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Ann Shea Novartis Pharmaceuticals Corporation
Sr. Associate Director One Health Plaza -
Drug Regulatary Affairs  East Hanaver, NJ 07936-1080

Tel 862-778-4567
Fax 973-781- 2565

(’) N 0 V A RT I S Internet: ann.shea@novartis.com

Attention

Fax no.
Number of pages

Date

Concaming

Fax

Ms. Akilah Green
Regulatory Project Manager
Division of Pulmonary and Allergy Drug Products

301-796-9718
41 including cover page

March 1, 2006
Foradil® Certihaler® (formoterol fumarate inhalation powder)
NDA 21-592

General Correspondence - Response to Request for Information: - - -

Dear Ms, Green,

Please find attached information being submitted to NDA 21-592 in preparation for our
meeting on March 6, 2006

Should you have any questions, please do not hesitate to call me at 862-778-4567.

Sincerely,

stha K.

AnnShca‘
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Novartis Pharmaceuticals Corporation
One Health Plaza .
East Humover, NJ 07936-1080

' Ann Shea, Sr. Associate Director -
Tel: 862-778-4567
l. ) NOVARTIS Fax: 973-781-2565

email address: ann shea@novartis.com

March 1, 2006

Badrul Chowdhury, MD, PhD NDA No. 21-592
Division Director 3
Food and Drug Administration Foradil® Certihaler”® (formoterol
“Division of Pulmonary and Allergy fumarate inhalation powder)
Drug Products
Office of Drug Evaluation IT .
i 5901-B Ammendale Road GENERAL CORRESPONDENCE
Beltsville, MD 20705-1266 Response to Request for Information

Dear Dr. Chowdhury:

Reference is made to the telephone conversations with Ms. Akilah Grceq, Regulatory Project
Manager, on February 27 and 28, 2006 and the FDA reqiiest fot additional information in
preparation for our teleconference on March 6, 2006,

As requested, please find attached a table summarizing the interactions between the German
Health Authorities (BfAtM and the local Federal Government Ansbach) and Novartis Germanz
regarding the adverse event reports consistent with inadvertent overdose from the Foradil
Certihaler® and the subsequent voluntary recall of Foradil Certihaler in Germany (Appendix 1).
Please note that all interactions with the German Health Authorities have either been by
telephone; email, or in person.

In addition, please find attached the CIOMS form for a 5™ reported case of overdose (Appendix
2), and the Technical Assessment Report (Appendix 3).

If you have any questions or comments, please contact me at (862) 778-4567.
Sincerely, -
Ann Shea
Sr. Associate Director

AS :
Submitted in triplicate
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. Form Approved: OMB No. 0910-0338
DEPARTMENT OF HEALTH AND HUMAN SERVICES Expiration Date: March 31, 2003
FOOD AND DRUG APMINISTRATION See OMB Statement on page 2,
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE. ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE ’ APPLICATION NUMBER )
(Title 21, Code of Federal Regulations, Parts 314 & 601)
APPLICATION INFORMATION
NAME, OF APP]JCAN‘!‘ ) DATE OF SUBMISSION
NOVARTIS PHARMACEUTICALS CORPORATION . March 1, 2006
TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number (Include Area Cade)
(862) 778-4567 : (973) 783-2565
APPLICANT ADDRESS (Number, Streat, City, State, Country, ZIP Codé or Matl Code, AUTAORIZED US. AGENT NAME & ADDRESS (Number, Streat, Cily, State,
and U8 Licanse numbr if previously isucd): ZIP Cads, telsphons & FAX number) IF AFPLICARLY :

One Health Plaza
East Hanover, New Jersey 07936-1080

PRODUCT DESCRIPTION . :
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER. OR BIOLOGICS LICENSE APPLICATION NUMBER (If previourly issued) 21-S92
ESTABLISHED NAME (e.g.. Proper name, USP/USAN name) PROPRIET_ARY NAME (rade name) IF¥ ANY :
formoterol fumarate inhalation powder Foradil® Certihaler®
CHEMICAI/BIOCHEMICAL/BIOQD PRODUCT NAMF, (f any) CODE NAME (If any)
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
10 mcg
(PROPOSED) INDICATION(S) FOR USE:
Asthma
APPLICATION INFORMATION
APPLICATION TYPE
" {check ong) NEW DRUG APPLICATION (21 CFR 314.50) [C] ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR
; ’ 314.94)
{] BIOLOGICS LICENSE APPLICATION (21 CFR Part 601)
IF AN NDA, IDENTIFY THE APPROFRIATE CYPE 1 505 (bX1) [T 505 (oX2) .
{F AN ANDA, OR 505(b)(2), IDENTIFY THE REFERENCE LIS THD) DRUG PRODUCT THAT 18 THE BASIS FOR THE SUBMISSION es‘
Name of Drug Holder of Approved Application
TYPE OF SUBMISSION (check ane) [[] ORIGINAL APFLICATION [[]  AMENDMENT TC A PENDING APFLICATION [] RESUBMISSION
[[J PresurMIssioN [] ANNUALREPORT [7] ESTABLISHMENT DESCRIPTION SUPPLEMENT ] EBFFICACY SUPFLEMENT
[[] LABELING SUPPLEMENT [_j CHRMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT @ OTHER General Corresponden

IF A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY {Jcie O cueso {3 Prior Approval (PA)
REASON FOR SUBMISSION

General Correspondence - Response To Request For Information

PROPOSED MARKETING STATUS (check one) ~ PRESCRIPTION PRODUCT (Rx) [  OVER THE COUNTER PRODUCT (OTC)
NUMBER GF VOLIIMES SIMITTED 1 THIS APPLICATION IS PAPER {_] PAPERANDELECTRONIC [ ] BLECTRONIC

ESTABLISHMENT INFORMATION (Full estahfishment information should be pruvided in the body of the Applicution.)’

Provide locations of all manufacturing, packsging and control sites for drug substance and drug product (continuation shocts may be uved if mcossary). Include name, address,

contact, telephons mumber, registration wurnber (CEN), DMF numnber, 2nd manufactaring steps and/or type of' testing (e.g. Final dosags forra, Stability testing) conducted at the sitc.
Please indicatc whethar the site ix ready for inspettion or, if not, when it will be ready.

Cross References (st related License Applications, INDs, NDAs, PMAx, S10(k)s, IDEs, BMFs, and DMFs referenced In the current applcation)

FORM FDA 356h (4/00) | Created by Modia Arta/USDHES: (301) 443-2454
PAGLE 1
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This application contains the following items: (Check all that apply)

1. Index

Labeling (check one) {7 Draft Labeling {J Final Printed Labeling

2.
3. Summary (21 CFR 314.50 (c))
4. Chenustry section

A. Chemistry, manufacturing, and controls information (c.g., 21 CFR 314.50 (dX1); 21 CFR 601 .2)
B. Samples (21 CFR 314.50 (eX1); 21 CFR 601.2 (a)) (Submit orly upon FDA’s request)

€. Methods validation package (e.g.. 21 CFR 314.50 (eX2)i) 21 CFR 601.2)

. Nonclinical pharmacology and toxicolagy section (e.g., 21 CFR 314.50 (dX2), 21 CFR 601.2) -

Human pharmacokinetics and bioavailability section {c.g., 21 CFR 314.50 (dX3), 21 CFR 601.2)

. Chinical Micmbiologz (e.g., 21 CFR 314.50 (dX4))

oo [~ | en

._Clinical data section (é.g., 21 CFR 314.50 (d)X(5), 21 CFR 601.2)

9. Safety update report (e.g., 21 CFR 314.50 (dX5XviXb); 21 CFR 601.2)

10. Statistical section (¢.g., 21 CFR 314.50 (d)6); 21 CFR 601.2)

11. Case report tabulations (e.g., 21 CFR 314.50 (Y1), 21 CFR 601.2)

12. Case report forms (e.g., 21 CFR 314.50 (f)(2); 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 US.C 355 (b) or (¢))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C 355 {bX2) ar (jX2XA))

15, Establishment description (21 CFR Part 600, if applicable)

16. Debarinent certification (I'D&C Act 306 (k)1))

17. Field copy certification (21 CFR 314.50 (kX3))

_18. User Fee Cover Sheet (Form FDA 3397)

19. Financial Information (21 CFR Part 54)

20. OTHER (Specify)

<

CERTIFICATION

Tagree to update this application with new safety information about the product thut may reasonably affoct the statemant of contraindications, gs
wamings, precautions, or adverse reactions in the dratt labeling. T agree to submit safaty update roports as provided for by regulation or as
requested by FDA. If this application is approved, I agree to comply with all applicable laws and regulutions that apply Lo approved applications,
including, but not limited to the Rltowing;

Good manufacturing practice regulations in 21 CFR Parts 210, 211 or applicable regulations, Tarts 606, and/or 820,
Biological establiskment standards in 21 CFR Part 600. .
Lahcling regulations in 21 CFR Parts 201, 606, 610, 660, and/or 809.
In the case of a prescription drug or hiofogical product, preseriplion drug advertising repulations in 21 CFR Part 202.
Regulations on making changes in application in FD&C Act Section S06A, 21 CFR 314,71, 314.72, 3 14,97, 31499, and 601.12.
Regulations on Repostz in 21 CFR 314,20, 314,81, 600.80, and 600.81. ‘
. Local, state and Pedoral environmental impact laws,
If this application applics to a drug product that FDA hos propossd for scheduling under the Controlied Substances Act, I agree not to murket the
product until the Drug Enforoement Administration makes & final scheduling decision.
'ﬂx:dataandinﬁxmnﬁoninthiambmisxionhavcbemrcvicwbdmd,talhcbwtofmyknowlcgdc wrc certificd to be true and accurate.
Warning: A willfully false statament is a criminal offense, U.S, Code, title 18, section 1001, .

NAVALNE

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE
gz y Ann Shea, Associate Director 03/01/06
Drug Regulatory Affairs '
ADDRESS (Street, City, State, and ZIP Code) Telephone Number
One Health Plaza (862) 778-4587

East Hanover, New Jersey 07936-1080

Public reporting burden for this collection of information is estiniated to average 24 hourg per response, including the time for reviewing
instructions, scarchiog ¢xisling data sources, gathering and maintaining the data needed, and camplating and reviewing the coffoctionof
information. Send comments regrding this burden estirnate or ay other aspect of this coltection of inforraation, iucluding suggestions tor reducing
thiz barden to:

. | Department of Health 2nd Human Secvices ’ An agency may not conduct or sponsor, aud a person is not
+§ Pood and Drug Administration required to respond 1o, a collection of information urdess it
CHER, HFM-99 digplays a currcatly valid OMB control number.

1401 Rockville Pike
Rockville, MD 20852-1448
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862 778 2565

Summary of Interactions between Novartis Pharma (Germany) and German Health
Authorities 19® Jan — 1" March 2006

Date Contact Details
19-Jan-06 | Dr Focker local - | LISt contact with local federal Health Authority in
federal go vt Ansbach to report on t!}e issue, th? investigations
(Ansbach) conducted, and immediate (‘mvestlgatton at external
expert/lab) and proposed mid-term corrective actions.
Telephone call
from Novartis
Germany
20-Jan-06 E; F(lx;‘l;zr al covt Local federal government (Ansbach) after consultation
( Ag:bach‘;‘:% 8OVt. | ith Federal Authority on Food Safety (LGL, Munich)
Dr Thiele requested: - |
BfAIM e initiation of a class I1, level B (from wholesalers,
pharmacies and physicians) recall of all
Teleconference Certihalers from the German market,
with Novartis ¢ issuance of a “Rote Hand” (‘Red Hand’) warning
Germafly and letter to physicians to-inform-them of the issue
Novartis Basel ¢ that Swissmedic be informed
HA agreed that the reported over-dosage from the
Certihaler is likely due_to mishandling and not to a
device defect.
Direct notification of the public was not requested.
Foradil Certihaler will be allowed to be re-packed with a
suitably updated patient information leaflet and re-
distributed.
{ 22-Jan-06 | Dr Thiele BfArM agrees with draft wording of ‘Rote Hand’ letier.
BfAM
e-mail to Novartis
Germany ]
23-25 ¢ ‘Rote Hand’ letter sent to 91,000 doctors
Jan-06 ¢ Publication of the recall in ‘Pharmazeutische
Zeitung® and ‘Deutsche Apotheker Zeitung’.
online and on homepage of ‘Doctors’ medicines
commission’
e All hospital pharmacies that had ordered
Certihaler informed of recail
Immediate halt called to sales and distribution
Recall of all sample devices distributed by sales
reps
23-Jan-06 FDA notified of recall.
>

ol
il
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Date

Contact Details
25-Jan-06 | Dr Focker (Local Local HA takes 30 samples of Certihaler (3 different
federal govt, batches) for examination at ,Zentrale Leitstelle fiir
Ansbach) Gesundheit’ in Munich. No report of outcome of these
investigations to date.
27-Jan-06 Report of fourth case of overdosing received (CIOMS
form PHNU2006DEQG0679) — event took place on 22-
Jan-06.
27-Jan-06 | Dr Thiele German health authorities informed of fourth case.
BfArM telephone | Health authorities re-affirm that measures so far taken by
contact by Novartis | Novartis are adequate.
Germany, followed
up by e-mail to Drs
Thiele & Paeschke
(BfArM) and Dr
Focker (Local
federal govt,
Ansbach.)
09-Feb-06 | Dr Thiele { Rate of return of Certihaler devices lower than expected.
' BfArM - e
¢-mail from Draft of reminder letter (non-‘Rote Hand’) to about
Novartis Germany | 20,000 doctors requesting immediate return of sample
Certihalers sent to BfArM for approval.
N.B. Sample devices (issued in Sept 05) only contain 15
doses i.e. 1 week’s therapy, expected that majority of
issued devices will have been used up.
¢-mail from Dr
Thiele, BfArM to | Wording of reminder letter approved by BfArM.
Novartis Germany ~
10-Feb-06 | e-mail from Final version of reminder letter to 19,300 doctors sent to
Novartis Germany | HA and expected date of distribution announced to be
to Dr Focker (Local | 14™ & 15" Feb. , .
federal govt. Thus far, no immediately obvious device defect has been
Ansbach) and Dr uncovered which would easily explain overdosing.
Thiele (BfArM)

