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Application: NDA 201688/000

21-DEC-2011Stamp Date: 

NOVARTIS PHARMS

1 HEALTH PLAZA BLDG 405 2006

EAST HANOVER, NJ  079361080

Applicant:  

3

520

Priority:  

Org. Code:  

27-MAY-2013Regulatory: 

TOBI Podhaler (tobramycin inhalation powBrand Name: 

Estab. Name: 

Generic Name:  

001; CAPSULE; TOBRAMYCIN; 28MG

Product Number;  Dosage Form;  Ingredient;  Strengths 

Action Goal: 

28-MAR-2013District Goal: 

Application Comment: 

FDA Contacts:  A. CUFF

M. SEGGEL

D. MATECKA

Project Manager

Review Chemist

Team Leader

(HF-01) 3017964061

3017961455

3017961415

ACCEPTABLE

PENDING

PENDING

WITHHOLD

PENDING

PENDING

PENDING

PENDING

PENDING

on 20-MAR-2013

on 05-DEC-2012

on 05-DEC-2012

on 18-OCT-2012

on 05-OCT-2012

on 22-JUN-2012

on 17-JAN-2012

on 17-JAN-2012

on 17-JAN-2012

by M. HEAYN

by EES_PROD

by EES_PROD

by S. HERTZ

by EES_PROD

by EES_PROD

by EES_PROD

by EES_PROD

by EES_PROD

(HFD-320)

(HFD-320)

3017964753

3017963203

Overall Recommendation:  

Reference ID: 3280494
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CFN: FEI:Establishment:

DMF No:  AADA: 

Responsibilities:  DRUG SUBSTANCE OTHER TESTER

QUALITY CONTROL TESTING EXCLUDING MICROBIAL TESTING. (on 11-JAN-2012 by A. CUFF (HF-01) 3017964061)Establishment 
Comment:  

CONTROL TESTING LABORATORYProfile:  OAI Status:  NONE

SUBMITTED TO OC

OC RECOMMENDATION

SUBMITTED TO OC

OC RECOMMENDATION

17-JAN-2012

18-JAN-2012

05-DEC-2012

06-DEC-2012

ACCEPTABLE

ACCEPTABLE

BASED ON PROFILE

BASED ON PROFILE

CUFFA

SMITHDE

CUFFA

STOCKM

Milestone Name                              Milestone Date Request Type Planned Completion Decision                      Creator                           

Reason                                                                 Comment                                                                                                                                           

Reference ID: 3280494

(b) (4)

(b) (4)

(b) (4)
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CFN: FEI:Establishment:

DMF No:  AADA: 

Responsibilities:  FINISHED DOSAGE OTHER TESTER

FINISHED DOSAGE STABILITY TESTER

QUALITY CONTROL AND STABILITY TESTING FOR DRUG PRODUCT (on 11-JAN-2012 by A. CUFF (HF-01) 3017964061)Establishment 
Comment:  

CONTROL TESTING LABORATORYProfile:  OAI Status:  NONE

10-Day Letter

SUBMITTED TO OC

SUBMITTED TO DO

DO RECOMMENDATION

OC RECOMMENDATION

SUBMITTED TO OC

OC RECOMMENDATION

LAST FDA INSPECTION IN  COVERED THE SAME PROFILE, WITH A FINAL 
CLASSIFICATION ) OF NAI.

