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To: CMC Review #1 of NDA 209449

Subject: Final Recommendation for NDA 209449

At the time when the CMC Review #1 was completed on July 1, 2017, it had noted 
the following pending issues:

• The label/labeling issues were not resolved.

Because of these deficiencies, the NDA was not recommended for approval from the OPQ 
perspective.

On July 24, 2017, the applicant submitted revised labeling and the CMC sections of the 
revised labeling were reviewed and found acceptable (Attachment-1). 

Recommendation:
This NDA is now recommended for Approval from the OPQ perspective.

Application Technical Lead’s Assessment and Signature

The NDA is recommended for Approval from OPQ perspective. 
Hong Cai, Ph.D. on behalf of 
Hitesh Shroff, Ph.D.
Application Technical Lead, Branch V 
Division of New Drug Products II
July 24, 2017
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LABELING

I. PI
1. Highlights of Prescribing Information 

Item Information Provided 
in NDA Reviewer’s Assessment

Product Title (Labeling Review Tool and 21 CFR 
201.57(a)(2)) 

Proprietary name and  
established name NITYR (nitisinone) 

tablets

Satisfactory

Dosage form, route of 
administration

NITYR (nitisinone) 
tablets, for oral use

Satisfactory

Controlled drug substance 
symbol (if applicable)

N/A

Dosage Forms and Strengths (Labeling Review Tool 
and 21 CFR 201.57(a)(8))
Summary of the dosage form 
and strength

Tablets: 2 mg, 5 
mg, 10 mg. (3)

Satisfactory

 















  
  

  
   

  
   
    

   
     





CB2 1RR, Cambridge, 
United Kingdom



II. Labels:

1. Immediate Container Label 

(b) (4)





Item Information Provided in 
NDA

Reviewer’s Assessment

Proprietary name, established 
name (font size and prominence 
(21 CFR 201.10(g)(2))

Not Satisfactory
Revise to
“NITYR (nitisinone) 
tablets”

Dosage strength
Active moiety expression of 
strength with equivalence 
statement (if applicable), if 
space is available

2mg
5mg
10mg

Satisfactory

Net contents 60 tablets Satisfactory
“Rx only” displayed 
prominently on the main panel

Rx only Satisfactory

NDC number (21 CFR 
207.35(b)(3)(i))

2mg: NDC-70709-002-60
5mg: NDC-70709-005-60
10mg: NDC-70709-000-60

Satisfactory

Lot number and expiration date 
(21 CFR 201.17)

Lot Number:
Exp. Date:

Satisfactory

Storage conditions
Special handling, e.g., 
“Dispense in tight and light 
resistant container as defined in 
USP”.

Not Satisfactory
Add the statement 
 “Dispense in tight and 
light resistant container as 
defined in USP”.

Bar code (21CFR 201.25) Place holder Satisfactory
Name of 
manufacturer/distributor 

Satisfactory

And others, if space is available

(b) (4)





Optional for Rx drugs)

List of Deficiencies:

1. The product proprietary name and established name should be included In Description 
(section #11) of PI. 

Revise the following 

to
“NITYR (nitisinone) tablets are white to off white, round, flat tablets debossed 
with the “strength” on one side and “L” on the other side.” 

2. Revise the description of the tablet  to “debossed” in Section 3, 11 and 16 of 
PI.

3. Add “Dispense in tight and light resistant container as defined in USP” to section 16 of 
PI.

4. The storage and handling period for the two pediatric preparations (the crushed tablet 
mixed with apple and the suspension of the whole tablet in water stored in the 
oral syringe) should be revised to up to 2 hours based on the amendment dated June 
28, 2017 (SN0018).

5. Include the proposed proprietary name, NITYR, in product title presentation of the 
container labels and carton labeling. The product title presentation should be revised 
from “Nitisinone Tablets”  to “NITYR (nitisinone) tablets”

6. Add the statement “Dispense in tight and light resistant container as defined in USP” to 
the container labels and carton labeling.

Overall Assessment and Recommendation:

The following materials related to labeling/label have been reviewed (updated PI was submitted 
on June 15, 2017 and container/carton labels submitted on September 26, 2016:

• Highlights of Prescribing Information: Names and Dosage Forms and Strengths.

• Full Prescribing Information: Sections: #3 DOSAGE FORMS AND STENGTHS; #11 
(DESCRIPTION) and #16 (HOW SUPPLIED/STORAGE AND HANDLING) 

(b) (4)

(b) (4)

(b) (4)



• Container and carton labels for 2mg, 5mg and 10mg strength tablets. 

From the ONDP perspective, this application is not recommended for approval per 314.125(b) 
(6) until the deficiencies delineated above are satisfactorily resolved.

Primary Labeling Reviewer Name and Date:

Hong Cai, Ph.D.
Reviewer, Branch V
DNDP II/ONDP

Secondary Reviewer Name and Date (and Secondary Summary, as needed):

I agree with Dr. Cai’s assessment of the labels/labeling, and concur with her statement that this 
application is not ready for approval as of this review.  

Moo-Jhong Rhee, Ph.D.
Chief, Branch V
DNDP II/ONDP
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