
Clinical Safety Review Questions March 21, 2003

Please indicate an approximate time for provision of a consolidated response to the above
items. We are able to accept a Review Aid copy of this response via secure e-mail
concomitantly with submission of an identical amendment to the NDA file.

If you have any questions, please feel free to contact Doris J. Bates, Ph.D., at 301-594-
5536 or via secure email at batesd@cder.fda.gov.
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Bates, Doris J
From: Patrick R Burns [BURNS_PATRICK_R@LILLY.COM]
Sent: Tuesday, December 23, 2003 3:54 PM
To: Bates, Doris J
Subject: RE: NDA 21-520: Symbyax Pl and PPI: FDA Proposed Versions of Dece mber 23, 2003 —- Impotence
Information
Doris,

The attached file provides the support for excluding impotence from the Commonly observed adverse events in
controlled clinical. We would appreciate the Division reviewing the table. However, should there not be anyone
to review the table we would not want to hold an approval for this cycle.

We are working on the label and the Phase 4 now and | hope to be able to get back to you before 6PM.
Thanks Doris

Patrick Burns, Pharm.D.

Eli Lilly and Company

U.S. Regulatory Affairs
Phone 317-277-3554

Pager 866-476-5207

“Bates, Doris J"
<BATESD@cder.fda.gov> To: "Patrick R Burns™ <BURNS_PATRICK_R@LILLY.COM>

ccr "Bates, Doris J" <BATESD@cder.fda.gov>

Subject: RE: NDA 21-520: Symbyax Pl and PPI: FDA Proposed Versions of Dece mber 23,

12/23/2003 01:57 PM 2003

Pat, here are the FDA versions from today - finally - !

Doris J. Bates, Ph.D.

Regulatory Project Manager

Division of Neuropharmacologicat Drug Products
Office of Drug Evaluation |

Center for Drug Evaluation and Research

12/24/2003
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[attachment "Clean FDA 12_23_03 Pl.doc" has been removed by Patrick R Burns/AM/LLY]
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Treatment Emergent Adverse Events

Bipolar Depreasion IS8 - Acute Phase
All Databases and Therapies combinad
Gander-apecific eventa only
| | OFC
| forme e
| L | | |Event
| | | n |% | Rate
IR L el i
|Classification i | |
| Texm [ I
------------------ | |
| DYSMENORREER *+ {406 6| 1]0.0976
[ L Y T TR
MENSTRUAL DISORDER| | |
LA |406] €] 1]0.0976
------------------ B e N Ll
ABNORMAL i
BJACULATION + |165] 4] 2{0.1574]
------------------ L e L e TEET |
IMPOTENCE + |165| 4| 2|0.1574/
------------------ LR EE R LY T
MENORRHAGIA ** |406] 4| 1|0.0651]
------------------ LR
AMENORRHEA *+ |406] 2| o0|0.0325]
|wvrmrccm e aeas R Y T e R Ty |
| LEUKORRHEA * =+ j406| 2| o0|0.0325]|

Event rate is per patient year.

OFC = Olanzapine + Fluoxetine, FLX = Fluoxetine.,

* Denominator wsed was for males
RMP.H6PSIS3B,5ASPGM(FOLTESS)
Output is RMP . H6PO.ISS52 (POLTESSG)

only,
X7690

L3

OLZ = Qlanzapine,
fomales conly

PLA = Placebo




Treatment Emergant Adverse Eventsg
Bipolar Depresaion IS3 - Acute Phase
All Databases and Theraplas combined
Gander-gspecific events only

| | OF¢C |
| RS |
| [ 1 | |Bvent |
| | ¥ | n |% | Rate |
[~wmmmmemeceaaaaaan R P Lt TR
|Claseification | | .|

| Term [

|406| 2| o|o.0325
R s B T T T TEPP

| VAGINITIS *+* |406] 2| 0]0.0328
R LR EE T e
| CERVICITIS *+ |406| 1| 0)0.0163
[T P TP P Y et LR TR T
| FEMALR LACTATION |

| ** j4a06| 1| 0|0.0163
R R Bt Bl
| FIBROCYSTIC BREAST| | |

|+ 406 1] 0]0.0163|
| morrmm e es R |
|HYPOMENORRHEA ** [406| 1| 0]0.0163|

Event rate is per patient year.
OFC « Qlanzapine + Fluoxetine,
* Denominator used wag for males only,
RMP.HSPSISSB.SASPGM (POLTRSS) X7650
output is RMP.H6PO,.ISS2 (POLTESSG)

FPLX = Fluoxetine,

OLZ = Olanzapine, PLA = Placebo

** o ,,, females only




Treatment Emergent Adverse Events
Bipolar Depresslon IS8 - Acute Phase
All Databases and Therapises combined
Gender-apecific events only

| } OFC |
| I |
! bl | (Event |
{ | 9| n |% | Rate |
------------------ D T TR PP |
|Clasaification I | |t |
[Term N I
<omomme oo oaoae ol |
| VAGINAL HEMORRHAGE | | |
| j406| 1| ©0]|0.0163|
R L e ] |
| PROSTATIC DISORDER| ! | |
{w i165| 0| 0]|0.0000|
R e e L |
|TESTIS DISORDER * |168] ¢ 0]0.0000]
R e T T L e L E s |
|UNINTENDED
| PREGNANCY *# |406} o| o|o.0000]

Event rate ia per patient year.