17-JAN-2012

18-JAN-2012

12-FEB-2012

13-FEB-2012

05-DEC-2012

06-DEC-2012

ACCEPTABLE

ACCEPTABLE

ACCEPTABLE

BASED ON FILE REVIEW

DISTRICT RECOMMENDATION

BASED ON PROFILE

CUFFA

SMITHDE

BRYKMANR

INYARDA

CUFFA

STOCKM

Milestone Name                              Milestone Date Request Type Planned Completion Decision                      Creator                           

Reason                                                                 Comment                                                                                                                                           

Reference ID: 3280494

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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CFN: FEI:Establishment:

DMF No:  AADA: 

Responsibilities:  FINISHED DOSAGE MANUFACTURER

DEVICE SITE MANUFACTURER (on 22-JUN-2012 by A. CUFF (HF-01) 3017964061)Establishment 
Comment:  

DEVICE KIT ASSEMBLERProfile:  OAI Status:  NONE

Product Specific 

Product Specific 

Product Specific 

Product Specific 

Product Specific 

Product Specific 

SUBMITTED TO OC

SUBMITTED TO DO

ASSIGNED INSPECTION TO IB

SUBMITTED TO DO

ASSIGNED INSPECTION TO IB

INSPECTION PERFORMED

INSPECTION SCHEDULED

OC RECOMMENDATION

SUBMITTED TO OC

SUBMITTED TO DO

ASSIGNED INSPECTION TO IB

DO RECOMMENDATION

OC RECOMMENDATION

SEE EESQUESTIONS EMAIL DATED 6/21/12 FOR THIS NDA

DEVICE INVESTIGATOR REQUIRED

RECOMMENDATION PROVIDED BY CDRH/OC.  AN INTER-CENTER CONSULT WAS INITIATED 
ON 10/5/12 TO PERFORM A QUALITY SYSTEM REVIEW OF THE OBSERVATIONS FOUND ON 
INSPECTION, THE FIRM¿S RESPONSE, AND THE EIR.  CDRH/OC RECOMMENDATION IS TO 
CLASSIFY THE INSPECTION AS  OF THE PENDING NDA, PER 
REVIEW MEMORANDUM DATED .

PLEASE NOTE THAT THIS IS A DEVICE MANUFACTURING SITE FOR THE NDA.  IF AN 
INSPECTION IS DONE, PLEASE SEND A DEVICE SPECIALIST.

PER EMAIL FROM S. HERTZ, 3/18/13, WITH AC MEMO FROM CDRH

RECOMMENDATION PROVIDED BY CDRH/OC.  CDRH/OC PROVIDED A REVIEW OF FIRM¿S 
RESPONSE TO  DEFICIENCY LETTER ON  AND FOUND THAT THE 
DEFICIENCIES APPEAR TO BE ADEQUATELY ADDRESSED.  CDRH/OC RECOMMENDATION IS 
TO CLASSIFY THIS SITE AS ACCEPTABLE.

22-JUN-2012

22-JUN-2012

23-JUN-2012

26-JUN-2012

30-JUN-2012

18-OCT-2012

05-DEC-2012

07-DEC-2012

07-DEC-2012

18-MAR-2013

19-MAR-2013

WITHHOLD

ACCEPTABLE

ACCEPTABLE

DISTRICT RECOMMENDATION

BASED ON FILE REVIEW

DISTRICT RECOMMENDATION

CUFFA

INYARDA

PHILPYE

INYARDA

PHILPYE

IRIVERA

IRIVERA

HERTZST

CUFFA

STOCKM

PHILPYE

PHILPYE

HERTZST

Milestone Name                              Milestone Date Request Type Planned Completion Decision                      Creator                           

Reason                                                                 Comment                                                                                                                                           

Reference ID: 3280494

(b) (4)

(b) (4)

(b) (4) (b) (4)

(b) (4) (b) (4)

(b) (4)(b) (4)

(b) (4)

(b) (4)
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CFN: FEI:Establishment:

DMF No:  AADA: 

Responsibilities:  FINISHED DOSAGE PACKAGER

PACKAGING FOR DRUG PRODUCT (on 11-JAN-2012 by A. CUFF (HF-01) 3017964061)Establishment 
Comment:  

CAPSULES, PROMPT RELEASEProfile:  OAI Status:  NONE

10-Day Letter

Product Specific 

SUBMITTED TO OC

SUBMITTED TO DO

DO RECOMMENDATION

OC RECOMMENDATION

SUBMITTED TO OC

SUBMITTED TO DO

DO RECOMMENDATION

OC RECOMMENDATION

PLEASE CHECK TO SEE IF THE CURRENT PROFILE IN FACTS IS INCORRECT - PER CMS 
THIS FIRMS SEEMS LIKE A PACKAGER OF SOLID ORAL DOSAGE AND NOT ADM - ADM MAY 
COME FROM INTENDED USE OF PRODUCT AS CAPSULES ARE INSERTED INTO AN 
INHALATION DEVICE - SITE APPEARS TO BE PACKAGING THE CAPSULES.

