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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number. 218276 

Applicant Name Novartis Pharmaceuticals Corp. 

Drug Product Name FABHALTA (iptacopan) 

Dosage Form.   Capsule 

Proposed Strength(s)   200 mg 

Route of 
Administration 

  Oral 

Maximum Daily Dose 400 mg 

Rx/OTC Dispensed   Rx 

Proposed Indication 
Indicated for the treatment of  
paroxysmal nocturnal hemoglobinuria 

Drug Product 
Description 

Capsules containing 200 mg iptacopan packaged in HDPE 

bottles with child-resistant closures. 

Co-packaged product 
information 

N/A 

 Device information: N/A 

Storage Temperature/ 
Conditions 

 20 to 25oC 

Review Team 

Discipline  Primary  Secondary 

Drug Substance 
Ben Zhang 
ONDP/DNDAPI/NDB3 

Zhengfu Wang 
ONDP/DNDAPI/NDB3 

Drug Product/ 
Labeling 

Charudharshini 
Srinivasan 
ONDP/DNDPIII/NDPB5 

Theodore Carver 
ONDP/DNDPIII/NDPB5 

Manufacturing 
Ke Ren 
OPMA/DPMAIII/PMB7 

Alexander 
Gontcharov 
OPMA/DPMAIII/PMB7 
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Biopharmaceutics 
Zhuojun Zhao 
ONDP/DB/BB3 

Haritha Mandula 
ONDP/DB/BB3 

Microbiology N/A  

Other (specify): 
 
 

N/A  

RBPM 
Musse Olani 
OPRO/DRBPMI/RBPMB2 

ATL 
Theodore Carver 
ONDP/DNDPIII/NDPB5 

Consults N/A 

 

2. Final Overall Recommendation  - Approval 

3. Action Letter Information 

a. Expiration Dating: 

An expiry dating period of 24 months is granted for the drug product when stored 

at 20oC to 25oC. 

b. Additional Comments for Action 
 None. 

 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

 

1. Background 

The Applicant, Novartis is seeking approval for marketing of this 505(b)(1) 

New Drug Application, which has orphan drug and breakthrough therapy 

designations for treatment of  paroxysmal nocturnal 

hemoglobinuria. The NDA  relying upon results of a pivotal Phase 3 study to 

support approval. The drug product consists of 200 mg of the iptacopan 

hydrochloride monohydrate drug substance filled into size 0 hard gelatin 

capsules with no added excipients. This Integrated Quality Assessment 

includes drug substance, drug product, manufacturing, and biopharmaceutics 

reviews. 
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The NDA included long-term (12 months), 

intermediate (12 months), and accelerated stability data (6 months) drug 

product stability data for three primary batches, which were reviewed and 

found to support the proposed 24-month shelf life for the drug product stored 

at 20oC to 25oC. Overall, the drug product review concluded that the 

information provided is adequate to support the drug product. 

 

4. Manufacturing 

Process – The review of the manufacturing process, which consists of filling 

the drug substance into the capsules, concluded that it is adequate. 

Facilities – A preapproval inspection was conducted for the drug product 

manufacturing facility. The inspection concluded with a result of Voluntary 

Action Indicated (VAI).  All other facilities requiring evaluation were approved 

based on previous history. The facilities are recommended for approval 

overall. 

 

5. Biopharmaceutics 

The proposed dissolution method and acceptance criteria were found to be 

acceptable with the proposed pH of 2.0 for testing, and adequate data were 

provided to bridge formulations employed during the clinical development 

program. 

 

6. Quality Aspects of Product Labeling 

The quality aspects of the drug product labeling were reviewed and found to 

be adequate overall, with minor revisions being negotiated with the Applicant 

during final review of the labeling. 