OFC = Olanzapine + Fluoxetine, PLY s Fluoxetine, OLZ = Olanzapine, FLA = Flacebo
* Denominator used was for males only, ** = ... females only
RMP.H6PSISSE.SASEFGM (POLTESS) K7690

Output is RMP.H&EPO.ISS52 (POLTESSG)




Treatment Emergent Adverxse EBvents
Bipolar Depresasion IS5 - Acute Phase
All Databases and Theraples combined
Gendar-specifie events only

| | FLX | OLZ | PLA |
| s e mmaom e enanaoeaaas bt |
| | | | Lowar |Uppaer | | | | Lower |Upper | | | | | Lowex | Uppar |
| | | |Ratio{Limit|Limit| | |Ratio|Limit |Limit| | [ |Ratio|Limit{Limit|
| | | | of of of | | | of | of | of | | | | of | of | of |
| | | Event |Event| 85% | $5% | | |Bvent |Event| $5% | 95% | | | |Event |Event| 95% | 95% |
| | N | n |% | Rate |Ratea| CI €I | ¥ | n |% | Rate |Rates| CI | €I | N | n |% | Rate |Rates| CI | ¢TI |
e R et bt LT $----- *----- +----- R Rt Eot BT o= +-m--- R R il Lt Bttt L 4om LR |
|Classification | | | | | N T N R
| Term I | | l | | | [ 1 I | | |
| oearemmmmeeresenns s 1 | |

I |

I i [
|DYSMENORRHEA *++  [192] 4| 2|0.1468|0.665(0.158]3.202(|422] 9| 2|0.1791|0.545(0.160|1.714(284| 10| 4}0.3444{0.283|0.085|0.860

R R e EEET T EE T o $rm- $mm--- T T Hm---- $o---- $----- bl REEr TR T +omeo - 4mmm tmmm-
| MENSTRUAL DISORDER | | | | | | | ! |
[+ {192 1| 1|0.0367|2.659]0.323|122.3]422| 3| 1|0.0597|1.634]0.349]10.20(284] 5| 2(0.1722(0.567[0.144]2.347|
R L LT R R L Lt b Hmene. b P LR T - tomm-- fmmm- D b LT TR e tmmmmn P |
| ABNORMAL P | | | | [ | | !
| BJACULATION * | 59| 2| 3|0.2149]0.732[0.105|8.054|263| 2| 1]{0.0635|2.477|0.355|27.39{153] 1| 1|0.0538(32,923|0.289{143.9
R Dl ShET SEF TR dmmnan fomna B ducapraagampannnan Fuamnn e - L AL dmmm do-m-- FEETETS |
| IMPOTENCE * | 591 0| 0]0.0000| UNDF|0.242| UNDF|263| 4| 2|0.2270]1.239]0.231(6.650{193| 2| 1(0.1077|1.461]0.209{16.15]
------------------ B i L E T L L el bt R O e R
| MENORRHAGIA *+ |192] 2| 1]0.0734]|0.886|0.127|9.797|422| 2| 0(0.0398|1.634|0.234|18.07]284] 0| 0{0.0000| UNDF|0.312| UNDF|

Event rate 1ls per patient yaar,

OFC = Qlanzapina + Flupxestine, FLY = Fluoxatine, OLZ = Olanzapina, PLA = Placsbo
* Denominator used was for males only, *+* = ... females only
RMP.HS5PSISSB.SASPGM (POLTESS) X7690

gutput i1a RMP,.H6P0O.IS852 {POLTESSG)