X
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Date Contact Details
15-Feb-06 | Meeting between Technical assessment report on Certihaler device
Novartis Germany | provided to local federal government. (Ansbach)
and local HA (local
federal govt. Copy of information package already sent to all
Ansbach (Dr concerned health authorities provided to BfArM and
Facker) local federal authority. This package based on
communication made to FDA on 2™ Feb 06 in response
to request by them for further information on events in
Germany.
'22-Feb-06 Fifth case of patient overdosing with Certihaler reported
to Novartis (event occurred on 15-Feb-06, CIOMS form
PHNU2006DE01033)
24-Feb-06 | e-mail from Notification of fifth event (patient was dispensed device
Novartis Germany | on 19 Jan). Device is being investigated by QC dept and
to Dr Thiele patient was issued with different formulation of the same
(BfArM) medicine. CIOMS form provided.
APPEARS THIS way

ON ORIGINAL
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TERER DRAFT hhhhd ) CIOMS FORM

-SUSPECT ADVERSE REACTION REPORT

1. REACTION INFORMATION

1. PATII;ENT hs:;?ms 2. COUNTRY 2. DATE OF BIRTH 23 AGE § 3.86X | S6.WEIGHT | 44 REACTIONGNSET [8-12 CHECKAW b 6
{fst, APPROPRIATE 10
Genmnan Day Mouth Yoar Unk Day Month Your ADVERBE REAG ( )
-— Y 1943] unk | Mate 15 | FEB 2006 TN

7 + 13 DESCRIBE REACT] 3
Evant Vorbatin (FREFERRED T Ean o me yart ostarets data) by ] ravenToED
He experionced shaking {Tramor] . INVOLVED OR
A large amount of powder was released/mouth full of powder” {Davice malfunction] zaogg:_rﬁgz ;a:mnmt

Case Description: This repori combines preliminary pharmacist information raceived an 22 Feb 2006 and a
phone call with the patient on 22 Fab 2006. This patient has been treated with Foradif Certihaler (farmoteral) O &YgLVED PERS{lSTEm
twice daily since Dac 2005, he had initially raceived 3 sample packages, and had started with regular DISABILITY OR
commaercial packs, bateh K082, an 19 Jan 2006. (continue) INCAPRCITY

a
THREATENING

. It. SUSPECT DRUG(S) INFORMATION (Continued an Additiona! inforastion Page
14. SUSPECT DRUG(S) (include gonaric nama) 20. DID REACTION

#1 FORADIL (FORMOTEROL FUMARATE) Dry Pawder Multipfe Do (continue) bRug, FreRsToRRING
15, DAILY DOSE(S) 16. ROUTE(S) OF ADMINISTRATION

#1 large amount of powder #1 Inhalation D"ﬁs [ve e
17. INDICATION(S) FOR USE 2.0 Rmmi:TER

#1 Asthma e e REINTRODUCTION?

18, THERAPY DATES(fronvio) i 14. THERAPY DURATION

#1 15-FEB-2006 00:00 / 15-FEB-2006 00,00 #11day Cdves CJnvo [Jna

HI. CONCOMITANT DRUG(S) AND HISTORY
2. GONCOMITANT DRUGHE) AND DATER OF ADMINISTRATION (drckata 1086 utied o 1e8! ranction) .
. 3] MlFLQNlDE {BUDESONIDE) , ;pngoing

«\t -

y with {ast mouth of podod. etc.)

23. OTHER RELEVANT HISTORY. (9.9, ding

FroavTo Datas ! ..Tys;ov'l Htody ! Notas Ouscriptian
Unknown 5

IV. MANUFACTURER INFORMATION
249. NAME ANO ADDRESS OF MANUFACTURER : 26, REMARKS )
Novartis Pharma AG

Clinical Safety and Epidemiclogy
Pastfach CH-4002
Bazel, Switzerland

24, MFR CONTROL NO, 254, NAME AND ADDRESS OF REPORTER
PHNUZOWDEO1 033 NAME AND ADDRESS WITHHELD.

24¢, DATE RECEWED 244, REPORT SOURCE

BY MANUFACTURER [Jsteor [Juresarure
22-FEB-2006 HEMTH onae [ CTHER: Soontaneous Repaxt
DATE OF TH43 REPORT 258, REPORT TYPE ]
27-FEB-2006 R mma Orowowue;

27-Fab-200¢ 15:34
= 2

¢
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Page 2 of 2 et RAFT ****
‘ : Mir. Cantrol Number: PHNU2006DEQ1033

ADDITIONAL INFORMATION

7+13. DESCRIBE REACTION(S) continuad

On 15 Fab 2006 in the morning, ha inhaled from the Cartihaler, dose counter pasltion was at about 20 remalning dasas, With this
tnhafation, a farge amount of powder was releazed, ha descibed that ho had s mouth fult of powder. He had Immediately washad
out the powdar of his mouth. in the next few hours, he experiencad shaking. There were no further symptoms, he did ot consult a
physlcian. After a few haurs, he recovesed. He triad to use the suspectsd device a fow more times, but stated that no powder was
raleasad from & any longer. Ata dose countor position of 17, he brought the device to his phanmacy. The phamacist intends to send
the devica to tacal Quafity Assurance. QA a@ssigned the following numbers to this casa: Jocal no. 16913 and GCRS no.
DENU20060224090956.

14-19. SUSPECT DRUG(S) continued

14. BUSPECT DRUK(S) Gnctuda generc Narma) }‘;’j %l‘i?&??)s &S&bum ' 17. INDICATION(S) FOR UBE :& T‘rﬂaw-v %’ﬁﬁés"ﬂ"’“’"
#1 FORADIL (FORMOTEROL FUMARATE) large amount of powder;  Asthma 15-FEB-2006 00:00 /
Dry Powder Mutipte Doas Inty (Lot # KO82):  Inhatation 15-FEB-2006 00:00; 1
Ragimen #1 - day

#1 FORADIL (FORMOTEROL FUMARATE) UNK, BID; Unknown DEC-2005 / Unknown;
Dry Powder Muitiple Dose Inh; Regimen #2 Unknawn

o

By

APPEARS THIS WAY
ON ORIGINAL

27-Fab-2006 15:34

\
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_29 _Page(s) Withheld

X _ § 552(b)(4) Trade Secret / Cdnfide‘ntial

__ § 552(b)(4) Draft Labeling

§ 552(b)(5) Deliberative Process ‘
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Ann Stea Novartis Pharmaceuticals Corporation
Sr. Associate Director One Health Plaza
Drug Regulatory Affairs  East Hanover, NJ 07936-1080

Tel 862-778-4567
Fax 973-781- 2565

(’) N O V A RT I s ' Internet: apnshea@novartis.com

Attention

Fax no.
Number of pages

Date

Conceming

Fax

Ms. Akilah Green
Regulatory Project Manager
Division of Pulmonary and Allergy Drug Products

396
301%-9718

2% including cover page
33 :
February 2, 2006

Foradil® Certihaler® (formoterol fumarate inhalation powder)
NDA 21-592
General Correspondence

s k. CORCRAPUT I,

Dear Ms. Green,

Please find attached the letter and information package being submitted to NDA 21-592 today

Please note that due to its size (51 pages), Appendix 1 is not included with this fax. %
Should you have any questions, please do not hesitate to call me at 862-778-4567.

Sincerely,

A K

Ann Shea
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Novartis Pharmaceuticals Corporation
One Health Plaza
_ Fast ITanover, NI 079361080

Ana Sheg, Sr. Associate Dircetor

) Tel: 862-T78-4567
U NOVARTIS Tok 8027764567
email address: am.gg@vuﬁs.com

February 2, 2006

Badrul Chowdhury, MD, PhD NDA No. 21-592
Division Director
Food and Drug Administration Foradil® Certihaler® (formoterol
Division of Pulmonary and Allergy * fumarate inhalation powder)

Drug Products
Office of Drug Evaluation I .
5901-B Ammendale Road v GENERAL CORRESPONDENCE

Beltsville, MD 20705-1266

Dear Dr. Chowdhury:

Reference is made to our telephone conversations with Ms. Carol Hill, Regulatory Project

Manager, on January 24, 2006 and January 25, 2006 regmdin%the adverse event reports from

Germany consistent with inadvertent overdose from the Foradil® Cerfihialer™ and the subsequent
. voluntary recall of Foradil Certihaler in Germany and Switzerland.

As requested, please find attached information summarizing events to date, including the CIOMS
forms for the reported cases, the letter annouacing the recall in Germany, and patient
instructions.

If you have any questions or comments, please contact me at (862) 778-4567.

Sincerely,

Ann Shea
Sr. Associate Director

AS
Submitted in triplicate
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Novartis Pharmaceuticals Corporation

(') N OVARTIS | East Hanover, New Jersey

Drug Regulatory Affairs
Foradil® Certihaler®
NDA 21-592

Response to FDA Request

%

ii
1y

Document type: Response to FDA Request
Document status: Final
Release date: 02-Feb-2006

Number of pages: 4

Property of Novartis Pharmaceuticals Corporation
Confidertial
May not be used, divuiged, published or otherwise disclosed
without the consent of Novartis Pharmaceuticals Corporation

W
»
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Novartis Confidential Page 2
Response to FDA Request NDA 21-5692 (Foradil® Certihaler“)

Table of contents

Current situation in Germany and Switzerland ...................... Cerstertie et s rnnenanas reverenas 3

SUMMATY OF €VENLS 1.vceuuirvvasnmrerascctsmmeresessneresessnceresscacessnes Pttt e neanssarsastsnra seasnsasstnins veerieeonee 3

Patient instructions ................ e e st s as e snaas e sannse ettt seeasaerarsan 4

ADPPENAICES ..eccermreeencnrnrnrinrararsnearannas PPt br e e et nsanearasasasnsran teerererrreeereanas 4
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Novartis ‘ Caonfidential Page 3
Response to FDA Request NDA 21-592 (Foradil® Certihaler®)

Current situation in Germany and Switzerland

Four reports consistent with inadvertent overdose from the Foradil® Certihaler® were reported
from the German market in January 2006. As a precautionary measure in collaboration with
the German and Swiss Health Authorities, a voluntary recall was initiated on January 23, 2006
in order to revise the existing instructions to prevent potential accidental mishandling of the
device.

As well as recalling Foradil Certihaler stocks from pharmacies, Novartis has contacted

healthcare professionals in Germany and Switzertand, the two countries where Foradil

Certihaler is currently marketed, and asked that any samiple devices (15 doses) be returned to

Novartis. Approximately == devices were distributed to pharmacies in Germany, and b(4)
=== sample devices were provided to physicians since the launch of Foradil Certihaler in

Germany in September 2005. In Switzerland, approximately ~—— devices were sold to

patients and "= sample devices were distributed to physicians.

A case of possible overdose was reported on 28-Jul-2005 from a patient in the Netherlands in
Foradil Certihaler Study F2402 (patient 0117/0011). A report of this case was provided in the
Complete Response submitted to NDA 21-592 for Foradil Certihaler, dated October 10, 2005
and the case report form (CFR) for this patient is provided in Appendix 1.,

' A summary of events leading up to the recall, as well as an overview of the investigations mto
these cases and the current understanding is outlined below. -

Summary of events

On January 5, 2006, Novartis received a report (Report 1) of potential overdose from the %
German market (see CIOMS form Control No. PHNU2006DE00463 - Appendix 2). On ‘
January 10, 2006, a second case was received (Report 2) (see CIOMS form Control No.
PHNU2006DE00499 - Appendix 3), and on January 11, 2006, a third case was received
(Report 3) (see CIOMS form Control No. PHNU2006DE00503 - Appendix 4). On January

27, 2006, a fourth case was received (Report 4) (see CIOMS form Control No.
PHNU2006DE00679 - Appendix 5).

The devices that were returned to Novartis are currently under assessment. This assessment
includes interviews of the patients, physical inspection of the devices, review of
manufacturing records and attempts to simulate the reported events in the laboratory. Please
note that the inhalers from Report 1 and Report 4 have not been provided to Novartis by the
patients, and a technical assessment of these inhalers has not thus far been performed.

The local Health Authority in Germany was informed of these cases on January 19, 2006.

“In collaboration with the German Health Authiority (HA), it was decided to initiate a voluntary
recall from wholesalers, pharmacies and physicians of all Certihalers from the German
market. In the letter to wholesalers, pharmacies and physicians informing them of the recall,
Novartis, in agrecment with the German HA communicated that the package leaflet will be
updated to clearly explain correct use before the product becomes available again.
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Novartis Confidential Page 4
Response to FDA Request NDA 21-592 (Foradil® Certihaler®)

On January 20, 2006, Swissmedic was informed of the three cases of possible overdosing in
Germany.

On January 23, 2006, a “Rote Hand” letter (Appendix 6-1) was published in the
“Pharmazeutische Zeitung" and "Deutsche Apotheker Zeitung” to announce the recall. An
English translation is also provxdcd (Appcndm 6-2). On the same day, Novartis notified FDA
of the recall.

On January 25, 2006, the recall was announced in Switzerland.

Patient instructions

A copy of the original langnage German patient leaflet (Appendix 7-1) and the current
pending US patient instructions in their intended layout as submitted to NDA 21-592 for
Foradil Certihaler with the Complete Response dated October 10, 2005 (Appendix 7-2) are
provided. Please note that the instructions for use in the German patient leaflet are similar to
those originally submitted with NDA 21-592 on December 17, 2002 (Appendix 7-3). One
possible cause of these potential overdoses is accidental paticnt mishandling due to the lack of
clarity of the German instructions. Investigations are continuing into addressing accidental
mishandling caused by lack of clarity in patient instructions.