FIRM PACKAGES CAPSULES INTO BLISTERS FOR MULTIPLE FINAL PACKAGES - PROFILED 
INCORRECTLY IN FACTS- AC

SEE PREVIOUS DO REC - PACKAGING ONLY.

17-JAN-2012

18-JAN-2012

21-JAN-2012

22-JAN-2012

05-DEC-2012

07-DEC-2012

29-JAN-2013

29-JAN-2013

ACCEPTABLE

ACCEPTABLE

ACCEPTABLE

ACCEPTABLE

BASED ON FILE REVIEW

BASED ON PROFILE

BASED ON FILE REVIEW

DISTRICT RECOMMENDATION

CUFFA

SMITHDE

PHILPYE

SMITHDE

CUFFA

SHARPT

PHILPYE

SMITHDE

Milestone Name                              Milestone Date Request Type Planned Completion Decision                      Creator                           

Reason                                                                 Comment                                                                                                                                           

Reference ID: 3280494

(b) (4) (b) (4)

(b) (4)
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CFN: FEI:Establishment:

DMF No:  AADA: 

Responsibilities:  DRUG SUBSTANCE OTHER TESTER

MICROBIAL QUALITY CONTROL TESTING (on 11-JAN-2012 by A. CUFF (HF-01) 3017964061)Establishment 
Comment:  

CONTROL TESTING LABORATORYProfile:  OAI Status:  NONE

SUBMITTED TO OC

OC RECOMMENDATION

SUBMITTED TO OC

OC RECOMMENDATION

17-JAN-2012

18-JAN-2012

05-DEC-2012

06-DEC-2012

ACCEPTABLE

ACCEPTABLE

BASED ON PROFILE

BASED ON PROFILE

CUFFA

SMITHDE

CUFFA

STOCKM

Milestone Name                              Milestone Date Request Type Planned Completion Decision                      Creator                           

Reason                                                                 Comment                                                                                                                                           

Reference ID: 3280494

(b) (4) (b) (4)

(b) (4)
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NOVARTIS

150 INDUSTRIAL RD
SAN CARLOS, CA  940706256

CFN: 3007886374FEI:Establishment:

DMF No:  AADA: 

Responsibilities:  FINISHED DOSAGE MANUFACTURER

FINISHED DOSAGE OTHER TESTER

FINISHED DOSAGE STABILITY TESTER

PROFILE CHANGED FROM CHG TO ADM BASED ON RECOMMENDATION OF DGMPA FACILITY REVIEWER AND 
CONCURRENCE FROM NDMAB BRANCH CHIEF. SITE IS MANUFACTURING CAPSULES WITH A SPRAY-DRIED 
DISPERSION THAT IS INTENDED FOR INHALATION THROUGH A PODHALER. WHILE CHG COVERS THE CAPSULES 
PART OF THE PROCESS, IT DOES NOT CAPTURE THE COMPLEXITY OF THE CAPSULE FOR INHALATION. (on 10-MAY-
2012 by D. SMITH (HFD-323) 3017965321)
PRODUCT DEVELOPMENT AND MANUFACTURING INCLUDE ELEMENTS OF QBD.  PQM MEMO WILL BE FILED IN 
DARRTS.  IT MAY BE USEFUL TO HAVE CMC REVIEWER PARTICIPATE IN INSPECTION. (on 07-MAR-2012 by M. SEGGEL
() 3017961455)
MANUFACTURING, QUALITY CONTROL AND STABILITY TESTING FOR DRUG PRODUCT (on 11-JAN-2012 by A. CUFF 
(HF-01) 3017964061)