Treatment Emergent Adverse Events
Bipclar Depression 188 - Acute Phase
All Databases and Therapies combined
Gender-specific events only

| | FLX } OLZ i PLA

| R L L e L LT T T PP R R T Fmmmmmemmeeemememaeaecaooaamaaans
| | | | | |Lowex | Upper | i | Lower | Upper | | | | Lower | Upper
| | | I |Ratio|Limit |Limit] | |Ratio|Limit|Limit| | | |Ratio|Limit|Limit
I o1 | of of of | tol jot | of |ef | | | | | of | of | of

| | | | |Bvent |Bvent| 95% | 95% | | |Bvent |EBvent| 95% | 95% | | | [Event |Bvent| 95% | 95%

| | N | n |% | Rate !Ratas| CI €I | N | n |% | Rate |Rates| €I | €I | N | n |% | Rate |Rates| €I | CI
|ommmememm e P Rl +----- - +----- R T LT pomm-- $mm-a- demm D PR pumma= Fmmme
|classification | | || ! | P | | | | | || | |

|Term [ ! I [ I | I [ | | |
. | : | | | || I

| AMENORRHER »+ |192] 1] 1]0.0367|0.886]0.046{52.28|422| 2| 0/0.0398(0.817|0.059[11.27{284| 2| 1(0.0689/0.472(0.034{6.515
|memmemm e LR R et SRR t----- Fo---- L to-cdesnpuapanmann Fmmm-- - Fm——-- Lt EE L pumm-= dmmm-a -
| LEUKORRHEA ** |12} o] o|o.0000] UNDP|0.083| UNDF|422| 1| 0/0.0199|1.634|0.085(56.42|284| 0| ©]0.0000| UNDF|0.089| UNDF
|avememmmeemcaama L A R el L #----- o= o= B e Y LR e #----- LR Rt EEEL tuam=- pmmmer te---
|METRORRHAGIA ** |192| 3| 2]0.,1101|0.295|0.025{2.579(422|] 4| 1|0.0796|0.408|0.037|2.851}284| 2| 1)0.0685]/0.472(0.034|6.515
|eemmmmmranacaaaaa LR e LEEEEE +----- === R R e datt R #mmm——— o - LR T L R L $mmmm- LEEEEE LR
| VAGINITIS *+ [192] 2| 1]0.0734|0.443]0.032(6.213|422| 3| 1|0.0597(0.545|0.045/4.755|284| 4| 1]0.1378(0.236]{0.021|1.648
I ------------------ L L L EL AR $msvman o o LR R R e #=---- - LR L el +-=--=-- +---=- - |
| CRRVICITIS #* |1%2| 0] 0]0.0060| UNDF|0.011| UNDF|422| 0| 0|0,0000| UNDF|0.021| UNDP|284| 0| 0|0.0000| UNDF|0.0i2| UNDF|
Jammmm e - R Rt T $mmmm- LEEEE = LR R bt SRl LEE LR $ammmn L R R e kel +=---- LR o= |
|FEMALE LACTATION | | | | I I | o I I I [ I I I
| ww |192| o] ©|0.0000| UNDFIQ.0L1| UNDF|422| 0| 0|0.0000¢| UNDF|0.021| UNDF|284] 0} 0]0.0000| UNDF|0.012| UNDF|

Event rate is per patient year.

QFC o Olanzapine + Fluoxetine, PLX = Fluoxetine, OLZ = Olanzapine, PLA = Placebeo
* pencminator uwsed was for males only, ** = ,., females only

RMP.H6PSISSB. BASPGM (POLTESS) X7550

Output is RMP.H6PO.I1882 (POLTESSG)




Treatment Emergent Ahdverse Evants
Bipolar Depressicn ISS -- Acute Phase
All Databases and Therapies combined
Gender-specific events only

| FLX ] OLZ | PLA i

R T R L L L L L L L T L L L L T L
[ I I | Lower | Upper | I | vower |Uppex| | | | | Lower | Upper |
| | b |ratio|Limit |Limit i |Ratio|Limit |Limit | | |Ratio|Limit |Limit |
| | i | o | of of | | of | of of | || | o | of | of |
| i { |Bvent |Event| 95% | 95% |Event |Bvent| 95% | 95% | | |Bvent [Bvent| 95% | 95% |
| ¥ | n |% | Rate |Rates| CI I N | o |% | Rate |Rates| CI CI | N ! n |% | Rate |Rates| €I | cI |
------------------ LR Rl L e D et R R R N L e T LT S T T PR T |
Classification A | I I [ ] | I [ I I I I
Term [ I I I [ 1 I | [ | ! I I
------------------ Pl | | | | | I ! | | !
FIBROCYSTIC BREAST]| i ! | | | [ i i | |
LA 1192 0| 0(0.0000| UNDF|0.011| UNDF|422 0| 0|0.0000]| UNDF|0.021| UNDF|284| 0| 0/0.0000! UNDF|0.012| UNDF|
------------------ LR e e e R e L e e e D e it R LT LR PRy
HYPOMENORRHEA #+ |1s2| 0| 0[0.0000| UNDF|0.011| UNDF¥|422| 0} 0]|0.0000| UNDF|0.021| UNDF|{284| 0| 0]0.0000] UNDF|0.012| UNDF|
R R e R T pmme-- === fmmm-- D LT TR TE TN o - I R R bl it 4= dommmm |
|VAGINAL HEMORRHAGE| | | | I ! I | N A I | I U R | | I I
| o= |12 1| 1[0.0367|0.443|0.006|34.78|222| 2| 0|0.0398|0.409[0.,007|7.848|284| O 0|0.0000} UNDF|Q.012| UNDF|
[mememmmemmmmanna LEEEL Ly L TR LEEE T LR tmmm- L R e EEEEEYS dmm—- LEEEEES frmmmpmmmpmagmnmnnn pummm= R $omnma |
| PROSTATIC DISORDER| | | | | ! | [ I | | I B I | | | |
| * | 59] o] 0[0.0000| UNDF| UNDP| UNDF|263| 1| 0/0.0318|0.000| UNDF|48.31|193| 0| 0]0.0000| UNDF| UNDF| UNDF|
|meme e L TR EE T TP +---=-- LR e P L L $mmman 4= tammma e Famana P 4= |