Appendices

Appendix 1 Case report form for patient 0117/0011 (Study F2402)

Appendix 2 CIOMS form for Report | (PHN U20Q6DEOO463)

Appendix 3 CIOMS form for Report 2 (PHNU2006DEQ0499)

Appendix 4 CIOMS form for Report 3 (PHNU2006DE0G0503)

Appendix 5 CIOMS form for Report 4 (PHNU2006DE00679)

Appendix 6-1 ‘Rote Hand’ letter (German version)

Appendix 6-2 ‘Rote Hand" létter (English version)

Appendix 7-1 Patient instructions (Germany)

Appendix 7-2 Patient instructions (US — pending NDA 21-592; submitied 10-Qct-05)
Appendix 7-3 Patient instructions (US - pending NDA 21-592; submitted 17-Dec-02)

yvb

e
Ape



reb—Uus—2uvh  15:24 NOUARTIS DRA RESP DERM 862 778 2565 P.G@7

penatx 2



g iy 2 Foabodd 4w )

102y NUVHRIT 1S DRR RESF DERM

862 /8 2565

P.o8

SUSPECT ADVERSE REACTION REPORT

I. REACTION INFORMATION
i. PATIENTINALS 12. COUNTRY 2 DATE OF BIRTH 2a.AGE | 3.SEX | 34 WEIGHT | #-GREACTIONONSET {842 CHECKALL
o . APFROPRIATE TO
n Day | Manth ] Vear 6 Unk o | wemn | veer
Germany Unk Ygats Male 03 | JaN o006 ADVERSE REACTION

7 + 13 DESCRIBE ﬂEAGﬂON‘?éEmNGﬂQ ralavant teatasiab data)
Evant Varbatim {PREFERRED M} (Relatod zymptoms ¥ any zcparatod by commas)

Other Serious Critaria: Medically Significant

Blood pressure was 150/110 mm HG [Blood pressure increased] ([Dizziness], [Headache))
Heart rata at rest 145/min [Heart rate increased]

Patient supected the complete content of powder was released {Overdose]

there were still 33 puffs available. (continue)

Case Description: This Is a preliminary consumer report received on 05 Jan 2006. A patisat has been treated
with Foradil Certihaler (formoterol). On 03 Jan 20086, before inhalation, the inhaler's dose-meter showed that

D PATIENT DIED

INVOLVYED OR

0Of SIGNIFICANT
DISABILITY OR
INCAPACITY -

] ure )
THREATENING

PROLONGED INFATIENT
HOSPITALISATION .

INVOLVED PEASISTENT

{l. SUSPECT DRUG(S) INFORMATION

(Coatinued on Additlonal Information Page)

14, SUSPECT DRUG(S) {inciuda ganeric nama) 20. DID REACTION
#1 FORADIL (FORMOTEROL FUMARATE) Dry Powder Muttiple Do (continue) D AFTER STOPRING
- Unknawn
18. DALY DOSE(S) 18. ROUTE(S) OF ADMINISTRATION .
#1 Unknown #1 Inhalation Oves Oro Jna
17. INDICATION(S} FOR USE 21, DD REACTION
#1. Asthma v . RENTROBLCTION?
18. THERARY DATES(lcomvic) . 19, THERAFY DURATION .
#1 03-JAN-2008 00:00 / 03-JAN-2008 00:00 #1 1 day [Jves Owo Ona

il CONCOMITANT DRUG(S) AND HISTORY

22. CONCOMITANT ORUG(S) AND DATES OF ADMINISTRATION (axcludo those used 1a iraat raaction)

23. OTHER RELEVANY HISTORY. (a.g. diagnostics, allargics. with last qonth of partod, oic.}
FronvTo Dates © Typo of Mistary / Notas Description
Unknown

IV. MANUFACTURER INFORMATION

243. NAME AND ADDRESS OF MANUFAGTURER 26. AEMARKS
Novartis Pharma AG ’
Clinical Safety and Epidemiology
Postfach CH-4002

Basel, Switzerland

245, MFR CONTAOL NO.

26b. NAME AND ADORESS OF REPORTER

PHNU2006DEQ00463 NAME AND ADDRESS WITHHELD.
24¢. DATE RECEIVED 244. AEPOAT SOURCE
8Y MANUFACTURER [stor [Jurenarune ,
11-JAN-2006 _ HEACTH pRomER: Spomaneaus Report
DATE OF THIS REFORT 252 REPOAT TYPE
27-JAN-2006 B wurtar [routowur:

o
2WJan-2006 15:21

b(6)
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Mfr. Control Number: PHNUZ2006DE00463
ADDITIONAL INFORMATION

repg-ds—Zudb 15:21 NOUVARTIS DRA RESP DERM

7+13. DESCRIBE REACTION(S) continuad .

During inhalation, a large and visible amount of white powder was set free. The patient suspected that the complete content of

: powder was reigased from the inhaler. The dose-meter showed 32 remaining doses after the inhatation. In the further course, the

=~ patient shawed a heart rate at rest of 145/min and a blood pressure of 150/110 mmHg, as well as dizziness and headache. Thig
candition fasted for about one day, the patient was in physician surveillance for a few hours. The cutcome was reportad as recovered.
The consumer has planned to send the inhater to focal Quality Assurance.

Follow-up information received from the consumer on 11 Jan 2006. Batch-no. was K082, axpiry date Oct 2006. The consumer
planned to involve a fawyer and sue Novartis. Lacal Quality Assurance has assigned GCRS-na. DENU20060112172118 to this casa.

Novartis Comment: Serious spontaneous report [medically significant), heart rate increased and overdose suspected assessed as
listed and blood pressure increased assessed as unfisted according to the Basic Prescribing Information.

The Infermatlon pravided in this individual case does not warrant a change 1o the Basic Prescribing Information text. The topic will be
manitored closely. :

All spontaneous reports are considered suspected for reporting purposes. :

13. Ralavant Tests
(03 Jan 2008) Heart rate: at rest 145/min

(03 Jan 2006) Blood pressurs: 150/110 mmHg

14-19. SUSPECT DRUG(S) continued ‘
14. SUSPECT DRUG(S) (iachude ganede name) . i 38‘&5?8)5 Bt Abmin 17. INDICATION(S} FOR USE 15 THERABY SURGT ok

18, THERAPY DATES
#1 FORADIL (FORMOTEROL FUMARATE)  Unknown; Inhalaon - Asthma - —  — - —  03-JAN-2006 00:00 /
Ory Powder Multiple Dose Inh {Lot # K082; ’ 03-JAN-2006 00:00; 1
Exp.Dt. OCT-2008}); Regimen #1 day
APPEARS THIS WAY
ON ORIGINAL

273&:&06 16:21
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SUSPECT ADVERSE REACTION REPORT

, . REACTION INFORMATION
1. PATIENT NTIALS 1a. COUNTRY 2, DATE OF BIRTH 22 AGE | 5.SEX | 22 WEIGHT |  4-8 REACTION ONSET
st bt D Month | ¥ Oay | Moath | vear
—_ Germany 11 Gk | ™ | unk |Femaie] YNk Unk

7 + 13 DESCRIBE REACTION(S, ralavant MMGD data)
Event Vertgtim [PREFERRED(T&&M] (Refgted symp il any ) d by )

Nausea {Nausea)

Feeling unwell [Malaise]

State of anxiety [Anxiety]

Palpltations [Palpitations] )
Released of increased dosage when inhaling [Overdose]

Case Description: This report combines pharmacist information received on 10 Jan 2006 and a phone call
with the patient on 12 Jan 2008, The pharmacist had sent 2 devices of Faradil Certihaler (formoterol) for
quality testing, batch-no. K082, expiry date Oct 2006. (continue)

812 CHECK ALL
APPROPRIATE TO
ADVERSE REACTION

D PATIENT OIED
INVOLVED OR

PROLONGED INPATIENT
HOSHITALISATION

INVOLVED PERSISTENT
OR SIGNIFICANT
DISABILITY CR
INCAPACITY

D UFE
THREATENINQ

14, SUSPECT DRUG(S] (inciude genaric ngmo)

II. SUSPECT DRUG(S) INFORMATION (Continuod on Additionsl toformation Page

20. DI0 REACTION

#1 FORADIL (FORMOTEROL FUMARATE) Dry Powdar Muitiple Do {continug) B ARTER STOPPING
15. DALY QOSE(S) . 16. ROUTE(S) OF ADMINISTRATION

#1 3-4-old dose atonce #1 (nhalation (Rves [(Qnvo OJra
17, INDICATION(S) FOR USE 21, %IEDA!;EPAEKAJR?‘NFT -

#1 Unknown . : GEEEmiEsnmeow s REINTRODUCTION?

18. THERAPY DATES({Irom/to} 19. THERAPY DURATION

#1 Unknown #1 Unknown CJves CJvo [Tjva

1il. CONCOMITANT DRUG(S) AND HISTORY

22, CONCOMITANT ORUG(S) AND DATES OF ADMINISTRATION (gxciudo thago uzed ta treat reaction)

28, OTHER RELEVANT HISTORY. {6.g. dlagnostics, atiargics, prognancy wilh last moath of parked, etc.)
FroovTo Dates Type of Hiatory / Notes Doscidption

Unknown

V. MANUFACTURER INFORMATION

243 NAME AND ADDRESS OF MANUFAGTURER 26, REMARKS
Novartis Pharma AG

Clinical Safety and Egidemiotogy
Postfach CH-4002

Basal, Switzertand

24b. MFR CONTROL NO. 25b, NAME AND ADURESS OF REPOATER
PHNlJz 006DE00499 NAME AND ADDRESS WITHHELD.
24c. DATE RECEIVED 24d. AEPORT SOURCE
8Y MANGFACTURER [Jsrwor [uTenarune
17-JAN-2006 g’%%té < o Spontaneous Repmrt
DATE OF THIS REPOAT 25a. ACPORT TYPE
27-JAN-2006 B wemiar Ororowe:

232008 09:69
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Mfr. Control Number: PHNU2006DEQ0499

ADDITIONAL INFORMATION

7+13, DESCRIBE REACTION(S) continued

Haeason for complaint was refease of increased dosage when inhaling. The patient stated that at a position of the dose meter of 20
remalning doses, she tried to inhale and initially there was no substance comlng out of the device. She trled further and then inhaled
a large amount of powder. The patient estimated that it was a 3 to 4 fold amount. The dose meter position remained at 20 after this
inhalation. A few minutes after the inhalation, she felt unwell, including a state of anxiety, palpitations and nausea. This condition
lasted for about 1.6 hours. The oulcome was reported as racavared. Quality Assurance assignaed tha number focal number 16600
and the GCRS-na. DENU20060111114234 to this case.

This follow-up report was received from Quality Assurance on 17 Jan 2006 and on 20 Jan 2006. Both devices sent from the
pharmacy were examined. Both showed misaligned dosing bar and were blocked (Jammed). No reset occurred during opening and
closing of the devices, they ware irreversibly jammed, no pawder was dispensed (dosing cavity stayed forward). No further findings
(especially no powder in the device or marks/damages to any parts) were observed. In addition to the A€cestandardi€e determination
pracedure above, the residual powder waight in tha reservoirs was determined. For the device suspected of overdose (dose caunter
at 20), a powder weight of 39 mg was found in the reservoir, which is about 180 mg less than expected. For the other device (dose
counter at 55), a residual powder weight of 488 mg was found, which is within expectations (minimum expected for dose counter 55 is
451 mg). No explanation for the powder loss from complaint device with.dose counter at 20 could ba found, no rasidual powder was
observed sither in the device or in the mouthplece. No reason was found, why tha misaligned device with dose counter at 55 showed .
no powder loss whereas the one with dose countar at 20 did after both devices being used and misaligned by the same patient. A
potantial explanation could be that pawder loss may be caused by direct mechanical interference of the patient with the dosing
mechanism after a device jammed due to misalignment and ths patiant triad to raset the device and interfered with the dasing bar.
However, there was nothing found on the dry powder inhaler to support this. It was further noted that after an endascopic examination
of the interior of the device, a distortion damage was found due to misuse. Tha damage to the device can resuit in powder leakage,
and could be repraduced by forcibly removing the cap. Howaver, this requires considerable force which the patient would certainly ba
aware of, and such handling Is contrary to the spacific instructions given in the leaflet. ’

14-19, SUSPECT DRUG(S) cantinuad : P

14. SUSPECT DRUG(S} {inciude genedc aame} 18 BAY O E o 17. INDICATION(S) FOR USE 15 THERADY DOTas (gt
i e e
#1 FORADIL (FORMOTEROL FUMARATE)  8-4-fold dose at ance; Unknown Unknown; Unknown

Dry Powder Muttiple Dose inh {Lot # K082; Inhalation
Exp.Dt. OCT-2008}; Regimen #1

.