Establishment 
Comment:  

AEROSOL DISPERSED MEDICATIONProfile:  OAI Status:  NONE

Product Specific 

Product Specific 

10-Day Letter

Product Specific 

SUBMITTED TO OC

SUBMITTED TO DO

ASSIGNED INSPECTION TO IB

INSPECTION SCHEDULED

INSPECTION PERFORMED

DO RECOMMENDATION

OC RECOMMENDATION

SUBMITTED TO OC

SUBMITTED TO DO

ASSIGNED INSPECTION TO IB

DO RECOMMENDATION

THE FORM FDA 483 WAS ISSUED ON 9/27/12.  THE OBSERVATIONS PERTAINING TO THE 
DRUG CGMPS APPEAR TO BE VAI IN NATURE.  SEVERAL CORRECTIVE ACTIONS WERE 
INITIATED/COMPLETED PRIOR TO THE CLOSE OUT MEETING.  THE FIRM PLANS TO 
RESPOND IN WRITING TO EACH OBSERVATION WITHIN 15 CALENDAR DAYS. OVERALL, 
SAN-DO PLANS TO RECOMMEND ¿ACCEPTABLE¿ FOR THE DRUG PORTION OF THE NDA.

THE FORM FDA 483 WAS ISSUED ON 9/27/12.  THE OBSERVATIONS PERTAINING TO THE 
DRUG CGMPS APPEAR TO BE VAI IN NATURE.  SEVERAL CORRECTIVE ACTIONS WERE 
INITIATED/COMPLETED PRIOR TO THE CLOSE OUT MEETING.  THE FIRM PLANS TO 
RESPOND IN WRITING TO EACH OBSERVATION WITHIN 15 CALENDAR DAYS. OVERALL, 
SAN-DO PLANS TO RECOMMEND ¿ACCEPTABLE¿ FOR THE DRUG PORTION OF THE NDA.

PAI ALREADY PERFORMED; NDA HAS BEEN SENT THROUGH FOR ANOTHER REVIEW 
CYCLE.

PER FIRM'S RESPONSE TO 483 DATED 10/12/12, AND DISCUSSION WITH SCSO INOKON ON 
3/13/13, ALL CORRECTIVE ACTIONS STEMMING FROM THE 9/12-27/12 PAI INSPECTION FOR 
NDA 201688 APPEARED ADEQUATE. SAN-DO RECOMMENDS ACCEPTABLE.

17-JAN-2012

18-JAN-2012

24-JAN-2012

24-AUG-2012

27-SEP-2012

27-SEP-2012

11-OCT-2012

05-DEC-2012

06-DEC-2012

18-JAN-2013

14-MAR-2013

27-SEP-2012

ACCEPTABLE

ACCEPTABLE

ACCEPTABLE

INSPECTION

DISTRICT RECOMMENDATION

ADEQUATE FIRM RESPONSE

CUFFA

SMITHDE

WMILLAR

WMILLAR

LDESOUZA

LDESOUZA

SAFAAIJAZIR

CUFFA

STOCKM

LDESOUZA

LDESOUZA

Milestone Name                              Milestone Date Request Type Planned Completion Decision                      Creator                           

Reason                                                                 Comment                                                                                                                                           

Reference ID: 3280494
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OC RECOMMENDATION 18-MAR-2013 ACCEPTABLE

DISTRICT RECOMMENDATION

SAFAAIJAZIR

Reference ID: 3280494

APPEARS THIS WAY ON ORIGINAL
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NOVARTIS PHARMA AG

LICHTSRASSE 35
BASEL, , SWITZERLAND  

9611204CFN: 3007303963FEI:Establishment:

DMF No:  AADA: 

