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

Date:   March 4, 2015
From:   Yichun Sun, Ph.D. 
  Review Chemist 

Division of New Drug Products II 
Office of New Drug Products 

Through:  Moo-Jhong Rhee, Ph.D. 
Chief, Branch V 
Division of New Drug Products II 
Office of New Drug Products 

To:   CMC Review #1 of NDA 207500  

Subject:  Final Approval Recommendation for NDA 207500 

At the time when the CMC review #1 was written, resolution of issues on Labels and 
Labeling was pending.  Additionally, the Office of Compliance had not issued an overall 
“Acceptable” recommendation for the facilities involved in this application. 

Label/Labeling 
The strength expression of the drug product has been quite challenging due to the 
complexity of the mechanism of the drug substance to release its active moiety, 
isavuconazole.  The drug substance, isavuconazonium sulfate, is a prodrug.  The cation, 
isavuconazonium, contains the active moiety of the drug.  The active moiety is released 
from isavuconazonium through hydrolysis.  The conversion pathway from 
isavuconazonium sulfate (BAL 8557) to the active moiety, isavuconazole (BAL 4815), is 
shown below:

The initial strength established name and expression proposed by the applicant are: 

(b) (4)
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CRESEMBA (isavuconazonium sulfate) capsules are available for oral 
administration. Each CRESEMBA capsule contains 186 mg isavuconazonium 
sulfate, equivalent to 100 mg isavuconazole. The inactive ingredients include 
magnesium citrate, microcrystalline cellulose, talc, colloidal silicon dioxide, 
stearic acid, hypromellose, red iron oxide, titanium dioxide, purified water, gellan 
gum, potassium acetate, disodium edetate, sodium laurylsulfate, shellac, 
propylene glycol, strong ammonia solution, potassium hydroxide and black iron 
oxide.





















M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
    PUBLIC HEALTH SERVICE 
    FOOD AND DRUG ADMINISTRATION 
    CENTER FOR DRUG EVALUATION AND RESEARCH 

DATE:   March 4, 2015 
FROM:  Nina Ni, Ph. D., Review Chemist, Branch II, DNDP I/ONDP 
THROUGH:  Moo-Jhong Rhee, Ph. D., Branch Chief, Branch V, DNDP II/ONDP 
TO:   NDA 207501 
SUBJECT:  Addendum to CMC Review #1 for NDA 207501 

In my CMC Review #1, dated 12/12/2014, this NDA was recommended for not approval 
due to the following issues: 

1. The Office of Compliance has not made an overall “Acceptable” recommendation 
for the manufacturing facilities involved in this NDA. 

2. Label/labeling issues were not satisfactorily resolved yet.  

As of the date of this memorandum, the Office of Compliance has issued an overall 
“Acceptable” recommendation (date: 03/03/2015), (see the Attachment 1).

The following deficiency pertinent to the labels/labeling,

Revise the drug product name as follows to be in line with FDA CDER naming 
policy as expressed in MAPP 5021.1 “Naming of Drug Products Containing Salt 
Drug Substances”: 

has been resolved as follows after an agreement was made on a t-con on February 19, 
2015:

CRESEMBA (isavuconazonium sulfate) for injection, 372 mg* 

*(Equivalent to 200 mg of isavuconazole) 

(see the memorandum from Yichun Sun, Ph. D. for NDA 207500 (date: 03/04/2015) for a 
detailed discussion).

The updated container labels were duplicated in the Attachment 2.

Recommendation:

Nina Ni -S
D gitally signed by N na Ni S 
DN  c=US  o=U S  Government  ou=HHS  
ou=FDA  ou=People  cn=Nina Ni S  
0 9 2342 19200300 100 1 1=2000372205 
Date  2015 03 04 14 03 38 05 00'

Moojhong Rhee 
-S

D gitally signed by Moojhong Rhee S 
DN: c US  o U S  Government  ou HHS  
ou FDA  ou People  cn Moojhong Rhee S  
0 9 2342 19200300 100 1 1 1300041261 
Date: 2015 03 04 14:07 54 05 00

(b) (4)



As a summary, all above two issues have been satisfactorily resolved. Therefore, from the 
ONDP perspective, this NDA is recommended for approval with an expiration dating 
period of 24 months for the drug product when stored in a refrigerator.  









Immediate Container Vial Label: 
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