L

A

APPEARS THIS WAY
ON ORIGINAL

. -
21;4%05 09:59
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SUSPECT ADVEBSE REACTION REPORT
. REACTION INFORMATION
1, FA}'}E’T“ mnn_s 18 COUNTRY 2. DATE OF BIRTH 20,408 | 3.sex |sawemaHr| esneactiononser |62 creck AL
i APPAOPRIATE TQ
Germ Oay | Month | vear | 40 . Oay | Moath | Yeur
— T vaars| Mats | 5520 |10 | JAN |o00a|  “ovemseeesction b(6)
B LS A RS S con £ raveoe
Other Seriaus Criteria: Medically Significant INVOLVED OR
Hypertension (Hypertension] a PROLONGED INPATIENT
Tachycardia [Tachycardia] HOSPITALISATION
Tremor, also at rest [Tremor} ‘
Sleeplessness {Insomnia) ([Restlessness)) INVOLVED PEREISTENT
Overdose [Overdose) DISABILITY oA
INCAPACITY
Casa Description: This report combines information received from a physician and the patient himsetf, who is
wsemmenn.. O 11 Jan 2006. (continue) uee
YHHEQTENING
ll. SUSPECT DRUG(S) INFORMATION (Continuad on Additianal Information Page)
14. SUSPECT DRUG(S) {inciuda genedc name) . 20. CID AEACTION
#1 FORADIL (FORMOTEROL FUMARATE) Dry Powder Multiple Dose inh FBATC AFTER STOPPING
15. DAILY OQSE(S)Y ) 16, ROUTE(S) OF ADMINISTRATION
#1 10 ug, BID #1 Inhalation BJves [Jno [Jua
17, INDICATION(S) FOR USE j 21.00 HEécATDN
#1 Asthma ) . LeoID U mmInmoom o H;ﬁ\%m&n?
|18 vrERAPY OaTESHOmAG) 19. THERARY DURATION
#1 08-JAN-2006 00:00 / 10-JAN-2006 00:00 #12 days O hrs Oves Bno [Jra
{l. CONCOMITANT DRUG(S) AND HISTORY
22, CONCOMITANT DRUG(S) AND DATES OF ADMINISTRATION (axcluda those usad o Treat reaction) -
23. OTHER RELEVANT HIBTORY. {c.g. diagnostics, alergics, pregnancy with last moath of pariod, a12.)
4 FroavTo Dates Type of Higlory 7 Notgs Dggaription
Unknown )
IV. MANUFACTURER INFORMATION
24a. NAME AND ADDRESS OF MANUFAGTURER 26. REMARKS
Navartis Pharma AG
Clinical Safety and Epidemiology
Postfach CH-4002
Basel, Switzerland
24D, MFR CONTRGL NQ. 25b. NAME AND ADDRESS OF REPORTER
PHNU2006DF00503 NAME AND ADDRESS WITHHELD.
24c. DATE AECEIVED -} 24d. REPORT SCURCE
) BY MANUFAGTURER st [Jurenatune
\\J | o . .
17-JAN-2006 gﬂESLF’légs JONAL EOTHEH. Spontanaaus Report
DATE OF THIS REPORT 282 AEPORAT TYPE
27'JAN-2006 ENITML ‘ DFOLLOWUP:

zwa%ooe 18:24
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_ Mir. Control Number: PHNU2006DEQ0503
ADDITIONAL INFORMATION

7+13. DESCRIBE REACTION(S) continued

The patient had been treated with Foradil Certihaler (formoterol) since 09 Jan 2006, he had used a physician sample of the drug
. containing 15 single doses. The first 2 applications wera narmal without any problams. in the evening of 10 Jan 2006, when he
" inhaled from the Foradil Certihaler, a large amount of dry powder was set free, this "felt like sand" in his mouth. He also inhaled a
farge portion of the powder. The dose-meter of the device switched regularly from 13 to 12 remaining puffs. After this suspected
averdose, he experienced a tachycardia of about 150/min which lasted for about 2 hours. He aiso showed sleeplessness and
restiessness in the following night. His condition had improved at the time of reporting. Causality was reported as suspected.
Batch-no. was KOO1A, expiry date Oct 2006. The case has been forwarded to local Quality Assurance.

This follow-up report combines Information received from Quality Assurance on 17 Jan 2008 and a written physician foliow-up
recaived on 20 Jan 2006. Quality Assurance assignad the following QA numbars to this case: GCRS number DENU20060112174853
and local number 16542, It was noted that the dose counter showed CD 12. This device was a sample pack that had a dose counter
start position of CD 15. The device was visibly inspected and showed no signs of external damage. It was noted that there was
powder visible on the outside of the device. The mouthpiece, upon removal, also showed signs of powder within the flow path. The
dosing bar and sliding shelter wera in proper alignment. The “standard® pracedure was usad fo detarmine the residual powder weight
in the reservoir. The device reservoir was removed and the powder contents weighed. The remaining powder was approximately 27
mg. A calcutation wae used to determine the theoratical powder loss which was approximately 450 mg. In a further note, QA
confirmed that in the Interior of the device, there was a distortion damage dua 10 misuse; this damage can resuft in powder teakage
and could be repraduced by forcibly remaving the cap. However this required considerable force and was contrary to the instructions
given in tha leaflet. The physiclan confirmad that tha patient had used Foradil Certihaler fram 09 to 10 Jan 2006, ata planned dosage
of 10 g twice daily. On 10 Jan 2006 at about 9.30 pm he had experienced the previously reported overdosing, this resulted in a very
high tachycardia and a very high hypartension of more than 200 mmHg. Thesa conditions lasted until the next day. He also showed 2
tremor, also at rest, this lasted until the next day at about 4 pin. The outcome was reportad as recovered. Rechallenge with Foradil P
(formoterol) did not show any further problems. Causality was assessed as definite. :

Novartis Comment: Serious spontaneous report [medically significant), all events assessed as listad except hypertension according to
the Basic Prescribing Information.

However other altemative causes [context of an overdose after a device misuse] provide a possible explanation for the unlisted
reported adverse event.

All spontaneous reports are considered suspected for repotting purposes, Lomiimozmimooimo

13. Relevant Tasts ) ) B

(10 Jan 2006, sometime after 9:30 p.m.) Heart rate: about 15Q/min for 2 hours %
¥

(10 Jan 2006, sometime after 9:30 n.m.) Blood pressure: over 200 mmHg

14-18. SUSPECT DRUG(S) cantinued

14, BUSPECT DRUG(S) (Inciude ganarc nama) 13; %¥695%3E bemm 17. NOICATION(S) FOR UISE %gi {'ﬁgﬁﬁ% gﬁﬁsrgum‘m

#1 FORADIL (FORMOTEROL FUMARATE) __ 10 ug, BID; Inhatation Asthma i 08-JAN-2006 00:00/

Dry Powder Muttiple Dose Inh; Regimen #1 10-JAN-2006 00:00: 2

’ days 0 hrs

#1 FORADIL (FORMOTEROL FUMARATE)  Large amount in 1 dose; T0~JAN-2006 21:30/

Ory Pawder Multiple Dose Inh (Lot ¢ KOO1A;  Inhaiation 10-JAN-2006 21:31: 1

BExp.Dt. OCT-2006}; Regimen #2 min

ik
2§$-43n-2006 15:24



FEB-82-2@86 15:22

NOUARTIS DRA RESP DERM

/A(ppmc\\'»t >

862 7?78 2565

P.

16

"



FEB-@2-2006 15:22

NOUARTIS DRA RESP DERM

862 778 2565

P.17

SUSPECT ADVERSE REACTION REPORT

7+ 13 DESCRIBE REACT!ON(%SM ing retevant testsAad data)
Event Vacbatin (PREFERARED (Aetated symptoras € any separated by commas)

Other Serious Criteria: Medically Significant

Restlossness [Restiessness]

Chills [Chilis]

Red head [Erythema] ({Feeling hot])

Powder in his mouth and on his hand {{ncorrect route of drug administration)
Heart rate increasad to 180/min [Heart rate increased]

Irregular pulse [Heart rate irregutar)

Shaking {Tremor]

Was about 4 times the normal dosage [Overdose]

(continue)

I. REACTION INFORMATION
1. PA}'}EA{T&ITIALS 18. COUNTRY 2. DATE OF BIRTH 28. AGE 3. SEX 3 WEIGHT 4-8 REACTION ONSETY 8-12 CHECK ALL o
el last Day ] Momh | vear Unk [ Do | Mo | vear APPROPRIATE T
— Germany 1939} Unk | Male 22 | JAN |z006|  AovERSEReAcTion

D PATIENT DIED

INVOL
PR(XONGED INPATIENT
HOSP{TALISATION

INVOLVED PERSISTENT
OF SIGNIFICANT
DISABILITY OR
INCAPACITY

D UFE
THREATENING

b(6)

IIl. SUSPECT DRUG(S) INFORMATION

{Continued on Additlonat Infarmation Page)

14, SUSFECT DRLG(S) (includa genadic name)

20, (D REACTION

#1 FORADIL (FORMOTEROL FUMARATE) Dry Powder Multiple Do (continue) e AFTER STOPPING
15. DAILY DOSE(S} 18. AOUTE(S]) OF ADMINISTRATION

#1 about 4x normal amount #1 Inhalation [ves {vo O
17, INICATION(S) FOR USE 21. %EA%EPAE(ZSQA';TE A

#1 Emphysema wm mm = e—wem—- =] REINTRODUCTION?

18. THERAPY DATES(fromito)
#1 22- JAN-2006 00:00/ 22-JAN-2006 00:00

13. THEAAPY DURATION
#1 1 day

Oves Tno v

1l. CONCOMITANT DRUG(S) AND HISTQRY

22, CONCOMITANT DRUG(S) AND DATES OF ADMINISTRATION {excfude those used to trant redction)

23. OTHER RELEVANT HISTORY. {6.9. @lagnastics, M
From/To Dates

Unknown

y with 15t month, of padod, etc.)
. Qazcription
Myocardial infarction

Typc of Hunfyl Notea
Historical Condition

V. MANUFACTURER INFORMATION

243 NAME AND ADDRESS OF MANUFACTURER 26. REMARKS
Novartis Pharma AG

Clinical Safety and Epidemiology
Posttach CH-4002

Basel, Switzerland

24b. MFR CONTROL NQ. 25h. NAME AND ADDRESS OF REPORTER

PHNUZ006DEQ0679 NAME AND ADDRESS WITHHELD.
24c. DATE RECEWVED 244, REFORT SOURCE
BY MANUFACTURER D §TUDY D LITERATURE
27-JAN-2Q06 R [ ERomHER: Spontanecus Hepor
DATE OF THIS REPORT 250, AEPORT TYPE
31-JAN-2008 Rnama CJrowowe:

31-4a4:2006 15:20
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Mir. Control _Number - PHNU2006DEQ0679

ADDITIONAL INFORMATION

T+13. DESCRIBEREAC“ON(S) continued

Case Description: This is a preliminary consumer report received on 27 Jan 2008, This patient has previously been treated with
Foradil P (formoterol dry powder In capsules with aerolizer). He was switched to Faradil Certihaler (formoteral multiple dose dry

——— powder inhaler) about 2 months ago. Following the switch he had used 3 devices of Foradit Certihaler without any problems. In the

evening hours of 22 Jan 2006, with the 4th device, at a dose counter position of 43, he opened the device routinely and inhaled. The
dose counter position changed to 42. Aftar this inhalation he recognized there was mare powder in his mouth and also on his hand.
He estimated that the amount inhaled was about 4 times the normal dosage. About 5 to 10 minutes after the inhalation, he started to
suffer from shaking of hands and legs, as wall as 3 restlessness and chills. He also experienced a redness of the head and a heat
sensation. His heart rate increased to about 180/min, this was measured several times, thete was also an irregular pulse. These
conditions lasted until late night of the same day; he also contacted his physician that night. The shaking still persisted untit 25 Jan
2006. The outcome was reparted as recovered. Asked abaout the handling of the device, the patient stated that he was sure he always
handied it corectly and opened the ¢cap of the Certihaler completely before inhaling. Batch number was K082,

Novartis Comment: Serious spdntaneous report {medically signiticant], heart rate increased, heart rate irregutar, tremor amd
overdose assessed as listed and restlessnes, chills, arythama and incorrect route of administration assessed as unlisted according to
the Basic Prescribing Information due to greater specificity/severity.

The following term “An averdose of Foradil is likely to lead o effects that are typical of beta2-adrenergic stimulants: nausea, vomiting,
headache, tremor, drowsiness, palpitations, tachycardia, ventricular arrhythmias, metabolic acidosis, hypokalaemia, hyperglycaemia®
is alraady included in the Overdose section of the Basic Prescribing Information.

All spontaneous reports are considered 'suspected' for reporting purposes.

14-19. SUSPECT DRUG(S) continued

16. DAILY : 18. THERAPY DATES (froavia);
. 14. SUSPECT DRUGHS) (include genadc name) 18 DALY DS o 17. INDICATION(S} FOR USE 19 THERAPY DURATI
#1 FORADIL (FORMOTEROL FUMARATE) about 4x normal amount;  Emphysema 22-JAN-2006 00:00/
Dry Powder Multiple Dose Inh {Lot # K082); inhalation : CTOTT Tt 22-JAN-2006 00:00; 1
Regimen #1 day
/ .
¥
’1
APPEARS THIS WAY
ON ORIGINAL

325008 15:20
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TRANSLATED FROM THE ORIGINAL GERMAN (REK/1.2006)

-~ NOVARTIS Dr Thomus Kerscher Novartis Pharma GmbH
- Head, Asthma Business Franchise Post Officc Box
90327 Nuremberg

Tel, 0911/273-0
Fax: 0911/273-12653
www.novartispharma.de

{Important announcement concerning a medicinal product ]

23.01.2006
Foradil® Certihaler™, recall of all batches

Dear Sir/ Madam,

Following consultations with the appropriate authorities, and consistent with our responsibility for
patient safety, we would like to inform you of the recall of all batches of Foradil® Certihaler
(applicable to batches K001, K0OOIA, K082, K082-1, K082-2, 1.019, L061, L759, L759A, L759A- D).

Due to a potential lack of sufficient clarity in the instructions for usc in the package leaflet, there may
be rare situations in which the device is used incorrectly. In isolated cases, this may cause
malfunctioning of the device and overdosage. In the interest of patient safety, we have therefore
decided to take the proactive precaution of recalling all currently available batches of Foradil®

~ Certihaler from the market.

~ We would like to expressly point out that there are no quality-related risks associated with the active
substance, formoterol. The recall applics only to currently marketed batches of the Foradil®
Certihaler™ dosage form. '
At present we are plamiing to replace the package leaflet — in order to clearly explain correct use —
before the product becomes available again. In the meantime, we recommend that you switch patients
of yours who are currently being treated with Foradil® Certihaler™ to Foradil® P or CFC-free

- Foradil® spray, dosage forms that remain available. The latter two dosage forms are not affected by

this precautionary mcasure. )
Please return to us your supplies of sample packs of Foradil® Certihaler™. Please send these packs — -
no postage required — to the following address:
Pharmlog Pharma Logistik GmbH
</o Novartis Pharma GmbH
Siemenssr, 1
59199 Bénen
Effective immediately, batches of Foradil® Certihialer™ that have been availablc to date may no
longer be released to patients.
If you have further questions, please call us at 01802/3672345 (6 cents per minute for calls from the
German fixed-line network).
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2
; Yours faithfully,
-~ Novartis Pharma GmbH
(signed) (signed)
Dr Dieter Gétte | Dr Thomas Kerscher

Medical Director Head, Asthma Business Franchise

APPEARS THIS WAY
ON ORIGINAL
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Gehrauchsinformation

NOUVARTIS DRA RESP DERM

ng dieses Arznaimittals

dassetbe Kantheitsbild haben wis Sie.