Responsibilities:  DRUG SUBSTANCE OTHER TESTER

QUALITY CONTROL TESTING (EXCLUDING EP SPECIFIC TEST) INCLUDING MICROBIAL TESTING (on 11-JAN-2012 by A. 
CUFF (HF-01) 3017964061)

Establishment 
Comment:  

CONTROL TESTING LABORATORYProfile:  OAI Status:  NONE

GMP Inspection

GMP Inspection

SUBMITTED TO OC

SUBMITTED TO DO

ASSIGNED INSPECTION TO IB

INSPECTION SCHEDULED

DO RECOMMENDATION

OC RECOMMENDATION

SUBMITTED TO OC

OC RECOMMENDATION

17-JAN-2012

18-JAN-2012

21-JAN-2012

30-MAY-2012

17-OCT-2012

17-OCT-2012

05-DEC-2012

06-DEC-2012

19-JUL-2012

ACCEPTABLE

ACCEPTABLE

ACCEPTABLE

INSPECTION

DISTRICT RECOMMENDATION

BASED ON PROFILE

CUFFA

SMITHDE

PHILPYE

PHILPYE

PHILPYE

SMITHDE

CUFFA

STOCKM

Milestone Name                              Milestone Date Request Type Planned Completion Decision                      Creator                           

Reason                                                                 Comment                                                                                                                                           

Reference ID: 3280494
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NOVARTIS PHARMACEUTICALS CORP

OLD MILL RD
SUFFERN, NY  10901

2416082CFN: 2416082FEI:Establishment:

DMF No:  AADA: 

Responsibilities:  DRUG SUBSTANCE OTHER TESTER

FINISHED DOSAGE OTHER TESTER

FINISHED DOSAGE STABILITY TESTER

QUALITY CONTROL TESTING (EXCLUDING EP SPECIFIC TEST) INCLUDING MICROBIAL TESTING (on 11-JAN-2012 by A. 
CUFF (HF-01) 3017964061)

Establishment 
Comment:  

CONTROL TESTING LABORATORYProfile:  OAI Status:  NONE

SUBMITTED TO OC

OC RECOMMENDATION

SUBMITTED TO OC

OC RECOMMENDATION

17-JAN-2012

18-JAN-2012

05-DEC-2012

06-DEC-2012

ACCEPTABLE

ACCEPTABLE

BASED ON PROFILE

BASED ON PROFILE

CUFFA

SMITHDE

CUFFA

STOCKM

Milestone Name                              Milestone Date Request Type Planned Completion Decision                      Creator                           

Reason                                                                 Comment                                                                                                                                           

Reference ID: 3280494
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CFN: FEI:Establishment:

DMF No:  AADA: 

Responsibilities:  FINISHED DOSAGE OTHER TESTER

FINISHED DOSAGE STABILITY TESTER

MICROBIOLOGICAL TESTING - QUALITY CONTROL AND STABILITY TESTING (on 11-JAN-2012 by A. CUFF (HF-01) 
3017964061)

Establishment 
Comment:  

CONTROL TESTING LABORATORYProfile:  OAI Status:  NONE

10-Day Letter

SUBMITTED TO OC

SUBMITTED TO DO

DO RECOMMENDATION

OC RECOMMENDATION

SUBMITTED TO OC

OC RECOMMENDATION

A CGMP INSPECTION CONDUCTED  FOCUSED ON THE LABORATORY AND QUALITY
SYSTEMS.  NO FDA 483 WAS ISSUED.  SEVERAL VERBAL OBSERVATIONS WERE 
DISCUSSED AND CORRECTED PRIOR TO THE CLOSE OUT.  METHOD VALIDATION AND 
METHOD TRANSFER WERE COMPLETED.   RECOMMENDS THIS FIRM AS 
ACCEPTABLE.