 

b. Is the overall recommendation in agreement with the individual 

discipline recommendations?    Yes 

 

Recommendation by Subdiscipline: 

   Drug Substance      - Adequate 

   Drug Product  - Adequate 

   Quality Labeling  - Adequate 

   Manufacturing  - Adequate 

   Biopharmaceutics - Adequate 

   Microbiology  - N/A 
 

 Environmental Assessment:    Categorical Exclusion - Adequate 

 QPA for EA(s):     No 
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5.   Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 
Comments: 

 

Comparability Protocols (PACMP):  No 
Comments: 

 
 Additional Lifecycle Comments: 

The Iptacopan drug substance and drug product  

 in the specifications.  
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concentration, 
dilution, compatible 
diluents, storage 
conditions needed to 
maintain the stability 
of the reconstituted 
or diluted product) 

Important 
administration 
instructions 
supported by product 
quality information 
(e.g., do not crush or 
chew extended-
release tablets, 
instructions for 
mixing with food) 

“2.2 Dosage 
The recommended dose of Brandname is 200 mg 
orally twice daily.  

 
If a dose or doses are missed, advise patient to take 
one dose of Brandname as soon as possible (even if 
it is 

soon before the next scheduled dose) and then to 
resume the regular dosing schedule” 

Adequate  

For parenteral 
products: include 
statement: 
“Parenteral drug 
products must be 
inspected visually for 
particulate matter 
and discoloration 
prior to 
administration, 
whenever solution 
and container permit”  

 N/A  

If there is a USP 
monograph for the 
drug product and it 
contains a labeling 
requirement, ensure 

 N/A  
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the labeling 
requirement is 
fulfilled. Note the 
labeling requirement 
may be applicable to 
another section of the 
PI (e.g., Section 11). 

For radioactive 
products, include 
radiation dosimetry 
for the patient and 
healthcare 
practitioner(s) who 
administer the drug 

 N/A  

For hazardous 
products, include the 
statement “DRUG X 
is a hazardous drug. 
Follow applicable 
special handling and 
disposal 
procedures.x” with x 
numerical citation to 
“OSHA Hazardous 
Drugs”. 

 N/A  
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1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS) 
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For injectable drug 
products for parental 
administration, use 
appropriate package type 
term (e.g., single-dose, 
multiple-dose, single-
patient-use). Other 
package type terms 
include pharmacy bulk 
package and imaging 
bulk package. 

 N/A  

Section 11 (DESCRIPTION)  
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If the active ingredient is a salt, 
apply the USP Salt Policy and 
include the equivalency 
statement per Salt Guidance 
and MAPP.  For example:  
“TRADENAME contains 100 mg 
of drug-x (equivalent to 123.7 
mg of drug-x hydrochloride)” 

Brandname® (iptacopan) 
capsules, for oral use 
 

Adequate The following changes are made in the 
Prescribing Information (PI) draft 
labeling: 

 

Iptacopan hydrochloride 
monohydrate is white or almost white 
to pale purplish-pink powder that is 
slightly soluble in water at 25oC. 

NOTE to the Applicant added on the 
PI: 

To Applicant: Recommend adding a 
statement regarding pH of solutions. 

 

Brandname is supplied as  hard 
gelatin capsules for oral administration. 
The  capsules are 
packaged in high density polyethylene 
(HDPE) bottles with induction seals 
and child resistant caps. Each 
Brandname  capsule contains 
200 mg iptacopan (provided as 225.8 
mg iptacopan hydrochloride 
monohydrate) and the capsule shell 
contains the following inactive 
ingredients gelatin, red ferric oxide, 
titanium dioxide, yellow ferric oxide. 
The black printing ink contains 
ferrosoferric oxide, potassium 
hydroxide, propylene glycol, shellac, 
and strong ammonia solution. 
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Chemical name, structural 
formula, molecular weight  

The chemical name is 
(2S,4S)-2-(4-
Carboxyphenyl)-4-ethoxy-1-
[(5-methoxy-7-methyl-1H-
indol-4-yl) methylpiperidin-1-
ium chloride―water 
(1/1). The molecular formula 
is C25H30N2O4·HCl H2O. 
The structure is shown 
below 

 
 

Adequate  

If radioactive, statement of 
important nuclear 
characteristics. 