Losen Sie die gesamto Cebrauchsinformation sorgfiitig durch, bevar Sie mit dar
Arewegrdu Is baginnern.

- Ncbca Sie die Paciungsbailage suf Vielleicht michtan Sia diess spater nachmals

- Wefm Sie weitere Fragen haben, wenden Sie sich bite an hren Arzt oder Apathaker.

« Dieges Arzneimitto! witrde thnea persdnlich verscheban und darf nicht an Dritte
weiter gagaban werden. £5 kann snderen Menschen schaden, auch wean digse

Diese Pac ilage beirhaitet:

1. W ist Foradil Certilialer und wolGr wird e angewendat?
2. Was massen Sia var der Anwendung von Foradit Certihaler beachten?

3. Wia ist Foradil Cerlihaler ancuwendsn?
4, Welche Neberwirkuagaa sind miglich?
8 Wig istForadil Certihaler aufzubewshren?

| Foradil® Certihaler™ |

457875/1 BE

Foradil®

Certihaler™
w:ﬁwmmfmmp

Dex araneilich wirksame Bestandteil ist;
Formotarolflumacat 2,0

1 Ginzotdosis enthifl;

10 g Foematerotfurmacat 24,0, en

8,2 yg Formatarcl (dies entspricht ciner
(her das Murdstick nen

win &5 pg Formotaroifumarat 77,0

Qia sonstipen Bestandiaile sind;
Lactose-Monohydral (PLEwC) (anthait
geringe Mengen an Milchprotein), Magresi-
umstsacat (Ph.Eur)

Foradd Cerlthaler enthaft Pulver 2ur lnhala-
tioa fic 60 und ist ts Einzel-
©0 klha!ahovm) (M1 und Dreifachpackung
L350 diatbiegens 4000 erdiBich,

R
’

1. Wag it Foradil Certitialer und woftir
wird er angewsadat?

Der Wirkstolt in Foradi Certihaler arweitert
g;‘oﬂmﬂenim und erieichtert dadurch das
L

Foradi] Cectinaler ist von;
Novartis Pharma GmbH

90327 Ngrmbesg

Telshon: (03 11)213-0

Tokfax: (03 11) 273-12 653
Internal/E-Mad:
wennouartispharmade
Mitvartriebe:

Novartis Phasma Yertriehs GmbH
€Wy

Namberg
Talefom: (09 11} 2730
Telefax (09 11)273-12 68

" Novartis Phartra Marketing GabH

327 Nisenberg
Telelo: (0% 11) 2730

| Mol (U9 1)273 1255

Novarlis Pharma Arznsmitiel Gmb

90327 Nirnberg

Telefon: (09113 273-0

Telefax: (08 11) 27312 653

Novartis Pharma Distributions GmbH

A327 Mirmberg :

Telefor: (9 11} 2730

Telafax: (06 11) 23.12 653

Foradil Certihater wird angewendet

= lur Langzetbahandlung des mittelschweren
bis schweren Asthma bronchiale hei Patien-
ten, dia gine regelmallige bronchnalerwei.
ternde Therapie benttigen in Yarbindung
it eindr eatrindungshemmenden Dauer-
Die Behandlung mit Glukokoctikaiden ist
regeimatlig wederzulGhren,

- 2ur Yorbeugung und Behandlung des vor-
{ibergahendun oder dauerhafien Verengung
dar Atemwage (Bronchokonstrtktion) bai
Patienten mil chronisch-obstryktiver Lungen-
erkrankung (COFD).

2. Wat mitsen Sic vor der Anwendung
von Foradil Certihaler beachten?

2.2 Foradii Cartihater darf nicht
angawendet werden:

= wisifl T smitrgrhyvilech (attergrech) gegon-
uber Formedaraitensargt 3H,0, Milchpuetiin
wace e zentiges Gectindion voo Fursdl
Gt filislin oder anderen 4 Roveikor- avegen.
dar Wirkstallen Zong;

—wenn S oa eier Herzeiruokung leden,
dhe it einer g
sigung des Herzschlages, schwerwiegande
Storung der Erragungsieitung des Herzens),
Herzilappentellern (ldwaaﬁumm

. walvulace Aortenstanote), Henmuskel=- =

Kaudhmmﬁﬂe)odabeﬂmunm
Veraadenungen (vertingartus QT-ntsratl,
QT > 044 sac.) eintmcgebl;

= wenit Sig an gines schwaren Oberunktion
der Schilddrise (Thyreotozikose) laiden.

2.2 Basordere Yorsicht ist bei dar
Aawendung von Foradil Certibater
srforderlich:

= wer Sie an eloer schwaren Heezerkrankung

bei eigem kischen

— wana Sie an ainar Eckearkuog mit Fin-
engung der Blutgefalle (okklusive GefdB-
erkrankungen), tnsbesendere Arferio-

. skiecose, Bluthochdruck )
mumhmmmmmmd«

-wamSnanwEbod«mmd«

—mm Sn an einer muoﬂlerm
2uckerankheit (Disheter meituz) foidan;

—want Sie ad einer bestimmian Evkrankung
des Nebanniersnmarks (Phiochromazytome)
feiden.

Dies gitt auch, wena diese Angaben bei theen
friihar einmal zutrafen.

Wolche Vorsichtsmalnahmen mxissea
beachlef werden?

{en, solten Si¢ Foradil Certihalar innerhalh
von medestens 12 Stunden vor Narkase-
bagiia mehl metr amwenden. Sprechan Sie
deshald unbedingt mit fhrem Aszt dariiber.
= Bey det inhatation von Fotadil Certikales in
hahea Dagon kaan dur Bluttucksr-Spimgal
aasteigen, Als Diabetiker soliten Ste dashalb
meﬂm’ Blutzueker-Kontrotlen dirch-

~Wenn Sie gleichzeitig mit Gukekartikoiden
(Mittef gegra Entzandungen oder Altargien),
TheaphyHia (Mitte! gegen Asthma), ham-
tretbendan Arzneiputteln ka)und/
e 0 Ugntal:s-buntigua Prapardon

862 78 2565

{Mittal gegen Heczschwache) bahandalt
werden oder Ste einen anderen Risikofakior
{iir einen niedrigan Kalivmsgpiegel im Blut
haben (siehe Abschatt 4, Welche Neben.
warkungen sind maglich?“), wird the Arzt
regeiméige Katiumspregel-Kontiallen im
Blut vocnehman.

= Wenn Sie unter beschieunigtem und/odes
uiregelmaligem Heczschiag laiden, didien
Sie Foradil Cartihaler nur unter besonderen
Vocsichisma8nshmen (2. B. Ubecwachung)
amwenden.

Speziafia Tharapiehinwaiss

- Oie Behandlung vad Beonchialasthma solite
defn Schweregrad antsprachand stufen-
waise ecfolpan. Lassen Sia den Erfolg der
Therapie durch regaimaBige dratliche
Untersuchungan Gherprifen. Erbihan Sie
nicht ohine drztfichen Rat den Gebrauch von
Foradil Cestihalar. €4 kbante tiir Sie gofihe-
lich werden! Sprechen Sie mat threm Arzt
darither, wena Foradil Certihaler nicht maty
ausreicheod wirkt.

«Wena Sie immer mehr Foradil Certihater
beauchen, kann das cin Anzeichen fiir gine

Ihrar Erkrankung sein.

i Arzt wird dann ney {iber ihee Bohand-
lung entschaiden.

= £ ist wichtig, dass Sie ihre Atemfunktion
nach rztlicher Anleitung tiglich setbst
fantrolfierat. Sin knnen tum Beispie!
dan mit dem Peak-flow-Meter tiglich
gemessenan Alemstod ufschraiben.
Das ist wichtig, damit ity Arzt dun Vedauf
der Krankheit und den Therapieerfolg
kontrallieren kann.

Warnhinweise

-~ Kot es tratz der verondnietea Behand-

3 T lung 2u bginer belriadigandan Bessaning

oder gar 2u siner Yerschiechienag thres
Leidans, infarmiecca Sie bitta hren Acz.
Er wird dana neu Gber thre Behaadlung
entschaiden. Maglicherweisa wird er fhinen
weitere adev endare Medikamants oder
auch mehy von dea Modikamenten ver-
schreiben, dia Sie hisher bereifs erhalten.
—Yerwenden Sie Foradit Certibater nicht
olter als thaen dies thr Arzt empfohlen hat.
Eirg ertiabliche Ubersehreltung, insbeson-
dere der vorgagehenen Finzeldosan, 2ber
auch dar Tagesdatis kann wegan der Wir-
kungen suf das Herz (Herarhythmusstiun-
gen, Shatdruckanstieg) in Verbindung mit
der Salzkonzentrationan in
tverschiebua-

— Bai akuter odsr gick rasch versehlimmenn-
der Alamngt nach der |nfutation (paradoxe
Bronchospastik) muts die Sehendiung
solort abgatetot ynd unvarzighich irztliche
Hitfe in Anzpruch genommen werden.
thr Azt wird dann neu aber e Behand-
lung entscheiden.

Behandhusg woo Kindern

Foradil Ceatihaler ist firr die Behandlung van

Kindemah§ Lahven geeignel.

Big zum Vorliegen ausreichender Erfahrungen

solt Foradil Certihalas bai Kindara unter

§ Iahaan night angawendet wecden.

Behandhing von &teren Menschea
Altere Patieaten brauchen im Aligemeinen
kema andere Dosis; beachien Sie aber, dass
im hioheren Lebenaalter hdufiger waiters
Etlaanungan auftretan und Sie zusitzlicha
WMedikamente arhaten (siehe Ahschaitt 2.
«Was edissen Sie vor der Arwendung van
Foradil Certihaler baschiten?, Atischnitt 2.3,
JWachsalwirkungen mi anderen Mittelo“ und
Abschnitt 4. Weld\éNebem«kunwnym
oglich?™),

wad Stilleeit
Werin Sig schwanger sind, sprechen Sie
unbedingt mit theern Azt dariber. Vor allem
in den crstan drei Monaten dar -

schaft und kurg vor der Entindung dart
Feaad Loctihaler our bt sistiglatligss Al
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wagung das Nutzen-Fisiko-Vernaftaissas
aach Ricksprache mit de behgadalnden
At verwendat werden.

Da nucht bekannt ist, ob der Wirkstoff beim
Menschen in die Mutiermilch Gbectritt,
saliten Sie varsichtst alber nicht stlien.

Verkehestuchtighei! und das Bediansa

voa Maschinen

Foradil Cerlihaler kann auch bai be-
stimmungsgematem Gebraych das Reak-
tionzvermigen $0 we t verandesn, dass dis
fihigheit ur aktiven Teilnahme am StyaBan-
veckahr ader zum Bedisnen wan Maschinen
beeinrachtigl wird. ies gittin verstaridem
MaBe im usammerratrkea mit Alkohol.

2.3 Wachsetwirkungen mil anderett
Arzneifitittetn

Bitte informieran Sia lhren Azt oder Ape-

theker, wena Sie andlere Arzeimitted efa-

nehaten oder anwenden baw. vor kurzsm
einganommen oder angewendet haben,
auch wenn g5 sich um nichd verscliredbongs-
plichtige Arznoimitiel handsit

- 8ai gleichzeltigar Tharapie mit einigen
Mitteln gegan Herzrhythmusstocungen
(Chinidin, Disapyramid, Procainanva),
Herzschwache (Digitalis-haltige Prapara-
te), Mataria (Chinidin), Altargien (Pheno-
thiazing, Antitistamindka), bestimeds
goistig:seelische Erkrankungen (Pheno-
thiazine) oder Deprasslonen (triyklische
Antidepressiva) kbanen Kahanwirkungen
in Form vor Hererhythmusstirungen und/
oder spezifischon EIG-Yerdnderungen
(QV-Zeit-Veriangaruag) auftreten.

-Die gleicheaitige Einnatme von andama
Mittain gagen Horurbythmusstorungen oder
Asthaa (8-Symp athamimetike, Katacho-
laminen, Antichalinergika unid Kortikaiden}
kaan die Wirkung von Foredil Cartibates

verstadan,

- Dis gheichzeitige Gabe von Foradil Certi-
haler ynd Theophyllin (Mitte! gegen
Asthma) kann 2u tlner wechselseitigen
Wirkungsverstidung und 2u sitem erhéh-
ten Risiko far Nebenwirkingen an Herz
und Kreistauf (kardiovashulare Neben-
wirkungan) fQhren.

+ Auch Schilddrisanhormone, wehen-
fordernda Mitte], estimnie Mittal
gegen Parkinson-Erkrankung (L-Dopa)
oder Alkoho! kinnen die Harz-Kresslaut -
Regulation im Zusammenwiickan vt
Foradit Cortihater boainfluszan,

— Uie glelchzeitige Anwendung von Foradil
Carlihaler und bestimaten Mitlaln gagea
Depressionen (Moncaminaxidase-Heman-
stoffe odar triryklische Antidepressiva)
goil vermiedan werdan.

~ Die glaichzeilige Yaahrdchum wa hara-
treibenden Arzacimitteln, Nedennigrencia-
dentiermonen, Abfithrmiitteln (Loxanzien)
oder Mittstn gegen Asthuma (Xaathin-Deri
vate, 2 B. Theophyilin) kann die Kefiura-
sankande Widung vos Foradil Certinaler

verstarkan,

_ Bei eingr Vullnarkose mit bestimurien
Narkosemitteln (halogenierte Anasthetika,
wie 2. 8. Halothan, Mathaxyfiuran oder
Exnfluran) mssen Sie bei ghachzeitigor
Behandiung mit Foradil Certitrater mit
ainam eshohten Risika fir schwers Hot2-
rhyttunussm tarungen und Blutdrucksenkung

nen-

- 3-Rezeptoren-Blacker (Mittel gegen Blwt-
hochdnsck, Herzkrankheiten, Schilddra-
geniberfunition, Migrine oder echitten
Auganinaendruck) konmen die Wirkung
vort Foradil Cortitialer sbachwiichen oder
fammen, Aflgemein wienda (richt selek-
five) f-Rezapturen-Blocket (einschiieBtich
Augantropfen) soliten Sie bei Asthma
nicht anwenden. lnsbesondare bataters,
gber auch besonders am Herren wirkende
(kardioselektrva) §-Rezeploren-Blockar,
¥annen einen Asthaasniall ausidses.

e

Beachten Sté bitte, dass diese Angaben auch
{ar vor hursem angewandta Arzneimitiel
galten konnen.

