
CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

215423Orig1s000 
 

PRODUCT QUALITY REVIEW(S) 
 































Mark
Seggel

Digitally signed by Mark Seggel
Date: 12/11/2021 03:54:34PM
GUID: 507572b5000036176969356148025bae

Reference ID: 4903202

50 Page(s) have been Withheld in Full as b4 (CCI/
TS) immediately following this page







 Page 3  

 

Product Title Inadequate Presentation inconsistent with 
Product Title guidance.  
Inclusion of strengths not 
appropriate. Established 
names of active ingredients in 
the fixed dose combination 
product should be separated 
by “and” rather than  
Listing of active ingredients in 
alphabetical order preferred. 
 
Recommended format: 
Proprietary name (finasteride 
and tadalafil) capsules, for oral 
use 

Proprietary name  Per DMEPA, the proposed 
proprietary name,  is 
unacceptable.  The Alternative, 
ENTADFI, was found 
acceptable.  

Established name(s) Inadequate DS: finasteride and tadalafil are 
both USAN 
DP: finasteride and tadalafil 
capsules 

Route(s) of administration Adequate Oral 

Dosage and Administration in Highlights 

Proposed (SN 0001): 
The recommended dose of  is 1 capsule  

 taken once daily at approximately the same time every 
day for up to 26 weeks ). 

  

Dosage Adequate  

Special Instructions Adequate  

Dosage Forms and Strengths Heading in Highlights 

Proposed (SN 0001):  
Capsule containing 5 mg tadalafil and 5 mg finasteride (3) 

Summary of the dosage 
form(s) and strength(s) 

in metric system. 

Adequate  
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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 terms include 
pharmacy bulk package 
and imaging bulk package. 

N/A - 

Latest Version (SN 0028): 
 
ENTADFI™ (finasteride and tadalafil) capsules, for oral use 
Initial U.S. Approval: TBD 
INDICATIONS AND USAGE  
ENTADFI is a combination of finasteride, a 5α-reductase inhibitor, and tadalafil, a 
phosphodiesterase 5 (PDE5) inhibitor, and, indicated to initiate treatment of the 
signs and symptoms of benign prostatic hyperplasia (BPH) in men with an 
enlarged prostate for up to 26 weeks. (1) 
DOSAGE AND ADMINISTRATION  
One capsule orally once daily at approximately the same time every day for up to 
26 weeks. Take without food. (2) 
DOSAGE FORMS AND STRENGTHS  
Capsules: fixed dose combination containing finasteride 5 mg and tadalafil 5 mg. 
(3) 
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Proposed (SN 0001): 
 
11 DESCRIPTION 
Tadalafil: 
Tadalafil is a selective inhibitor of cyclic guanosine monophosphate (cGMP)-specific 
phosphodiesterase type 5 (PDE5). Tadalafil has the empirical formula C22H19N3O4 
representing a molecular weight of 389.41. The structural formula is: 
 

 
The chemical designation of tadalafil is pyrazino[1′,2′:1,6]pyrido[3,4-b]indole-1,4-dione, 
6-(1,3-benzodioxol-5-yl)2,3,6,7,12,12a-hexahydro-2-methyl-, (6R,12aR)-. It is a 
crystalline solid that is practically insoluble in water and very slightly soluble in ethanol. 
 
Finasteride: 
Finasteride, a synthetic 4-azasteroid compound, is a specific inhibitor of steroid Type II 
5α-reductase, an intracellular enzyme that converts the androgen testosterone into 
5α-dihydrotestosterone (DHT). 
The chemical designation of finasteride is 4-azaandrost-1-ene-17-carboxamide, N-
(1,1-dimethylethyl)-3-oxo-,(5α,17β)-. The empirical formula of finasteride is 
C23H36N2O2 and its molecular weight is 372.55. Its structural formula is: 
 

 
Finasteride is a white crystalline powder with a melting point near 250°C. It is freely 
soluble in chloroform and in lower alcohol solvents, but is practically insoluble in water. 
 

 is available as size 3, white opaque capsules for oral administration. Each 
capsule contains 5 mg of tadalafil and 5 mg of finasteride and the following inactive 
ingredients: lactose monohydrate, sodium starch glycolate, sodium lauryl sulfate, 
silicified microcrystalline cellulose, colloidal silicon dioxide and magnesium stearate. 
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Proprietary and established 
name(s) 

Adequate  

Dosage form(s) and route(s) 
of administration 

Adequate  

If the active ingredient is a 
salt, apply the USP Salt 
Policy and include the 
equivalency statement per 
FDA Guidance. 