17-JAN-2012

18-JAN-2012

20-JAN-2012

22-JAN-2012

05-DEC-2012

06-DEC-2012

ACCEPTABLE

ACCEPTABLE

ACCEPTABLE

BASED ON FILE REVIEW

DISTRICT RECOMMENDATION

BASED ON PROFILE

CUFFA

SMITHDE

MFADDEN

SMITHDE

CUFFA

STOCKM

Milestone Name                              Milestone Date Request Type Planned Completion Decision                      Creator                           

Reason                                                                 Comment                                                                                                                                           

Reference ID: 3280494

(b) (4)(b) (4)

(b) (4)

(b) (4)

(b) (4)



March 20, 2013 12:55 PM

FDA CDER EES
ESTABLISHMENT EVALUATION REQUEST 

DETAIL REPORT 

FDA Confidential - Internal Distribution Only Page 12 of 13

CFN: FEI:Establishment:

DMF No:  AADA: 

Responsibilities:  FINISHED DOSAGE OTHER TESTER

IN-PROCESS CONTROL TESTING FOR DRUG PRODUCT (on 11-JAN-2012 by A. CUFF (HF-01) 3017964061)Establishment 
Comment:  

CONTROL TESTING LABORATORYProfile:  OAI Status:  NONE

SUBMITTED TO OC

OC RECOMMENDATION

SUBMITTED TO OC

OC RECOMMENDATION

17-JAN-2012

18-JAN-2012

05-DEC-2012

30-JAN-2013

ACCEPTABLE

ACCEPTABLE

BASED ON PROFILE

BASED ON PROFILE

CUFFA

SMITHDE

CUFFA

SHARPT

Milestone Name                              Milestone Date Request Type Planned Completion Decision                      Creator                           

Reason                                                                 Comment                                                                                                                                           

Reference ID: 3280494

(b) (4) (b) (4)

(b) (4)
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CFN: FEI:Establishment:

DMF No:  AADA: 

Responsibilities:  DRUG SUBSTANCE MANUFACTURER

DRUG SUBSTANCE STABILITY TESTER

MANUFACTUING, QUALITY CONTROL AND STABILITY TESTING FOR DRUG SUBSTANCE (on 11-JAN-2012 by A. CUFF 
(HF-01) 3017964061)

Establishment 
Comment:  
Profile:  OAI Status:  NONE

SUBMITTED TO OC

OC RECOMMENDATION

SUBMITTED TO OC

OC RECOMMENDATION

17-JAN-2012

18-JAN-2012

05-DEC-2012

06-DEC-2012

ACCEPTABLE

ACCEPTABLE

BASED ON PROFILE

BASED ON PROFILE

CUFFA

SMITHDE

CUFFA

STOCKM

Milestone Name                              Milestone Date Request Type Planned Completion Decision                      Creator                           

Reason                                                                 Comment                                                                                                                                           

Reference ID: 3280494

(b) (4) (b) (4)

(b) (4)

(b) (4)

(b) (4)
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Initial Quality Assessment 
Branch V 

Division of New Drug Quality Assessment II 
 

 
OND Division:  Division of Anti-Infective Products (DAIP) 

NDA:  201-688 
Applicant:  Novartis Pharmaceutical Corporation 

Stamp Date:  December 21, 2011 
Proposed Trademark: TOBI® PodhalerTM (proposed name) 

Established Name: Tobramycin inhalation powder 
Dosage Form: Inhalation powder 

Route of Administration:  Oral inhalation 
Strength: 28 mg 

Indication: Management of cystic fibrosis patients with 
Pseudomonas aeruginosa 

Reviewer: Mark Seggel, Ph.D. 
  
 YES NO 

Acceptable for filing:   
Comments for 74-Day Letter   

 

Background 
 
The drug product proposed via this NDA 505(b)(1), TOBI® PodhalerTM (tobramycin 
inhalation powder), is indicated for the management of cystic fibrosis patients with 
Pseudomonas aeruginosa (which is the same indication as for TOBI® (tobramycin 
inhalation solution) approved via NDA 50-753).  
 