2.4 Anwendung von Foradd Certihaler
Zusamman mit Nahrurgsmittetn und
Gatrinken

Trirken Sla nicht regeimitig Alkohol wh-
nd der Behsndiung mit Foradit Carlibaler
Ansonsien kann gin Ted des Nebenwickuagan
varstickt aufireten, insbesandere Neben-
wickungen, dic das Nervensystem betreffan
(2.8. Schvandsi), so dass die Fitughed Zur
aktivan Tednahme sm StraSenverkehr odec
m'n; Bedienen von Maschinan beemirachligt
wird,
3. Wie istFocadil Certihalor
amuwenden?

Wendan Sée Foradil Certitatel immer gandu
nach Aaweisung des Arztes an. Bite fragea
Sie bei thnem Afzt odec Apotheker aach,
wana Sie sich nicht ganz sicher send.

3.1 Art der Anwendung

Die korekte Handhabung voft Foradit
Cartibaates ist f0r den Yherapiearfolg von
emtschaidender Bedeutuag. Oie Anwendung
bei Kindern darf mu tahter Aufsicht von
Erwachsenen erfoigan.

Zum Gebratich lhras Foredil Certifalers

1 Foradi Cartinaler at dres spezielle
Vorrichiungen, dic den korrelen Cetirauch
erleickiecn N

b. inhalstioaszihler: Gibt thaen dis Anzatt
ter-Abibenden tubalaticnen 3. Qi An.
o et ecA venadedt, Bahdem Sie die
Sebndzkappe iach woes $acquiden iohalaton
wiied iftatandig: grerchiosatn haben.

¢. Schutzkappe: Disss uarschliedt das
Mumsatuck uid kant rg gealtnet eadin,
wenn Sia Incen Foradd Certihaler wasge-
medumumﬂh!«udl
cben 2¢igt. Die nachiolgende Anieitung
erkliict das Offner ynd Sehlielen thres
Foradil Cartitualers,

Dat kizppernde Geriusch beim Bewegen
das Certihslers ist narmal.
Vﬁckﬁg:ﬂimmseswhmitdm‘
(ffnen tind Schliefian der Schutzipps
vectrau, bevar Sie begianen v inhalieren,
Dies hat keincric Gintiitze 3 den Foradil
Cerlibater und vergeudet keinen Wirkstaft,
Offnien theas Focadil Certiaters

Budt

S B

Der Foradil Certihales wird auf gine beson-
dere Waise e6ffnet. Wabiend des Offntas

[ RS Y

 eT

i
A



FeEB-U2-20846

15:23

missen Ste theen Foradit Certitvater waage.
cecht hattan und det Inhalationszaiier awss
ach oben zeigen. 2um Offnen 2ichen Sie
die Schutzkappe gerade dis um Anschiag
heraus (siehe Bild 1),

Achtung: Falls sich dec Foradil Certihaler
nicht Gtinen 531, massen Ste die Kappe var
dem nichsten Verstich erst voil .
schbiaten. Das Offnen wird erlaichtart, wenn
Sia fhren Foradd Cartihater dabei auf ains
flache Oberflache wia einen Tisch legan.

Bildz

Als Nchstes dretmn Sia die Schutzikappe bis
it Anschiag aach unten wie in Bild 2 dar.
Custelit Sia mirssen daber einen gori
Widerstand iberwinden bis sich dis Schytz.
kappa im rechtan Winkel (30 *) 2um Gerst
befindet. Das Einnesten in der karrelden,
':'ms;ndi‘ gevk{neten Position koanen Sie
splven,

SchiroBen fhwes Foradil Certihaters

ﬁeum SSd;m Thres Foradil Certihaters dre-
f Sia die Schutzkapps nach oben in die

waagerechte Position und schieben sie volt-

stindig 2uriick, 3o dass sie das Mundstiick

wiedar umschlieBt,

Wig Sie mit lbrem Foradil Certitaler eina

Inhalation durchighrea

1. Schntt: Gffoea der Schutzkappe

Wichlig: Lesen Sie immer die Nummear deg

L'f?dmm bawx Sie die Schutzkappe
nen,

(iffnea Sia anschilieBend den Foradi! Cery-
haler, wie im vocangshenden Abschartt
dargesteit.
‘2'.‘ Schrltt; invaheren Sle

ichtig: Vergewigsern Sie sich, dass sich
de Schulzkappe n dar karrekten Position
befindat, wie in Bild 2 dargastsiit.

8id3

—Atmien Sie 30 weit wie maglich aus (aber
nichl durch ltven Foradit Certihater).

~ Nehmen Sie dann das Mundstick in deq
Mund und schliefien Sie die Lippen s
Bereich der Vertrefung fes! um das Mund-
stiek.

\

NOUARTIS DRA RESP DERM

- Hatten Sis dabei thren Foradd Cactikaler
an den Griffmuiden ta, dass der Ring aus
Litldchern am hinteren Enda aichl var-
deckt wird, wig in Bi'd 3 dargestelit.

—Beugsn Sie threa Kopf leicht zurick und
atmén Sie einmal schoell und Gef dutch
das Mungstick cin. $ie soltten bewm Cin-
almen einen Klick haren, der Surch das
Otfnen der Lufti5eher entstoht, ies zeigt
¥nen an, dags Sie schnefl und Gief genug
‘wma‘ igestmat haben um das Medikamant

réizy,

- Setzen St dann deq Certihaler 2b, haltan
Sie dan Atem maghchst f{r § Sekynden
an {ansonsten so lange wie maglich) vad
atmen Sie anschliefend fangsam wieder
aus (nicht durch theen Foradi! Certhater).

Bild 4a 9ild 4b

Oberpiifan Sia aach dar Inhalation, ob
die LuftiScher am hinteren Ende des
Certitalets godiinet wurdan, wia in Bikd 44
dargestelit.

Sind div Lufticher jedoch noch geschios-
sen (wig in Bild 4b), haben Sic kein Madi-
kament erhaflen, tn diesem Fall missen
Sie die Schutzkappe Ihres Certihatacs
seiiefen und mat Seheitt | wieder
beginnen,

3, Selwdt: SchiiaBen der Schutzkappe
gids

CLICK doam -

&

Nach einer erfolgreichen Inhialation (Luft-
{bcker waren gegfinety schileen Sie die
Schutzkappe und beobatitem, ob sich dabet
e Anzaiga des Inhalationszahlers erwar-
tungsgomal um eioe Einhait verringart
(sieha Bitd 5).
Fatis sich dio Anzeige nictt um eine Einheit
varringart, obwahil die Luftocher gedtiret
waren, verwenden Sie deq Inhaler aicht
wetifer und wenden Sie sich an thven

i

&Hs‘.ﬂw Dasis mehr als ¢ine Inbalalion

Falls thre Dosts matyr als eine fnhalglion
betrilgt, massen Sia die Schutzkappe
2wischen den Infialationen jowsils volf-
standig schireBen,

Pliege ves Foradil Certibaters

Gildta

Reinigon des Mundstiicks

Das Mundstick Ihres Forads Cerlihalers
salite einamal gro Woche nach folgendes
Aalsitung gereinigt warden:

= Cffnsa Sie die Schutzkappe.

- —2ighen Sie das weifio Murdstiick ab wie in

8ild 6a dargastelit.

862 778 2565

~ Wiclti: Bitta fagen Sie fhren Focadl Certi.
haler an ameq sichersn und trockenen Ort,
wenn das Mundstick entfern! f; nicht .
saubern, anblasen odar berihren,

Brid 64

W {3

~ Ktappea Sie dus abgarogens Mundstick
aussinandar (siohe Bild by und klagfen
Sic @5 vorsichtig 3uf win sauberes Tuch,”
um Pulvertesta 2u enticraen,

~ Wichtig: Benutzen Sle niemals Wagser
2um Reinigen des Mundaificks oder andecer
Teila des Cartiralars, da Feuchtigheit dam
Medikament schiades,

Bild 6¢

-N&Fcﬁk“mwﬂépmﬁemuw-
8 Tusamimen, stecken es wieder auf
den Certialer {siahe 85ig 6c) und schiie-
Ben dia Sctutzkappe vallstindig.
Allgemeine Emplelhungen

Bringen Sie fwen Foradi| Certihater rucht mit
Feuchtigheit in Barihrung, daher;
—HalhnSkdb&h%iW
geschiossen, wnn Sia night ishaliesan.

- Blasen oder atmen Sie gie dirckd in Ikreq
Foradil Cortihater,

Versuchea Sie sie, tren Foradil Certihaler

m;n:.?m?bmnmmm

matupuliaran (abgesehen von nung

des Mundsticks 2im Reinigen). ]

Wenn dar Faradil Certitialar uar ist

Sie solften ivvan Faradit Certihater nicht
mahr benulzen, wann der (nhalationszahler
00 anzeigt

ladiesam Fall 15t sur sine waitere nhalation
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Office of Drug Safety

To: Badrul Chowdhury, MD
Director, Division of Puimonary and Allergy Products, HFD-570

Through: Alina Mahmud, R.Ph., Team Leader
Denise P. Toyer, Pharm.D., Deputy Director
Carol A. Holquist, R.Ph., Director
Division of Medication Emmors and Technical Support, Office of Drug Safety, HFD-420

From: Kimberly Pedersen, R.Ph.
Safety Evaluator, Division of Medication Errors and Technical Support Office of Drug Safety HFD420
CC: Akilah Green
Project Manager, Division of Pulmonary and Allergy Products, HFD-570
Date: December 15, 2005
Re: ODS Consult 03-0011-4, Foradil Certihaler Patient Instructions for Use and Educatlonal Campaign,
NDA 21-592

This memborandum is in response to a December 7, 2005 request from your Division for a review of the Patients
Instructions for Use and Educational materials for the drug product, Foradit-Certihaler. -~ -

In the review of the Patients Instructions for Use and Educational materials, DMETS has attempted to focus on
-safety issues relating to possible medication errors and have identified the following areas of possible
improvement, which might minimize potential user error.

A. General Comments ~ 7

1. DMETS recommends the sponsor develop web-based instructions for use (as they have done for the
Foradil Aerolizer). This will give the patient or provider another venue for details of proper Foradil
Certihaler utilization.

2. DMETS remains concerned that patients will inadvertently occlude or partially occlude the rings of
airholes for unit activation in order to hold the inhaler. DMETS suggests the sponsor develop a method to
warn patients of the potential for a lack of effect due to the chosen method of holding the device (i.e.
improved warnings in the pamphlets and product information referring to the necessity to not cover the

- airholes or the placing of a warning note/sticker on the device to draw attention to the airholes, “Do not
cover”). Furthermore, the sponsor could suggest muiltiple methods of holding the device to alleviate the
potential for covering the airholes in the back of the device during use (i.e. under #5 of the educational
materials and patient instructions for use, TIP: you may achieve a better grip on the device without
covering the airholes by holding the indentations on the dark blue cap or wrapping twof/three fingers
around the dark blue cap).

3. DMETS is unclear as to problems that may occur with delivery if the device is used in any position, other
than level? As only the first step for inhaler describes holding-the device level in order to open, will tilting
or inverting the device affect medication drop-down or delivery after this? If so; please note in the.
appropriate steps for use.

4. Data from the clinical trials suggest patients had difficulty triggering 2 completed actuation and had
subsequent counter issues. Per the sponsor’s analysis, there were no technical problems; therefore
suggesting human error. These problems may be prevented with more detailed explanations on device
use. Also, device redesign may be needed if post-marketing data shows confusion.
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B. Patient Instructions for Use
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3. General Recommendations
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C. Educational Campaign
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1.  See Comment BB a through C.

2. DMETS also recommends DSRCS and/or DDMAC be consulted on these materials.

D. Package Insert

o

T

h{4)

|

In summary, DMETS recommends lmplémentéhon of the label and Iébeling revisions outlined in this memo, which
may lead to safer use of the product. We would be willing to revisit these issues if the DMSlon receives another
draft of the labeling from the manufacturer.

We would be willing to meet with the Division for further discussion if needed. If you have any questions or need
clarification, please contact Diane Smith at 301-796-0538.
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Kimberly Culley-Pedersen
1/31/2006 07:50:30 AM
DRUG SAFETY OFFICE REVIEWER

Alina Mahmud
1/31/2006 08:22:16 AM
DRUG SAFETY OFFICE REVIEWER

Denise Toyer
1/31/2006 09:28:01 AM
DRUG SAFETY OFFICE REVIEWER

Carol Holquist .
1/31/2006 10:09:53 AM .
DRUG SAFETY OFFICE REVIEWER



MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: January 30, 2006

TO: Badrul Chowdhury, M.D., Director
Division of Pulmonary and Allergy Products

VIA: Akilah Green, Regulatory Project Manager
Division of Pulmonary and Allergy Products

FROM: Jeanine Best, M.S.N.,, RN., P.N.P.
Patient Product Information Specialist
Division of Surveillance, Research, and Communication Support

THROUGH: Toni Piazza-Hepp, Pharm.D., Acting Director
Division of Surveillance, Research,-and Communication Support

SUBJECT: DSRCS Medication Gu‘ide for Foradil Certihaler (fomoterol
fumarate inhalation powder), NDA 21-592

Background and Summary -- - :

The sponsor submitted revised labeling (PI and PPI) on October 10, 2005, in response to an
Approvable Action take December 14, 2004. On November 18, 2005, the manufacturers of the
Long-Acting beta; Agonists (including Foradil Aerolizer) were asked to revised their labeling
and include a Medication Guide for patients.