N/A  

List names of all inactive 
ingredients. Use USP/NF 
names. Avoid Brand names. 

Inadequate Inactive ingredients should 
be listed in alphabetical 
order.  Capsule shell 
components, including edible 
black printing ink, not listed. 
(Individual components of 
the printing ink do not need 
to be listed.)  

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) 

Adequate  

Pharmacological/ 
therapeutic 
class  

Adequate  

Chemical name, structural 
formula, molecular weight  

Adequate  

If radioactive, statement of 
important nuclear 
characteristics. 

N/A  

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

Adequate  

For oral prescription drug 
products, include gluten 
statement if applicable 

N/A  
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Remove statements that 
may be misleading or 
promotional (e.g., 
“synthesized and developed 
by Drug Company X,” 
“structurally unique 
molecular entity”  

N/A  
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Latest Version (SN 0028): 
 
11 DESCRIPTION 
ENTADFI (finasteride and tadalafil) capsules are a combination of finasteride and 
tadalafil for oral administration. 
 
Finasteride: 
Finasteride, a synthetic 4-azasteroid compound, is a specific inhibitor of steroid Type 
II 5α-reductase, an intracellular enzyme that converts the androgen testosterone into 
5α-dihydrotestosterone (DHT). 
The chemical designation of finasteride is 4-azaandrost-1-ene-17-carboxamide, N-
(1,1-dimethylethyl)-3-oxo-,(5α,17β)-. The empirical formula of finasteride is 
C23H36N2O2 and its molecular weight is 372.55. Its structural formula is: 

 
Finasteride is a white crystalline powder with a melting point near 250°C. It is freely 
soluble in chloroform and in lower alcohol solvents but is practically insoluble in 
water. 
 
Tadalafil:  
Tadalafil is a selective inhibitor of cyclic guanosine monophosphate (cGMP)-specific 
phosphodiesterase type 5 (PDE5). Tadalafil has the empirical formula C22H19N3O4 
representing a molecular weight of 389.41. The structural formula is: 

 
The chemical designation of tadalafil is pyrazino[1′,2′:1,6]pyrido[3,4-b]indole-1,4-
dione, 6-(1,3-benzodioxol-5-yl)2,3,6,7,12,12a-hexahydro-2-methyl-, (6R,12aR)-. It is 
a crystalline solid that is practically insoluble in water and very slightly soluble in 
ethanol. 
 
ENTADFI is available as size 3, white opaque capsules for oral administration. Each 
ENTADFI capsule contains finasteride 5 mg and tadalafil 5 mg and the following 
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inactive ingredients: colloidal silicon dioxide, lactose monohydrate, magnesium 
stearate, silicified microcrystalline cellulose, sodium lauryl sulfate, and sodium starch 
glycolate. The capsule shell is composed of carrageenan, hypromellose, potassium 
chloride, titanium dioxide, and is printed with an edible black printing ink. 
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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 terms 
include pharmacy bulk 
package and imaging bulk 
package. 

N/A  

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.) 

Adequate A recommendation to 
“Dispense in original 
container” to minimize 
handling and risk for 
exposure of women to 
finasteride may be 
warranted. 
 

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.  

Inadequate Revise to include 
temperature ranges, i.e., 
Store at 20ºC to 25°C (68ºF 
to 77°F); excursions 
permitted to 15ºC to 30°C 
(59ºF to 86°F) [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 
statements such as “latex-
free.” 

N/A  

Include information about 
  

Adequate   
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PATIENT LABELING (Patient Package Insert (PPI)) 
Veru has confirmed that the Patient Information (PPI) will be distributed as a single 
document with the PI (SN 0028) 

Latest Version (SN 0028): 
 
Patient Information 
 
ENTADFI™ (en-TAD-fee) 
(finasteride and tadalafil) capsules for oral use 
 
How Should I Store ENTADFI?  
Store ENTADFI at room temperature between 59° and 86°F (15° and 30°C). 
 
What Are The Ingredients In ENTADFI?  
Active Ingredients: finasteride and tadalafil 
Inactive Ingredients: carrageenan, hypromellose, lactose monohydrate, potassium 
chloride, sodium starch glycolate, sodium lauryl sulfate, silicified microcrystalline 
cellulose, colloidal silicon dioxide, titanium dioxide, and magnesium stearate. 
 