TOBI® PodhalerTM is a new formulation of tobramycin for inhalation to be delivered 
with a dry powder inhaler (T-326 Inhaler). TOBI® PodhalerTM was developed as a 
treatment alternative to TOBI® and designed to deliver high concentrations of 
tobramycin directly to the site of infection in the endobronchial space. The applicant 
claims that TOBI® PodhalerTM provides a more convenient treatment alternative for the 
heavily treatment burdened cystic fibrosis patients. 
 
The stamp date for this NDA is December 21, 2011. As established by DAIP, this NDA 
will be reviewed on a standard (10 month) timeline with the PDUFA goal date of October 
19, 2012.  
 
NDA contains QbD elements and a design space is described for a drug product 
manufacturing unit operation. There are no reduced testing or RTRT schemes in the NDA.  
 
IND Development 
 

 Page 1 of 15 
 

Reference ID: 3092355









 

 
Comment: As recommended by the Agency at the EOP2 meeting, the endotoxins test has 
been included in the drug substance specification for this NDA. The proposed endotoxins 
and microbial limits tests and acceptance criteria should be consulted with the OPS 
Microbiology Product Quality Staff. It would be beneficial to compare the drug 
substance specification proposed in the current NDA with the tobramycin specification 
approved via referenced NDA 50-753, specifically, via recent CBE-0 supplement to this 
NDA, S-013 (approved on September 19, 2011). 
 
Drug Product 
 
The drug product (TBM100, 28 mg inhalation powder hard capsule) is a white to almost 
white powder filled into size #2 clear, hypromellose capsules imprinted in blue ink with 

the text “NVR AVCI” on one half and “ ” on the other half of the capsule: 
 
The recommended dosage of TOBI® PodhalerTM for both adults and pediatric patients 6 
years of age and older is the inhalation of the contents of four TOBI® PodhalerTM 
capsules, 28 mg each (corresponds to a target delivered dose of 25.5 mg tobramycin per 
capsule) twice-daily for 28 days using the Podhaler inhaler. Dosage is not adjusted by 
weight. All patients should be administered four 28 mg capsules twice daily.  
 
Each TOBI® Podhaler package is a 4-week (28-day) supply containing four individual 
weekly packs (each pack is a 1-week supply), one reserve Podhaler inhaler (to be used if 
needed) and its storage case.  
 
Each weekly pack of TOBI Podhaler contains one Podhaler inhaler and its storage case 
and seven blister cards (one card for each day of the week).  
 
Each blister card contains eight (8) TOBI Podhaler capsules (four capsules for inhalation 
in the morning and four capsules for inhalation in the evening). 
 
TBM100 inhalation powder is manufactured by spray-drying an oil-in-water emulsion 
(using Novartis’ proprietary PulmoSphere™ formulation technology). The manufacturing 
process for TBM100 28 mg inhalation powder hard capsules utilizes the following 
operations: . 
 
The components and composition of the powder, capsule shell and printing ink are 
outlined below: 
 
 
 

 Page 5 of 15 

Reference ID: 3092355

(b) (4)









 

As mentioned above, the finished capsules are packaged in laminated aluminum-
aluminum “peel-foil” unit dose blisters. Section 4 of 3.2.P.2 includes some information 
on the toxicological evaluation of the blisters (i.e., extractables and leachables). 
Comment: Although some information on type and levels of extractables is provided in 
Tables 4-1 and 4-2, details of these studies have not been found. Additional information 
may be provided in DMF  These results may be discussed with the pharm/tox 
reviewer as necessary.  
 
