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To: NDA 200-677 
Date 14 Dec 2012 

Applicant Novartis Pharmaceuticals Corporation 
Drug: Signifor® (pasireotide) solution for injection 

Subject Overall Quality Recommendation 
Reviewer Dr. Olen Stephens 

 
 Pursuant the overall “acceptable” recommendation given on 14-Dec-2012 for the 
manufacturing facilities by the Office of Compliance, CMC recommends that NDA application 
200-677 be approved.  All labeling changes have been communicated to the applicant through 
the clinical project manager.  There are no pending CMC review deficiencies. 
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HFD-/Division File 
HFD-510 
HFD-510/J. Johnson 
 
            
        Olen Stephens, Ph.D. 
        Chemistry Reviewer 
 
            
        Ali Al-Hakim, Ph.D. 
        Branch VII Chief, ONDQA 
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12/14/2012
CMC recommendation: approval

ALI H AL HAKIM
12/14/2012
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From the CMC point of view, the NDA is recommended for approval. There are no pending CMC
deficiencies to resolve.

The overall recommendation is still pending from the Office of Compliance for GMP inspections.
The CMC recommendation does not include cGMP findings.

ALI H AL HAKIM
10/16/2012
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Division of Metabolism and Endocrinology Products 

 

NDA: 200677 

Applicant: Novartis Pharmaceuticals Corp. 

Stamp Date: 21-JUN-2011 

PDUFA Date: 20-APR-2012 

Proposed Proprietary Name: Signifor 

Established Name: Pasireotide 

Dosage form and strength: Solution for injection  

0.3, 0.6, 0.9 mg/mL (free base) 

Route of Administration: Subcutaneous injection 

Indications: Cushing’s disease 

 

 

CMC Lead: Su (Suong) Tran, ONDQA 

 

ONDQA Fileability: Yes 

 

Are there comments for the 74-day letter? Yes. 

• FDA does not routinely designate official names of drugs. Apply for a U.S. Adopted Name for your 

drug substance (reference is made to the U.S. Pharmacopeia Dictionary for details) and advise us of 

the progress of your application. 

• Confirm that there was no major manufacturing change associated with the drug substance 

manufacturing transfer from  

• In section 3.2.P.2, regarding the qualification of the proposed , you state that 

no leachable was found greater than the detection limit of  (later changed to  with 

an optimized test method). Provide information in support of the detection limit being an appropriate 

safety threshold. 

• Provide the location in the NDA of the information on the functionality testing of the assembled pre-

filled syringe, which should cover attributes such as plunger release force and travel force. 

• The primary stability batches submitted in the NDA are Y0670704, Y0690704, Y0710804, 

Y0730704, Y0750704, and Y0770804, all packaged in the  syringes. In section 

3.2.P.8.1 you indicate that these batches were manufactured at  and in 

Reference ID: 2997733

(b) (4)

(b) (4)

(b) (4)
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section 3.2.P.5.4 the same batches were manufactured at  Clarify 

the manufacturing site of the primary stability batches and provide information (e.g., process, 

equipment) to compare the manufacturing site of the stability batches to the commercial 

manufacturing site. 

• In section 3.2.P.8.2 you indicate that three production scale batches of the 0.3 mg/mL and 0.9 mg/mL 

strengths were manufactured in  2009, each batch packaged in the proposed 

commercial pre-filled syringes from  Confirm that these 

production scale batches were manufactured at the commercial site Novartis Stein. You also state that 

these batches were placed on stability studies. Explain why stability data from these batches are not 

included in the NDA. 

• Considering the increasing trend in degradation and decreasing trend in assay results observed in the 

primary stability batches when stored at 25 °C/60% RH and 30 °C/70% or 75% RH, we advise you to 

label the product for long-term storage under refrigerated conditions based on the better stability 

profile at 5 °C. 
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CONSULTS/ CMC 
RELATED REVIEWS 

COMMENT 

CBER Not applicable  
CDRH Not applicable. The injectable solution is packaged in a pre-filled 

single-use glass syringe. 
EA The categorical exclusion claim will be assessed by Primary 

Reviewer. 
Compliance (OMPQ) EER was sent to Compliance by ONDQA PM (K. Sharma) on 22-

JUN-2011. 
Methods Validation Validation may be requested of FDA labs after test methods are 

finalized. 
Microbiology Review of sterility assurance.  
OBP Not applicable 
ONDQA Biopharm Review of the biowaiver request (glass vial vs. pre-filled syringe). 
OSE Labeling consult request will be sent as part of DMEP’s request. 
Pharm/Tox Not applicable (Impurities/degradants limits are within FDA’s 

qualification threshold for  impurities and ICH’s 
qualification threshold specific to the maximum daily dose.) 

QbD Not applicable 
 
This is an electronic NDA, filed as a 505(b)(1) application, with the supporting IND 68635. 
 
The drug substance is pasireotide diaspartate: New Molecular Entity (NME), synthetic cyclohexapeptide 
(molecular weight 1313) produced by  and somatostatin analogue. 
 
The drug product is an immediate-release solution for SC injection in the dosage strengths of 0.3, 0.6, 0.9 
mg/mL (free base). The product will be packaged in pre-filled single-use glass syringes. The product is 
ligh-sensitive and will be stored at room temperature. 

 

Maximum daily dose is 1.8 mg pasireotide. 
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Has all information requested during the IND phases, and at the pre-NDA meetings been included?  
Yes. 
 

Drug substance: 
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9. 

Are additional manufacturing, packaging and 
control/testing laboratory sites are identified on FDA Form 
356h or associated continuation sheet. For each site, does 
the application list: 

• Name of facility, 
• Full address of facility including street, city, state, 

country  
• FEI number for facility (if previously registered with 

FDA) 
• Full name and title, telephone, fax number and email 

for on-site contact person. 
• Is the manufacturing responsibility and function 

identified for each facility?, and 
• DMF number (if applicable) 

x   

10. Is a statement provided that all facilities are ready for GMP 
inspection at the time of submission? x   

* If any information regarding the facilities is omitted, this should be addressed ASAP with the applicant and can be a potential filing issue or 
a potential review issue. 

C. ENVIRONMENTAL ASSESMENT 
 Parameter Yes No Comment 

11. Has an environmental assessment report or categorical 
exclusion been provided? x   

 
D. DRUG SUBSTANCE/ACTIVE PHARMACEUTICAL INGREDIENT (DS/API) 

 Parameter Yes No Comment 

12. Has an environmental assessment report or categorical 
exclusion been provided? x   

13. Does the section contain a description of the DS 
manufacturing process? X   

14. Does the section contain identification and controls of 
critical steps and intermediates of the DS? X   

15. Does the section contain information regarding the 
characterization of the DS? X   

16. Does the section contain controls for the DS? X   

17. Has stability data and analysis been provided for the drug 
substance? X   

18. Does the application contain Quality by Design (QbD) 
information regarding the DS?  x  

19. Does the application contain Process Analytical 
Technology (PAT) information regarding the DS?  x  
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