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

The tablet is not 
scored 

n/a 

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

n/a n/a 

 

 

1.2.3 Section 11 (DESCRIPTION)
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For parenteral injectable 
dosage forms, include the 
name and quantities of all 
inactive ingredients. 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  

Statement of being sterile (if 
applicable) 

n/a  

Pharmacological/ 
therapeutic 
class  

a triterpenoid antifungal 
agent 

Adequate- defer to review 
team 

Chemical name, structural 
formula, molecular weight  

After evaluating the USAN 
file for ibrexafungerp citrate, 
the following changes were 
recommended:  
 Revised chemical name to 

match USAN #2. This 
chemical name provides the 
1:1 ibrexafungerp:citrate 
composition information as 
well as lists the chemical 
name of the citrate salt 

 Change empirical formula to 
match USAN file to separate 
out citrate formula from 
ibrexafungerp formula 

 Molecular weight matches 
USAN file, recommendation 
to add in grams per mole for 
molecular weight 

 
Revised to:  
Ibrexafungerp is designated 
chemically as 
(1S,4aR,6aS,7R,8R,10aR,10
bR,12aR,14R,15R)-15-
[[(2R)-2-amino-2,3,3-
trimethylbutoxy]-1,6a,8,10a-
tetramethyl-8-[(2R)-3-
methylbutan-2-yl]-14-[5-
(pyridine-4-yl)-1H-1,2,4-

Reference ID: 4778872

(b) (4)
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Special handling about the 
supplied product (e.g., 
protect from light, 
refrigerate). If there is a 
statement to “Dispense in 
original container,” provide 
reason why (e.g. to protect 
from light or moisture, to 
maintain stability, etc.) 

Remove this statement for 
consistency with container 
and carton labeling. 
 

If the product contains a 
desiccant, ensure the size 
and shape differ from the 
dosage form and desiccant 
has a warning such as “Do 
not eat.” 

n/a  

Storage conditions. Where 
applicable, use USP 
storage range rather than 
storage at a single 
temperature.  

Store BREXAFEMME 
tablets at 68°F to 77°F 

Add in Celsius (°C) range 
and the USP controlled 
temperature statement: 
 
Revised to: 
Store BREXAFEMME tablets 
at 20°C to 25°C (68°F to 
77°F). Brief exposure to 
15°C to 30°C (59°F to 86°F) 
permitted (see 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 

n/a  

Reference ID: 4778872

(b) (4)

(b) (4)
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If the active ingredient is a 
salt, include the 
equivalency statement per 
FDA Guidance 

Not present in original 
submission 

Per the FDA Guidance: 
Naming of Drug 
Products Containing 
Salt Drug Substances 
and recommendation 
conveyed to the 
applicant, the applicant 
added 
 
Each tablet contains 
189.5 mg 
ibrexafungerp citrate 
equivalent to 150 mg 
ibrexafungerp. 
 
to the carton and 
container  in Seq. # 
0016 and is therefore 
in compliance with the 
salt naming guidance 

Net contents (e.g. tablet 
count) 

4 tablets Adequate 

“Rx only” displayed on the 
principal display 

present Adequate 

NDC number  NDC 75788-115-04 Adequate 

Lot number and expiration 
date  

Present on back  Adequate 

Reference ID: 4778872
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Storage conditions. If 
applicable, include a space 
on the carton labeling for 
the user to write the new 
BUD. 

Add in Centigrade 
range and see insert* 
per OPPQ  
 
In Seq. #0016, the 
applicant revised to the 
following:  
 
Container: Store at 
25°C (77°F), see 
insert. 
 
Carton: Store 
BREXAFEMME tablets 
at room temperature 
20°C to 25°C (68°F to 
77°F). 
 
 

For injectable drug 
products for parental 
administration, use 
appropriate package type 
term (e.g., single-dose, 
multiple-dose, single-
patient-use) 

n/a  

Reference ID: 4778872

(b) (4)

(b) (4)
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Recommendation:  

 

From a Biopharmaceutics perspective, NDA 214900 (Ibrexafungerp  Tablets, 150 mg.) is 

adequate and recommended for Approval.  

 

  

Reference ID: 4778872

(b) (4)



BIOPHARMACEUTICS ASSESSMENT 

 

B.1 BCS DESIGNATION 

The Applicant did not request a BCS designation for the proposed drug product. Ibrexafungerp 

has a pH dependent low solubility. The Applicant considers the proposed drug product to 

be consistent with BCS class IV, based on the drug substance solubility and permeability 

information.  

 

B.2 DISSOLUTION METHOD  

Assessment: Adequate 

The proposed quality control dissolution method for Ibrexafungerp  Tablets, 150 mg uses 

USP Apparatus II (paddle) at 50 rpm in 900 mL of 0.1N HCl at 37 ± 0.5 °C. The dissolution 

method development report was submitted in IND 107521/SDN-171 (dated 04/28/2020) which 

was evaluated and found adequate as per the Biopharmaceutics review in DAARTS1 (dated 

07/27/2020). 