TBM100 inhalation powder is delivered by the T-326 Inhaler, which is a hand-held, 
manually-operated, breath-activated, unit-dose dry-powder inhaler that uses no batteries 
or electronics. Flow produced by patient inhalation evacuates the inhalation powder from 
the capsule, disperses particles into the inspiratory air stream, and delivers the drug into 
the lung. Characterization studies of the product have been performed and a summary is 
provided in Table 4-3 of the 3.2.P.2 section - Pharmaceutical Development (attached 
below as Appendix III). They include: stability of primary unprotected package; 
capsule/inhaler batch matching; effect of varying flow rates; dose build-up and flow 
resistance over an in-use period of 7 days; priming; effect of orientation; shaking and 
dropping (after capsule piercing); effect of patient use (e.g., planned return inhaler 
evaluation and clinical complaint inhaler evaluation; impact of vibration; shock and drop 
of the inhalation device; effect of moisture; photostability; device ruggedness; cleaning; 
and the primary stability studies described in 3.2.P.8. Comments: Discussions with the 
medical team and pulmonary chemists will be valuable in evaluation of the results of 
these studies. Also, review of DMF  may provide additional information, e.g., is 
there any information on leachables from the device? Consultation with CDRH is not 
requested at this time but will be initiated, if necessary, to evaluate specific aspects of the 
device design, construction and performance. These studies should be also reviewed in 
the context of their possible implications on the labeling, e.g., cleaning instructions.  
 
Registration stability studies have been conducted with three production-scale batches 
manufactured at Novartis Pharmaceuticals, San Carlos, USA: 36 months stability data are 
available on these production scale batches packaged in aluminum blister card (with and 
without overwrap). A 36 months shelf-life for TBM100 28 mg inhalation powder hard 
capsule along with the following storage conditions statement: “Store at 25 °C (77 °F). 
Excursions permitted to 15-30 °C (59-86 °F) [See USP Controlled room Temperature]. 
Protect from moisture.” have has been proposed. Comment: The packaging intended for 
the commercial use does not propose using an overwrap for the blisters. 
 
Labeling 
 
Draft container and carton labels are provided in Module 1. The package insert is 
provided in the PLR format.  
 
EES Information 
 
All facilities involved in the manufacture of the proposed drug substance and the drug 
product were entered into EES by Althea Cuff on January 12, 2012. Comments: A 
question was raised if the facility that manufactures the device should also be inspected. 
It should be noted that those facilities are not normally included in EERs for NDAs in the 
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Pulmonary Division and, therefore, it was not submitted to EES for the current NDA. The 
Product Quality and Manufacturing Memo (PQM Memo) for the drug product 
manufacturing facility should be prepared in consultation with the QbD Liaison. 
 
Comparability Protocols 
 
Several comparability protocols (CPs) have been proposed in this NDA (Section 3.2.R): 
 

1. Comparability protocol for post-approval change in  for T-326 Inhaler. 
2. Comparability protocol for post-approval addition of an alternate supplier of 

DSPC. 
3. Comparability protocol for post-approval addition of supplier capsule shell. 
4. Comparability protocol for post-approval addition of an alternate primary 

packaging site. 
5. Comparability protocol for post-approval change in batch size  

 
6. Comparability protocol for post-approval change in  

manufacturing. 
 

Each CP contains the following sections: 
 

1. Objective 
2. Description of planned changes 
3. Specific tests and studies to be performed 
4. Acceptance Criteria 
5. Documentation to be provided in the submission under comparability protocol 
6. Reporting category 
7. Equivalence not demonstrated under this protocol 
8. Commitment 

 
Comment: These CPs will be reviewed by Dr. Brian Rogers from Branch VI. 
 
Comments/Recommendations 
 
Based on the information submitted, this NDA was judged to be complete for filing from 
the CMC perspective. There are no comments for inclusion in the 74-day letter. Issues, 
which may merit more discussion, are highlighted above as Comments in this IQA. A 
consultation from the OPS Microbiology Product Quality and ONDQA 
Biopharmaceutics groups should be requested. PQM Memo should be prepared for the 
drug product manufacturing facility. 
 
 Dorota Matecka   See DARRTS 
 CMC Lead    Date 
 
 Rapti Madurawe  See DARRTS 
 Branch Chief    Date 
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