| TESTIS DISORDER * | 55| 0] 0/0.0000| UNDP| UNDP| UNDF|263| 2| 1/0.0635|0.000| UNDF|6.595[183]| 0| 0]0.0008| UNDF| UNDF| UNDF|

Event rate ls per patient year.

QFC o Olanzapine + Fluoxetine, FLX = Fluoxatine, OLZ = Olanzapina, PLA = Placebo
* Denominator used was for males only, ** = .., femalas only

RMP.H6PSISSBE, SASPGM(POLTESS) X7690

Output is RMP.H6PC.ISS2 (POLTESSE)




Treatmant Emergent Adverse Bvents
Bipolar Dapression ISS - Acute Phase
All Databases and Therapies combined
Gander-gpecific events only

| PLX [ OLZ i PLA |
| e T L E T T TR R el
i (.| | | Lower | Uppar | | i | Lower |Upper Lower |Upper |
| [ [Ratio|Limit|Limit| ; | |Ratio|Limit |Limit Ratio|Limit|Limit]|
| o | ef | of | of | ! | | of | of of of of of |
| | |Bvent |Bvent| 95% | 95% | | | |BEvent |Bvent| 95% | 95% Event |Event| 95% | 95% |
| N jin|% | Rate [Rates| €¢I | ¢x | N { n |$ | Rate |Ratas| CI | €I N {n |% | Rate |Rataa| CI cr |
R D Lt TEE TP $mmm-- omon- e R DRt T S D omm-- 4-mm-- R ek e +----- $o---- t----- {
|Claseification | | | | { | | | I |
| Tarm | | | | A | ; I
.................. | | | | [ I ! I !
| UNINTENDED N I I I N | | I
| PREGNANCY *¥ [1%2]| 1| 1i0.0367|0.000| UNDF|17.28(422| 0| 0|0.0000| UNDF| UNDF| UNDF|284{ 2| 1[|0.0689[0.000! UNDF|2.514]|

Bvent rate is per patient vear.

OFC = Olanzapine + Fluoxetine, FPLX = Fluoxetine, OLZ = Olanzapina, PLA a Plagaba
* Denominator used was for males only, ** =« ... femalez only

RMP ,HEPSISSE. SASPGM(POLTESS) X7690

Qutput is RMP.H6PO.IBS2 (POLTESSG)
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David, Paul A

From: David, Paul A

Sent: Thursday, October 21, 2004 10:32 AM

To: ‘Barbara Amning'

Cc: David, Paul A

Subject: Prozac/Cymbalta/Symbyax Medication Guides
Barbara,

Attached is the Medication Guide. This should be submitied in conjunction with the labeling changes requested in our
10/15/04 letter.

Tharks,

Paut

Paul David, R.Ph., Capt, USPHS

Senior Regulatory Project Manager

Division of Neuropharmacological Drug Products, HFD-120
ODE1; CDER; FDA '

Telephone: 301-534-5530

Fax: 301-594-2859

David@)cder.fda.gov

SSRI
dguide.doc (35 |

---—-Original Message-—--

From: David, Paul A

Sent: Friday, October 15, 2004 10:47 AM

To: 'Barbara Arning’

Cc: David, Paul A

Subject: Prozac/Cymbalta/Symbyax Supplement Request Letters
Barbara,

As discussed, attached are the supplement request letters for Prozac, Cymbalta, and Symbyax.
Regards,

Paul David, R.Ph., Capt, USPHS

Senior Regulatory Project Manager

Division of Neuropharmacological Drug Products, HFD-120

ODE1; CDER; FDA

Telephone: 301-594-5530

Fax: 301-594-2859

David@cder.fda.gov

<< File: SYMBYAX LETTER SIGNED 10-15-04.pdf >> << File; PROZAC-SARAFEM LETTER 10-15-04.pdf >> <<
File: CYMBALTA LETTER SIGNED 10-15-04.pdf >>




_2 page(s) of draft
labeling has been
removed from this
portion of the review.
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