 N/A  

Other important chemical or 
physical properties (such as 
pKa or pH) 

 N/A  

2. Section 11 (DESCRIPTION) Continued 
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1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) 

Reference ID: 5269509

APPEARS THIS WAY ON ORIGINAL





Identification of dosage forms (e.g., 
shape, color, coating, scoring, 
imprinting, and color and clarity of 
the solution, when applicable); 
Include NDC(s) 

 Adequate  

Assess if the tablet is scored.  If 
product meets guidelines and criteria 
for a scored tablet, state “functionally 
scored” 

 N/A  

For injectable drug products for 
parental administration, use 
appropriate package type term (e.g., 
single-dose, multiple-dose, single-
patient-use). Other package terms 
include pharmacy bulk package and 
imaging bulk package. 

 N/A  
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USP Controlled Room 
Temperature]” 

Latex: If product does not contain latex 
and manufacturing of product and 
container did not include use of natural 
rubber latex or synthetic derivatives of 
natural rubber latex, state: “Not made 
with natural rubber latex. Avoid 
statements such as “latex-free.” 

 

N/A  

Include information about child-
resistant packaging  

Not provided 

Adequate  The following changes 
are made in the 
Prescribing Information 
(PI) draft labeling: 
 
In Section 16 added “with 
induction seal and child-
resistant caps” to match 
Section 11. 
 
See above. 
 
 

 

1.2.5 Other Sections of Labeling 

There may be other sections of labeling that contain product-quality related information. For example, there are specific 

required/recommended warnings for certain inactive ingredients [e.g., aspartame, aluminum in large and small volume 

parenterals, sulfites, FD&C Yellow Number 5 (tartrazine), and benzyl alcohol].  Please notify the prescription drug review 

division if the product contains any of these inactive ingredients. 

Please include your comments about other sections of labeling if they contain product quality information. 
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Alphabetical listing of inactive 
ingredients (if applicable) 

Adequate 
 

Active ingredient: iptacopan   
Inactive ingredients: the capsule 
shell contains gelatin, red ferric 
oxide, titanium dioxide, yellow 
ferric oxide. The black printing ink 
contains ferrosoferric oxide, 
potassium hydroxide, propylene 
glycol, shellac, and strong 
ammonia solution. 
 

Name and location of business (street 
address, city, state, and zip code) of 
manufacturer, distributor, and/or 
packer 

Distributed by: 
Novartis 
Pharmaceuticals 
Corporation, East 
Hanover, New 
Jersey 07936 
© Novartis 

Adequate  

 
Any deficiencies should be listed at the end in the “ITEMS FOR ADDITIONAL ASSESSMENT.” 
 

3.0 CONTAINER AND CARTON LABELING 
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If the active ingredient is a salt, include 
the equivalency statement per Salt 
Guidance and MAPP.   

Adequate 
 

Labeling IRs communicated to 
the Applicant: See under 
“Assessment of Carton and 
Container Labeling” list of IRs 
sent at the end of this review.  
  

1) We recommend removing 
the asterisk from the 
strength listed on the main 
panel and revising the 
equivalency statement in 
the side panel to read: 
“Each capsule contains 200 
mg iptacopan provided as 
225.8 mg Iptacopan 
monohydrate 
hydrochloride.” 

 
2) We recommend adding the 

following statement after 
storage statement on the 
container label” “[See USP 
Controlled Room 
Temperature]” 

 

Net contents (e.g., tablet count, volume 
of liquid) 

Adequate  

“Rx only” displayed on the principal 
display 

Adequate  

NDC  Adequate  

Lot number and expiration date  Adequate  
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Storage conditions. If applicable, 
include a space on the carton labeling 
for the user to write the new beyond-
use-date (BUD). 

Adequate See Above 

For injectable drug products for 
parental administration, use appropriate 
package type term (e.g., single-dose, 
multiple-dose, single-patient-use). 
Other package terms include pharmacy 
bulk package and imaging bulk 
package, and these products require a 
“Not for direct infusion” statement. 

N/A  

For parenteral injectable dosage forms, 
include the name and quantities of all 
active and inactive ingredients in 
alphabetical order. For ingredients 
added to adjust the pH or make 
isotonic, include the name and 
statement of effect. 

N/A  

If alcohol is present, must provide the 
amount of alcohol in terms of percent 
volume of absolute alcohol 

N/A  

Linear Bar code Adequate  
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