Marketed by: Veru Inc. 
Miami, FL 33127, USA 
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Proprietary name, established 
name, and dosage form (font 
size and prominence 

Inadequate Product established name and 
strength presentation are 
incorrect. 

Dosage strength Inadequate Presentation of strength is 
incorrect 

Route of administration Oral  

If the active ingredient is a 
salt, include the equivalency 
statement per FDA Guidance 

N/A  

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

Adequate 
30-count and 90-count 

 

“Rx only” displayed  Adequate  

NDC number  NDC TBD DMEPA has requested 
revisions to NDC location and 
format 

Lot number and expiration 
date  

Adequate DMEPA has requested 
revisions to presentation of lot 
number and expiration date. 

Storage conditions. If 
applicable, include a space on 
the labeling for the user to 
write the new BUD. 

Adequate Inclusion of temperature range 
is recommended.  Revise for 
consistency with recommended 
revisions to the storage 
statement in the PI. 

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

N/A  

Other package terms include 
pharmacy bulk package and 
imaging bulk package which 
require “Not for direct 
infusion” statement. 

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  

Name of manufacturer / 
distributor  

Adequate  

No text on Ferrule and Cap 
overseal 

N/A  
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When a drug product differs 
from the relevant USP 
standard of strength, quality, 
or purity, as determined by 
the application of the tests, 
procedures, and acceptance 
criteria set forth in the relevant 
compendium, its difference 
shall be plainly stated on its 
label. 

N/A  

And others, if space is 
available 

N/A  
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Proprietary name, 
established name, and 
dosage form (font size and 
prominence) 

Inadequate See comments under 
Prescribing Information 

Dosage strength Inadequate “ 

Route of administration Identified as  but 
format is Inadequate 

“ 

If the active ingredient is a 
salt, include the equivalency 
statement per FDA Guidance 

N/A  

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

Bottle capsule count 
(30- or 90-) indicated 
on the labels.  
However, the number 
of bottles per case or 
pallet is not specified. 

 

“Rx only” displayed on the 
principal display 

Absent on case and 
pallet labels 

All labels to include “Rx only” 

NDC number  NDC TBD  

Lot number and expiration 
date  

Adequate  

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

Inadequate.  A storage statement is present 
on the case label but not on the 
pallet label.  Revise to include 
the recommended storage 
statement on the PI. 

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

N/A  

Other package terms include 
pharmacy bulk package and 
imaging bulk package which 
require “Not for direct 
infusion” statement. 

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  

Name of 
manufacturer/distributor  

Adequate  

Reference ID: 4903202
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Medication Guide (if 
applicable) 

N/A  

No text on Ferrule and Cap 
overseal 

N/A  

When a drug product differs 
from the relevant USP 
standard of strength, quality, 
or purity, as determined by 
the application of the tests, 
procedures, and acceptance 
criteria set forth in the 
relevant compendium, its 
difference shall be plainly 
stated on its label. 

N/A  

Case Label 30-count bottles (SN 0026): 

 
 
 
 
 
 
 
 

 

Case Label 90-cont bottles (SN 0026): 
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2) Bridging Throughout Product Development:  

The pivotal BA/BE study used the to-be-marketed (TBM) formulation which was 

manufactured at the same site where the commercial batches will be manufactured.  

Therefore, additional formulation bridging is not needed. 

 

 

 

RECOMMENDATION: 

 

From the Biopharmaceutics perspective, NDA-215423-ORIG-1 for ENTADFITM (tadalafil and 

finasteride) Capsules, 5 mg/5 mg is adequate. 

 

FDA-Approved Dissolution Methods and Acceptance Criteria: 

 

Tadalafil   

Apparatus 
Agitation 

Speed 

Medium 

Volume 
Temp. Medium 

Acceptance 

Criterion 

2 (paddle) 50 rpm 1000 mL 37°C 0.1% SDS in water Q= % in 60 min 

 

Finasteride  

Apparatus 
Agitation 

Speed 

Medium 

Volume 
Temp. Medium 

Acceptance 

Criterion 

2 (paddle) 50 rpm 900 mL 37°C Water Q= % in 20 min 

 

  

Reference ID: 4903202
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BIOPHARMACEUTICS ASSESSMENT 

 

LIST of SUBMISSIONS BEING REVIEWED 

eCTD # (SD #) Received date Document 

0001 (SD 1) 02/17/2021 Original 

0006 (SD 6) 04/19/2021 Quality Response to IR 

0009 (SD 9) 07/14/2021 Quality Response to IR 

0014 (SD 14) 08/30/2021 Quality Response to IR 

0020 (SD 20) 10/27/2021 Quality Response to IR 

 

BIOPHARMACEUTICS RELATED INFORMATION 

 Tadalafil Finasteride 

BCS Class 

Designation 

BCS Class 2 

 

BCS Class 2* 

Solubility 

 
 

Permeability Not provided Not provided 

In Vitro Drug 

Release 
Rapidly dissolving in 0.5% SLS 

Rapidly dissolving in water and 

0.1% SLS 

Particle Size 

(Drug substance) 

The drug substance is .  