  

 

B3. DISSOLUTION ACCEPTANCE CRITERION 

The Applicant proposed a dissolution acceptance criterion of NLT  % (Q) at 30 minutes. Figure 

1 shows the dissolution profiles of the clinical and registration batches as follows: 

 

 

 

 

 

 

 

 

 

 

                                                            
1 DAARTS REV-QUALBIOPHARM-21 (Primary Review_07/27/2020) 
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(b) 
(4)

(b) (4)

(b) (4)



Figure 1: Comparative dissolution profiles of Ibrexafungerp Tablet 150 mg used in clinical phase 

2 (batch L-243-01061) and phase 3 study (batch L-24301070) which were manufactured at 

 (uncoated, round) and registrational batches (coated, oval, batch # s GF-

19000052, GF-19000060 and GF-19000061)  which were manufactured at the proposed 

commercial site,  in 900 mL 0.1N HCl using USP Apparatus II at 50 

rpm and 37°C. 

 

 
The in-vitro dissolution profiles of batch # L-243-01070 which was used for clinical Phase 3 study 

SCY-078-303 was slower at the initial time points of 10 and 20 minutes compared to the batch 

used for Phase 2 study and the registrational batches. In the batch analysis report the Applicant 

mentioned that drug product batches L-243-01070 and L-243-01077 were used in clinical Phase 3 

studies SCY-078-303 and SCY-078-306. In the Pharmaceutical Development Report (PDR) the 

Applicant mentioned that lot numbers 201822705 and 201822707 were used in SCY-078-303 and 

SCY-078-306. An Information Request (IR) was send to the Applicant to clarify how the two lot 

numbers relate to the batch numbers (see IR # 1 in Appendix 1). In their response the Applicant 

explained that Lot # 201822705 is from batch # L-243-01070 and 188 patients were dozed with 

batch # L-243-01070 in Phase 3 clinical study SCY-078-303. The Applicant also explained that 

Lot # 201822707 is from batch # L-243-01077 and 188 patients were dozed with batch # L-243-

01077 in Phase 3 clinical study SCY-078-306. The Applicant provided additional dissolution data 

for batch L-243-01077, which were left out in Figure 1. Since a significant number of patients (n 

= 188) were dozed with batch L-243-01070 as well as batch L-243-01077, in each of the pivotal 

clinical studies,  

 A more comprehensive 

Figure with additional dissolution data for a Phase 2 and Phase 3 batch is shown in Figure 2 below.  
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(b) (4)

(b) (4)

(b) (4)
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Appendix 1 

 

Biopharmaceutics Information Request dated 03/10/2021 

Per Table 1 in 3.2.P.5.4, drug product batches L243-01070 and L243-01077 were used in SCY-

078-303 and SCY-078-306. In Table 18 of the Pharmaceutical Development Report (3.2.P.2), you 

indicated that drug product lot numbers 201822705 and 201822707 were used in SCY-078-303 

and SCY-078-306.  

 Clarify how the two lot numbers (201822705 and 201822707) relate to the two batch 

numbers (L-243-01070 and L-243-01077). 

 Clarify how many patients in each clinical study (SCY-078-303 as well as SCY-078-306) 

were dosed with drug product lot number 201822705 and how many were dosed with drug 

product lot number 201822707. 

 Provide the full dissolution profiles for drug product lot number 201822705 and for drug 

product lot number 201822707, using the proposed dissolution method (900 mL of 0.1 N 

HCl, Apparatus II (Paddle) at 50 rpm). Include the age of the drug product batches at the 

time of dissolution testing and the storage conditions. 

Provide your response by COB 03/12/2021.  

Applicant’s Response (dated 03/12/2021) and Assessment of the Response: 

In their response the Applicant clarified that they listed the blinded clinical trial lot # s by mistake 

in place of the batch numbers in Table 18 of PDR.4. The Applicant also clarified that Lot # 

201822705 is from Phase 3 batch L-243-01070 and is the only batch used in SCY-078-303 in 188 

patients. The Applicant also clarified that Lot # 201822707 is from Phase 3 batch L-243-01077 

and is the only batch used in SCY-078-306 dozed in 188 patients. The Applicant has also provided 

the comparative dissolution data of Lot # s 201822705 and 201822707 which correspond to batch 

# L-243-01070 and L-243-01077 respectively. Based on the data and additional information 

provided by the Applicant, the Applicant’s response is adequate and acceptable.      

                                                            
4 \\CDSESUB1\evsprod\nda214900\0017\m1\us\coverletter.pdf  
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