We have revised the submitted patient information into a Medication Guide that mirrors the
Medication Guide language requested of all LABA manufacturers on November 18, 2005, and
have revised and appended the Instructions for Use at the end of the MG. Our revisions to the
Instructions for Use were done to increase patient comprehension.

We can provide a Word copy of the document and‘_tracked changes of the revisions to the
Instructions for Use, if requested by the review division.
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Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 21-592

Novartis Pharmaceuticals Corporation
One Health Plaza ‘
East Hanover, New Jersey 07936-1080

Attention: Ann Shea
Senior Associate Director
Drug Regulatory Affairs

Dear Ms. Shea:

We acknowledge receipt on October 11, 2005, of your October 10, 2005, resubmission to your
new drug application for Foradil Certihaler (formoterol fumarate inhalation powder).

We consider this a complete, class 2 response to our December 14, 2004, action letter.
Therefore, the user fee goal date is April 11, 2005.

All applications for new active ingredients, new dosage forms, new indications, new routes of
administration, and new dosing regimens are required to contain an assessment of the safety and
effectiveness of the product in pediatric patients unless this requirement is waived or deferred.
We reference the waiver granted on F ebruary 16, 2001, for the pediatric study requirement for
this application for the maintenance and treatment of asthma for children up to 5 months of age
and for exercise-induced bronchospasm for children up to 3 years of age. In addition, we
reference the deferral granted on December 3 1,2001, for the pediatric study requirement for this
application the maintenance and treatment of asthma for children 6 months to 5 years of age.

If you have any question, call Ms. Akilah Green, Regulatory Project Manager, at (301) 796-
1219.

Sincerely,
{See appended electronic signature page}

Sandy Barnes

Division of Pulmonary and Allergy Products
Office of Drug Evaluation II

Center for Drug Evaluation and Research
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Signed for Sandy Barnes



Novartis Pharmaceuticals Corporation
One Health Plaza '

{g)} N {:} ‘v’ la?.. RT i g East Hanover, New Jersey 07936-1080

Ann Shea, Sr. Assaciate Director
Tel: B62-778-4567
Fax: 973-781-2565
internetann.shea@novartis.com

October 10, 2005

Badrul Chowdhury, MD, PhD NDA No. 21-592

Director _

Division of Pulmonary and Allergy Foradil® Certihaler” (formoterol
Drug Products _ fumarate inhalation powder)

Center for Drug Evaluation and Research
Food and Drug Administration

Document and Records Section ' ' Complete Response to Approvable

5901-B Ammendale Road Letter dated 14-Dec-04
Beltsville, Maryland 20705-1266

Dear Dr. Chowdhury:

Reference is made to NDA 21-592 for Foradil® Certihaler® (formoterol fumarate inhalation
powder) for long-term, twice-daily administration in the maintenance treatment of asthma and in
the prevention of bronchospasm in adults and children 5 years of age and older and the Approvable
Letter dated December 14, 2004. Please find enclosed a complete response to the items outlined
in the Approvable Letter. :

Format and Content of the Complete Response

This complete response is presented.in a Question and Answer format in the main document,
“Complete Response to the Approvable Letter dated December 14, 20047, followed by
attachments.

One clinical study report (Study F2309) is included as Attachment 6, and a safety update is
included as Attachment 7.

Electronic Sections

This submission is being provided in accordance with the guidance for industry titled, Providing
Regulatory Submissions in Electroric Format — NDAs (January 1999). The relevant technical
details of the electronic portions of this submission are as follows:

® Submission size: approximately 35 MB

¢ _ Electronic media: | one compact disc

¢ Virus scan: Network Associates Incorporated VirusScan® version 7.1.0 (formerly
known as the McAfee VirusScan). The submission is virus free.

WA



This subrhission includes the following components in electromnic form only, and is contained on
one CD-ROM that is located in Volume El.

¢ Proposed Labeling Text
¢ Case Report Forms (Studies F2309 and F2402)
¢ Case Report Tabulations (Study F2309)

Follow-up to April 25, 2005 teleconference

Novartis would like to follow-up on a question raised by the Division at the April 25, 2005
teleconference with regard to Study F2306 and the classification of patients discontinuing the
study due to-device failure. In this study, seven patients discontinued due to administrative reasons
described as device failure or malfunction. None of these patients were able to successfully take a
dose from the device at the center when they attended their final visit and the investigator therefore
classified these patients as having discontinued. due to a device failure or malfunction. Two of
these devices could not be tested in vifro because one had been destroyed by a dog and the other
by a patient who used a screwdriver to open the device. One additional patient in the study missed
9 doses due to device issues, and although she was able to successfully take a dose from the device
at her final visit, she was discontinued from the study because she had withdrawn consent. This
patient is not counted in the seven patients who discontinued due to device failure or malfunction
because the patient was able to take a dose at the final visit when assisted by the study staff, which

indicated that the device itself was working. Since the objectwe of this. study was to.investigate

technical device funetion and since this device was working, it was not counted as a device failure
according to'the study objective. However, of the six devices that could be tested in virro, all
were functioning normally, and it can therefore be concluded that these patients discontinued due
to their inability to use the device.

If you have any questions concerning this submission, please do not hesitate to contact me at 862-
778-4567.

Sincerely,

e o

Ann Shea
Senior Associate Director
Drug Regulatory Affairs

Attachments:

3 volumes
E1l volume (1 CD-ROM)

)
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Memorandum of Meeting Minutes Facsimile Correspondence

Date: June 21, 2005
To: Ann Shea
Senior Associate Director, Regulatory Affairs
Fax: | 973-781-3966
From: Akilah Green

Regulatory Project Manager

Subject: IND 60,254/Foradil Certihaler (formoteronl. fumarate) Inhalation Powder
June 14, 2005, meeting minutes

Reference is made to the meeting held between representatives of your company and this Division
on June 14, 2005. Attached is a copy of our final minutes for that meeting. These minutes will
serve as the official record of the meeting. If you have any questions or com_nients regarding the
minutes, please call me at (301) 827-5585.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM
IT IS ADDRESSED -AND MAY" CONTAIN INFORMATION THAT IS PRIVILEGED P
CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.
If you are not the addressee, you are hereby notified that any review, disclosure, dissemination,
copying, or other action based on the content of this communication is not authorized. If you

-received this document in error, please immediately notify us by telephone at (301) 827-1050

and return it to us at FDA, 5600 Fishers Lane, HFD-570, DPADP, Rockville, MD 20857.
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MEMORANDUM OF TELECON

DATE: June 14, 2005
APPLICATION NUMBER: IND 60,254 Foradil Certihaler (formoterol fumarate
inhalation powder) :
BETWEEN:
Name: Eric Floyd, Ph.D., Drug Regulatory Affairs

Ann Shea, Drug Regulatory Affairs
Ian Hassan, Ph.D., Project Management
Andre Van As, M.D., Ph.D., Clinical Research
Chad Orevillo, Clinical Research )
Michael Belman, Drug Regulatory. Affairs, Schering-Plough
Phone: 1-877-331-6867
Representing: Novartis

AND
Name: Eugene Sullivan, M.D., Deputy Director
Richard Nicklas, M.D., Clinical Reviewer
Akilah Green, Senior Regulatory Management Officer
Division of Pulmonary and Allergy Drug Products, HFD-570
SUBJECT: Patient Use Study for NDA 21-592 Foradil Certihaler

BACKGROUND:  This teleconference is in response to Novartis’ submission dated May 17,
2005, regarding a protocol amendment for a new protocol entitled “A 3-weck multicenter study
evaluating patient use and functionality of the Foradil Certihaler device in patients with asthma.”
The submission was in response to the April 25, 2005, teleconference with the Division and the
approval letter for NDA 21-592 dated December 14, 2004.

DISCUSSION: The Division commented that Novartis’ study is generally
acceptable and is consistent with what we requested. The Division noted that the final decision
on whether this study will support NDA approval will depend on the data. In making that
decision, the Division will review all of the data from the study. Treatment failure, as
specifically defined in the protocol, is only one index that will be considered. The Division will
also consider other findings, including unscheduled visits, inability to take a dose, the number of
steps the patient has to go through to get the dose, i.e., re-try, website, video, study center visit,
call center, etc. as possible indicators of utilization failure.

The Division noted that it was not clear in the protocol that Novartis plans to submit data on the
number of patients who are unable to use the device despite the initial instructions, and therefore
must utilize the various support resources. The Division requested that Novartis amend the
protocol so that it is clear that the support mechanisms utilized by patients (e.g. use of video, use
of web site, etc) will be tracked and reported. Novartis stated that it intends to capture and report
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all such data. The Division suggested that the patient diary be modified so that it captures this
type of data. Currently, the only available options are: Regarding your dose did you: a) take it;
b) forget to take it or did not use the device at all; or c) tried to take the dose, but could not take
the dose as instructed (please comment). The current lay out of the diary card allows patients to
select “a) take it,” even if they initially were unable to use the device, but eventually were
successful after having used the available support mechanisms. Therefore, more detail needs to
be placed in the diary to capture all potential scenarios as they occur. Novartis indicated that
they will amend the diary card to record an explanatory comment on when patients used the
additional support aids.

The Division stated that patients who have previously used the Certihaler device should not be
included in the study. The Division stated that, in order to understand how well the study
population reflects the intended patient population, additional demographic data should be
collected on the patients, e.g., level of education, socioecomonic status, duration of asthma
diagnosis, previous experience with other inhaled drugs, etc. The demographic information
currently proposed, i.e. age, gender, race, is not sufficient.

The Division noted that Novartis has indicated that the procedures included in the study reflect
the intended “real life” experience of patients. The Division stated that the NDA submission
should contain sufficient information on Novartis’ plans to ensure that the real life experience of

patients will reflect the training and resources available to study participants. For example,

Novartis must describe how it will accomplish the initial training for patients, and make the
support resources available. The Division asked if Novartis is developing a “trainer” device for
use when the product is marketed. Novartis stated that it does plan to develop a trainer device,
which will be identical to the drug product except that it will not contain drug.

Novartis asked the Division to comment on how it will determine whether the study
demonstrated acceptable device utilization. The Division commented that its conclusions will be
based on all of the findings from the study, and will not be based on any one single analysis. If
the study shows that patients require various support resources in order to successfully utilize the
device, the burden will be on Novartis to explain why this would not be problematic in the
marketplace.

Akilah Green,
Senior Regulatory Management Officer
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature. ‘

Akilah Green
6/21/05 10:02:14 AM
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-/é DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

%,

Food and Drug Administration
Rockville, MD 20857

NDA 20-831

Novartis Pharmaceuticals Corporation
One Health Plaza
East Hanover, New Jersey 07936-1080

Attention: Ann Shea :
Associate Director, Drug Regulatory Affairs

Dear Ms. Shea:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the F ederal
Food, Drug, and Cosmetic Act for Foradil Aerolizer (formoterol fumarate inhalation powder).

We also refer to MedWatch reports, containing repbrts of inadvertent oral administration of
Foradil Aerolizer capsules for inhalation. :

We have reviewed the referenced material and believe that this issue should be addressed
through changes to the labeling, including the addition of language such as, “Do not swallow,”
and “For inhalation only.” This language should be prominently displayed in the package insert
and on the carton, over wrap and blister cards. .

In addition to the suggestion described above, the Division has considered a number of other
additional possible solutions to this issue, including, marking the capsule with language similar
to that suggested above. We also suggest that you consider a consumer education program to
minimize potential user error and maximize patient safety.

Sincerely,

{See appended electronic signature page}

Badrul A. Chowdhury, M.D., Ph.D.
Director

Division of Pulmonary and Allergy
Center for Drug Evaluation and Research
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Memorandum of Meeting Minutes Facsimile Correspondence

Date: May 16, 2005

To: Ann Shea :
Senior Associate Director, Regulatory Affairs

Fax: 973-781-3966

From: Akilah Green

Regulatory Project Manager

Subject: NDA 21-592/Foradil Certihaler (forméterol fumarate) Inhalation Powder
April 25, 2005, meeting minutes

Reference is made to the meeting held between representatives of your company and this
Division on April 25, 2005.  Attached is a copy of our final minutes for that meeting.
These minutes will serve as the official record of the meeting. If you have any questions
or comments regarding the minutes, please call me at (301) 827-5585.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO
WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS
PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE
UNDER APPLICABLE LAW. Ifyou are not the addressee, you are hereby notified
that any review, disclosure, dissemination, copying, or other action based on the content
of this communication is not authorized. If you received this document in error, please
immediately notify us by telephone at (301) 827-1050 and return it to us at FDA, 5600
Fishers Lane, HFD-570, DPADP, Rockville, MD 20857.
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MEMORANDUM OF TELECON

DATE: April 25,2005

APPLICATION NUMBER: NDA 21-592

BETWEEN:
Name: Ann Shea, Drug Regulatory Affairs
Eric Floyd, Ph.D., Drug Regulatory Affairs
Ian Hassan, Ph.D., Project Management
Andre Van As, M.D., Ph.D., Clinical Research
Chad Orevillo, Clinical Research
Orin Tempkin, Ph.D., Regulatory CMC
Michael Belman, Drug Regulatory Affairs, Schering-Plough b(4)
| == Consultant, —
Inc.
Phone: 1-877-805-0964
Representing: . Novartis Pharmaceuticals Corporation
AND :
Name: " Badrul A. Chowdhury, M.D., Ph.D., Division Director

Eugene Sullivan, M.D., Deputy Director
Richard Nicklas, M.D., Clinical Reviewer
: Akilah Green, Regulatory Project Manager
- .. Division of Pulmonary and Allergy Drug Products, HFD-570

BACKGROUND: Novartis submitted a Type A meeting request dated March 1, 2005,
to discuss and clarify items outlined in the Approvable letter dated December 14, 2004.
Novartis also submitted a briefing package dated April 8, 2005, which contained a list of
questions to be discussed at this meeting. Upon review of the briefing package, the
Division responded to Novartis’ questions by fax on April 22, 2005. The content of that
fax is printed below. Any discussion that took place at the meeting is captured directly
under the relevant original response including any changes in our original position.
Novartis’ questions are in bold italics; FDA’s response is in ifalics; discussion is in
normal font.