The particle size distribution of 

tadalafil is controlled by the DS 

supplier.  PSD  

 

 

The drug substance is   

The particle size distribution of 

finasteride is controlled by 

   PSD  

 

. 

Polymorphic form 

The obtained consistent crystalline 

form conforms to . 

 

Two different polymorphisms exist.  

The DS supplier’s product is 

polymorph  

Particle Size  

 

D90=  µm 

 

D10= µm 

D50= µm 

D90= µm 

Formulation  
The drug product is a combination oral capsule filled with  

containing 5 mg tadalafil and 5 mg finasteride. 

Dosing 
The drug product is intended to be taken orally, once daily.   

should be administered without food. 
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Discriminating Capability of the Dissolution Method: 

During the filing review, the Applicant was asked to submit data supporting the discriminating 

ability of the dissolution method. The Applicant submitted the response on 04/19/2021 (Seq 

00061).  This Reviewer only presents the tadalafil drug substance since finasteride is considered 

highly soluble and no changes in dissolution profiles were observed.  The developmental method 

used 0.1% SLS for both API’s; however, the USP method for finasteride was still adopted for the 

QC method (water) for finasteride. Considering high solubility of the API this is acceptable. 

 

Excipient:  

Capsules were prepared to evaluate the effect of modifying the amount of  

 and type of .  The aberrant formulations and the LD’s all had 

similar dissolution profiles.  Therefore, the dissolution method is not discriminating to  or 

.   

 

 
Figure 3.  Tadalafil Dissolution Profiles for 157-19001, 157-19003, and 157-19004 

 

                                                 

 

1 \\CDSESUB1\evsprod\nda215423\0006\m1\us\quality-info-amend.pdf  
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Figure 4.  Tadalafil Dissolution Profiles for L0522_17 and 157-19008 

 

 
Figure 5.  Tadalafil Dissolution Profiles for 157-19009 through 157-19011 
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The developmental dissolution method is discriminating to changes in  

.  The Applicant submitted data on its proposed capsule 

formulation using 3 different methods: 

 

 

2) USP Method for finasteride tablets (900 mL of water) 

3) Developmental Dissolution Method (1000 mL of 0.1% SDS in water) 

 

In the original submission, the Applicant proposed to use the  

.  In response to the IR, the Applicant only submitted 

discriminating ability of the developmental dissolution method.  Based on the submitted data for 

the discriminatory ability of the dissolution method, the developmental dissolution method was 

recommended for QC at release and on stability for tadalafil. The applicant accepted Agency’s 

recommendation in response to the IR. 

 

Table 2.  Recommended Dissolution Testing Method 

Finasteride 

Apparatus 
Agitation 

Speed 

Medium 

Volume 
Temp. Medium 

2 (paddle) 50 rpm 900 mL 37°C Water 

 

Tadalafil 

Apparatus 
Agitation 

Speed 

Medium 

Volume 
Temp. Medium 

2 (paddle) 50 rpm 1000 mL 37°C 0.1% SDS in water 

 

 

 

Dissolution Acceptance Criteria: 

 

There was a discrepancy in the individual unit dissolution data for the finasteride component 

submitted in Seq 006 and Seq 009 and data for only 3 registration batches was submitted in Seq 

009.  In a response to an IR, the Applicant stated that they inadvertently entered the wrong data 

in the spreadsheet.  The correct data for all registration baches was submitted in Seq 0014.  The 

dissolution data using the proposed method on the clinical and registration batches is 

summarized below: 
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Finasteride 20 min:  Q= %  

Tadalafil 60 min: Q= % 

 

 

The Applicant agreed to the acceptance criteria on 10/27/2021 (Seq 0020). 

 

BRIDGING THROUGHOUT PRODUCT DEVELOPMENT 

 

The pivotal BA/BE study used the to-be-marketed (TBM) formulation which was manufactured 

at the same site where the commercial batches will be manufactured  

  Therefore, additional formulation bridging is not needed. 
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