Item 3.1
Novartis asks, “Is the outcome of the actions taken by Novartis, outlined below,
acceptable to the Agency for approval of the NDA?”

Response:
The single dose study that you have submitted is not adequate to address the concerns

raised by the previous studies. A repetitive dose study similar to study 2306 is necessary.
The demographics of the individuals in the study should be consistent with asthma
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patients in clinical practice and the duration of the study should be for the life of the
device.

In regard to the revised patient instructions, the Division suggests that the patient in
picture 6 should be pictured with his head level, rather than leaning back. In addition it

-should be clarified that the steps after step I do not have to be performed with the inhaler ,

on a level surface, such as a table.

Novartis asked what the Agency’s concerns were with regard to their new patient use
study. Novartis stated that the Agency’s December 14, 2004, approvable letter suggested
that the instructions used in the previous patient use study were unclear and patients did
not understand how to use the device. Novartis indicated that they felt that they had
revised the instructions so that the device could be used appropriately.

The Division noted that Novartis has yet to demonstrate that the revised instructions are
in fact effective in improving the ability of patients to operate the device successfully. In
the studies previously submitted, it was apparent that patients were having difficulty
using the device, despite the fact that participation in these studies required that the
patients be able to understand and demonstrate the correct use of the device at the start of
the study. The Division understands that Novartis has made efforts to improve the
instructions, and that, on the basis of the data from the new, single-“dose” study, Novartis
believes that the revised instructions are superior. However, given the experience from
the previous studies, it will be necessary to demonstrate that the new instructions are
effective in a patient use study similar to Study 2306. -

Novartis noted that in-studies 2304 and 2306, 83% and 86% of paﬁents, respectively,
took every dose over the three-week period, 95% missed three doses or less, and 98%
missed less than 6 doses. Novartis’ impression was that patients successfully used the
device.

The Division stated that the interpretation depends on how one analyzes the data. In
study 2306, which enrolled 154 patients, 6 patients discontinued because they could not
use the device; some of these patients, demonstrated correct use of the device but were
unable to get a dose. In addition, this study only enrolled patients who demonstrated that
they were able to use the device. Therefore, if even well trained individuals who had to
demonstrate that they knew how to use the device in order to enter the study could not
use the device correctly during the subsequent course of the study, there is a very good
possibility that patients in clinical practice will not be able to correctly use the device.

Novartis asked what failure rate the Division would find acceptable in a future multidose
in-use study. The Division responded that the goal would be to have no reported failures.
The Division noted that, a clinical trial is a very artificial setting and would likely
underestimate the number of problems that could occur with clinical use. To address this,
the Division stated that the study population should reflect the intended market
population, and that the extent of training used in the study should reflect the training
proposed for use in the market. ' '
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The Division noted that in Study 2306 one subject (Center 501, Subject 01) could not get
a dose from the device and the counter did not work for four days. Despite the fact that
this appeared to be a patient reported malfunction, this case was not reported along with
the five other cases of “apparent malfunction,” in which subsequent in vitro testing did
not reveal a device malfunction. Instead, this case was reported as “the subject
experienced problems using the device and therefore missed multiple doses of study
medication.” The Division suggested that Novartis explore why this case was reported in
a separate category. '

At the conclusion of the meeting, Novartis stated that they will design a multidose,
patient use study and submit it to the Division for review. Upon review of the protocol
by the Division, the project manager will set up a teleconference or fax comments to
Novartis. ‘

Item 3.2
Novartis would like to clarify which patients were included in the Agency’s
calculations in Items 7 and 8 of the December 14, 2004, approvable letter.
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Response:
Your proposal is acceptable. Listed below are our proposed labeling revisions:
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Item 3.3 . :
Novartis requests clarification on whether the format for the proposed safety update,
which would not include new tables for integrated safety data, is acceptable.

Response:
This is acceptable. However, all adverse events (not just serious adverse events and

premature discontinuations due to an adverse event) must be reported for all studies,
where such data was not previously reported under the NDA.

Item 3.4 ‘
Novartis requests that the resubmission be considered as a Class 1 Resubmission:

Response:
This determination will be made at the time of resubmission. However, it appears that

the resubmission will require review of data from a clinical study, and therefore not
qualify as a Class 1 resubmission. '

If you have any questions, please contact Ms. Akilah Green, Regulatory Project Manager.
at 301-827-5585.

3

Akilah Green
Regulatory Project Manager
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Akilah Green
5/16/05 01:39:59 PM
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Food and Di‘ug Administration

Office of Drug Evaluation II
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FACSIMILE TRANSMITTAL SHEET

Date: April 22, 2005

Center for Drug Evaluation and Research

To: Ann Shea From: Akilah Green
Associate Director, Regulatory Affairs Regulatory Project Manager
Company: Novartis Pharmaceuticals Corp. Division of Pulmonary and Allergy Drug
. Products
Fax number: 973-781-3966 Fax number: 301-827-1271
Phone number: 862-778-4567 Phone number: 301-827-5585

Subject: NDA 21-592 Response to meeting package questions

Total no. of pages including cover: 5

Comments:

Document to be mailed; YES XNo

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL,
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or
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Below are the FDA Tesponses to your questions (in bold italics) regarding Foradil
Certihaler (formoterol fumarate) Inhalation Solution. You have the option of canceling
our meeting of April 25, 2005, if these answers are clear to you. Ifyou choose to have

Item 3.1
Novartis asks, “Is the outcome of the actions taken by Novartis, outlined below,
acceptable to the A gency for approval of the NDA? o

Response:

The single dose study that you have submitted is not adequate to address the concerns

raised by the previous studies. A repetitive dose study similar to study 2306 is necessary.

The demographics of the individuals in the study should be consistent with asthma
patients in clinical practice and the duration of the study should be for the life of the
device. > : '

In regard to the revised patient instructions, the Division suggests that the patient in
picture 6 should be pictured with his head level, rather than leaning back. In addition it

Item 3.2
Novartis would like to clarify which patients were included in the Agency’s
calculations in Items 7 and § of the December 14, 2004, approvable letter.

7r’
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Response:
Your proposal is acceptable. Listed below are our proposed labeling revisions:
' b(4)
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Novartis requests clarification on whether the Jormat for the proposed safety update,
which would not include new tables for integrated safety data, is acceptable.

_ftem 3.3

Response:

This is acceptable. However, all adverse events (not just serious adverse events and
premature discontinuations due to an adverse event) must be reported for all studies,
where such data was not previously reported under the NDA.

Item 3.4
Novartis requests that the resubmission be considered as a Class ] Resubmission:

Response:

This determination will be made at the time of resubmission. However, it appears that
the resubmission will require review of data from a clinical study, and therefore not
qualify as a Class 1 resubmission.

Item 3.2
Novartis would like to clarify which patients were included in the Agency’s
calculations in Items 7 and 8 of the December 14, 2004, approvable letter.
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Response:
Your proposal is acceptable. Listed below are our proposed labeling revisions:
b(4)

If you have any questions,

please contact Ms. Akilah Green, Regulatory Project Manager,
at 301-827-5585.
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation I1

r

FACSIMILE TRANSMITTAL SHEET

Date: March 9, 2005

To: Ann Shea From: Akilah Green
Associate Director, Regulatory Affairs Regulatory Project Manager
Company: Novartis Pharmaceuticals Corp. Division of Pulmonary and Allergy Drug
Products
Fax number: 973-781-3966 Fax number: 301-827-1271
Phone number: 862-778-4567 Phone number: 301-827-5585

Subject: NDA 21-592 Information Request letter

Total no. of Pages including cover: 5

Comments:

Document to be mailed: X YES NO

- THIS DOCUMENT Is INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL,
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or
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}é DEPARTMENT OF HEALTH & HUMAN SERVICES | Public Health Service

Food and Drug Administration
Rockville, MD 20857 -

NDA 21-592 - IN FORMAT]ON REQUEST LETTER

Novartis Pharmaceuticals Corporation
One Health Plaza
East Hanover, New Jersey 07936-1080

Attention: Ann Shea
Associate Director, Drug Regulatory A ffairs

Dear Ms. Shea:

Please refer to your December 17, 2003, new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Foradil Certihaler (formoterol fumarate) -
Inhalation Powder. '

We also refer to your submission dated June 24, 2004.

approvable letter. .

General Device Comments

1.f/

n(4)

Patient Instructions for Use
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_§ -552(b.)(4) Trade Secret / C(jnfidential

_ X § 552(b)(4) Draft Labeling

~ § 552(b)(5) Deliberative Process »



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

Badrul Chowdhury
3/9/05 04:10:12 pM
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_./é DEPARTMENT OF HEALTH & HUMAN SERVICES ' Public Health Service

' Food and Drug Administration
Rockville, MD 20857

NDA 21-592

Novartis Pharmaceuticals Corporation
One Health Plaza
East Hanover, New Jersey 07936-1080

Attention: Ann Shea
' Associate Director, Drug Regulatory A ffairs

Dear Ms. Shea:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(b)
of the Federal Food, Drug, and Cosmetic Act for Sepracor Foradil Certihaler (formoterol
fumarate) Inhalation Powder.

Date: April 25, 2005
Time: 12:30-2:00 PM
Location: Parklawn Building

5600 Fishers Lane, 3" Floor Conference Room TBD
Rockville, Maryland 20857 :

CDER participants: Badrul A. Chowdhury, M.D., Ph.D., Division Director,
Eugene Sullivan, M.D., Deputy Director
Richard Nicklas, M.D., Clinical Reviewer
Richard Lostritto, Ph.D., Chemistry, Manufactuﬁng, and Controls
Team Leader
Craig Bertha, Ph.D,, Chemistry, Man‘ufacturing, and Controls
Reviewer- .
Akilah Green, Regulatory Project Manager
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NDA 21-592
Page 2

Sincerely,
{See appended electronic signature page}

Sandy Barnes
Supervisory CSO

Division of Pulmonary and Allergy Drug Products
Office of Drug Evaluation I1

Center for Drug Evaluation and Research

BPPEARS THIS WAY
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This is a representation of an electronic record that was
this page is the manifestation of the electronic signatur

signed electronically and

Akilah Green
3/7/05 04:36:48 pM
Signed for Sandy Barnes



Office of Druqg Safety

To: - Badrul Chowdhury, MD
‘Director, Division of Pulmonary and Allergy Drug Products
HFD-570

From: Kimberly Culley, R.Ph.
Safety Evaluator, Division of Medication Errors and Technical Support, Office of Drug Safety
HFD-420

Through: Alina Mahmud, R.Ph., Team Leader
Carol A. Holquist, R.Ph., Director
Division of Medication Errors and Technical Support, Office of Drug Safety

HFD-420 :
CC: Akilah Green )
Project Manager, Division of Pulmonary and Allergy Drug Products
HFD-570 :
Date: December 30, 2004
i

= Re: ODS Consult 03-0011-2 and 03-0011-3, Foradil Certihaler Patient Instructions for Use and Fducational
. Camgaign, NDA 21-§92 . e e e

This memorandum is in response to a November 28, 2004 and December 4, 2004 request from your Division for a
review of the Patients Instructions for Use and Educational Campaign for the drug product, Foradil Certihaler.

in the review of the Patients Instructions for Use and Educational Campaign, DMETS has attempted to focus on
safety issues relating to possibie medication errors. DMETS has identified the following areas of possible
improvement, which might minimize potential user error.

™

A. General Device Concerns

: ‘r—~

b{4)
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gned electronically and

Kimberly Culley
2/3/05 09:36:23 AM.
DRUG SAFETY OFFICE REVIEWER

Alina Mahmud
2/3/05 09:51:01 AM
DRUG SAFETY OFFICE REVIEWER

Carol Holquist
2/3/05 02:05:23 PM
DRUG SAFETY OFFICE REVIEWER

A



FAX
from:

Orin Tempkin, Ph.D.
Novartis Pharmaceuticals Corporation
One Health Plaza
East Hanover, NJ 07936

Global Regulatory CMC
Phone: (862) 778-6949
FAX: (973) 781-3320

To: Ms. Akilah Green, Regulatory Project Manager

Location: FDA

FAX: (301) 827-1271

Date: 22-Nov-2004 ' " 4 pages (incl. cover sheet)
Re: Foradil Certihaler, NDA 21-592 -

COMMENTS:

Ev

Dear Ms. Green,

Kindly refer to your fax of 17-Nov-2004 to Ann Shea regarding an additional CMC question
on Foradil Certihaler. Attached, please find Novartis's response, including our proposal for
tightened magnesium stearate specific surface area acceptance criteria.

Novartis will follow up with the hard copy submission.

Thank you for your attention.
Sincerely,

Orin Tempkin



Novartis Pharmaceuticals Corporation
Global Regulatory CMC

One Health Plaza

Eact Hanaver, NJ 07936-1080

) NOVARTIS | 562778 8300

Fax 973 781 6325

22-Nov-2004

Badrul Chowdhury, MD, Director NDA No. 21-592

Division of Pulmonary and Alfergy Foradil Certihaler (formoterol
Drug Products/HFD-570 fumarate inhalation powder)

Office of Drug Evaluation I
Attn: Document Control Room 10B-45 R to FAX dated
Center tor Drug Evaluation and Research 1;_ i‘p:‘z ;go:_ Chemiztry,

5600 Fishers Lane £ < dc i
Rockville, Maryland 20857 Manufacturing and Controls
Dear Dr. Chowdhury:

Kindly refer to the Division's fax of 17-Nov-2004 to Ms. Ann Shea, listing an additional CMC
question on Foradil Certihaler. Novartis is now-providing a response to this question.

Should you have any comments or questions regarding this. submission. or any other CMC issues,
please contact me directly at (862) 778-6949; FAX (973) 781-3320. if there are any general or
clinical-related issues, please contact Ms. Ann Shea, the DRA Therapeutic Area representative at
(862) 778-4567.

Sincerely,

W
AL

Orin Tempkin, Ph.D.
Associate Director
Global Regulatory CMC

Attachments
Submitted in duplicate

cc: Mr. Michael C. Rogers, Division of Emergency and Investigational Operations, FDA (cover
letter only) '

21592 22Nov2004.doc





