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Submission(s) Document Date Discipline(s) Affected 

SD-001, Original NDA 9/20/2018 All 

SD-005, Resubmission 
after Refuse to File 

12/10/2018 All 

SD-007, Response to IR 1/15/2019 Manufacturing 

SD-009, Response to IR 1/23/2019 Manufacturing 

SD-014, Response to IR 5/17/2019 Reviewed by CDRH 

SD-015, Response to IR 6/4/2019 Drug Product 

SD-019, Response to IR 6/26/2019 Drug Product 

SD-020, Response to IR 7/23/2019 Drug Product 

SD-021, Response to IR 7/24/2019 Drug Product 

SD-023, Response to IR 8/26/2019 Reviewed by CDRH 

SD-025, Response to DRL 9/11/2019 Drug Product, Manufacturing 

SD-026, Major Amendment 9/26/2019 Drug Product, Manufacturing 

SD-027, Response to IR 10/4/2019 Drug Product 

SD-028, Labeling/Container 10/22/2019 Drug Product/Labeling 

SD-029, Labeling/Container 12/6/2019 Drug Product/Labeling 

SD-030, Response to IR 12/9/2019 Manufacturing 

SD-031, Response to IR 
and Labeling/Container 

12/16/2019 Drug Product/Labeling 
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QUALITY ASSESSMENT DATA SHEET 

1. RELATED/SUPPORTING DOCUMENTS  
 
A. DMFs: 
 

DMF # Type Holder Item Referenced Status 
Date 

Assessed Comments 

II Adequate 1   

IV 
Aegis 
Therapeutics 

Intravail® A-3 
(dodecylmaltoside) Adequate 9/4/2019 

Reviewed by 
S. Emory 

III N/A 2   

III N/A 2   

III Aptar 
Unit dose nasal spray 
system 

N/A 3   

1 Per DLCAPI review dated 3/18/2019 
2 Adequate information in NDA. 
3 Adequate information in NDA to support OPQ product review.  CDRH review deemed DMF acceptable 
from device perspective. 

 
B. Other Documents: IND, RLD, or sister applications  

Document Application Number Description 

NDA 20648 Diastat (diazepam) gel, for rectal administration, NDA 
referenced under 505(b)(2) to support safety and 
efficacy of diazepam. 

IND 112621 Development of Valtoco (diazepam) nasal spray. 

 
 
2. CONSULTS 

Device aspects of the combination product were reviewed by Kathleen Fitzgerald, 
CDRH Office of Device Evaluation and deemed adequate.  The CDRH review and 
recommendation is documented separately. 
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EXECUTIVE SUMMARY 

I. RECOMMENDATIONS AND CONCLUSION ON APPROVABILITY 

The OPQ review team recommends APPROVAL of NDA 211635, Valtoco® 
(diazepam) nasal spray. 

The review team previously recommended that a Complete Response (CR) letter be 
issued for the application due to multiple outstanding deficiencies.  Refer to 
Integrated Quality Review 1, dated 9/4/2019.  A Discipline Review Letter (DRL) was 
issued on 9/6/2019.  On 9/26/2019, the Applicant submitted a response to the DRL 
that was classified as a major amendment and the review clock was extended.  
Based in the information in the 9/26/2019 amendment, and subsequent responses to 
follow-up information requests (IRs), the application, as amended, provides 
adequate information to ensure that the applicant can consistently manufacture a 
product that is suitable for use by the intended patients. 

II. SUMMARY OF QUALITY ASSESSMENTS  

A. Product Overview 

Diazepam was originally developed by Hoffman-LaRoche for use as a tranquilizer 
and approved in 1963.  It is currently approved for multiple indications, including 
acute treatment of seizures.  Diazepam is marketed by Valeant Pharmaceuticals as 
a rectal gel (Diastat®) for management of selected, refractory, patients with epilepsy, 
on stable regimens of AEDs, who require intermittent use of diazepam to control 
bouts of increased seizure activity (also referred to as acute repetitive seizures). 

In this 505(b)(2) NDA, Neurelis Pharmaceuticals proposes marketing of diazepam in 
a nasal spray formulation for treatment of acute repetitive seizures in adult epilepsy 
patients.  The product consists of a single-use, disposable, nasal spray unit intended 
to deliver 5 mg, 7.5 mg, or 10 mg in 100 μL of solution.  15 mg and 20 mg doses 
may be administered by using two 7.5 mg or 10 mg unit dose devices, respectively.  
A second dose may be given, as needed, 4 to 12 hours after the first dose.  The 
applicant relies on pharmacokinetic comparisons between the proposed nasal spray 
formulation and Diastat to support efficacy. 

Proposed indication(s) 
including intended 
patient population 

Use in adults and children six years and older with epilepsy, on 
stable regimens of antiepileptic drugs, to control bouts of 
increased seizure activity, often referred to as cluster or acute 
repetitive seizures. 

Duration of treatment 
Chronic intermittent; treatment of more than one episode every 
five days or five episodes per month is not recommended. 

Maximum daily dose 40 mg 

Alternative methods of 
administration 

None 

Reference ID: 4543999
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B. Quality Assessment Overview 

Drug Substance:  Adequate 

There were no outstanding drug substance deficiencies when Review 1 was 
completed.  Refer to Integrated Quality Review 1, dated 9/4/2019, for details 
regarding the drug substance assessment. 

Drug Product:  Adequate 

Refer to Integrated Quality Review 1, dated 9/4/2019, for details regarding the 
product, proposed controls, and stability data provided in the initial NDA and 
amendments received prior to 9/4/2019.  Deficiencies conveyed in the 9/6/2019 
DRL, and the information provided by the Applicant to address the deficiencies are 
summarized below.  

Product specification – The specification proposed in the initial submission included 
acceptance criteria of not more that (NMT) % and %, respectively, for two 
known diazepam related impurities designated as USP Related Compound A (RCA) 
and USP Related Compound B (RCB) that exceed the ICH Q3B qualification 
threshold, NMT 0.5%, for the maximum daily dose of diazepam (40 mg).  The 
proposed limits were not adequately qualified and, as discussed under Stability 
below, it was unclear whether reducing the limits to NMT 0.5% would allow for a 
viable shelf life.  Additionally, the specification did not include a test for actuation 
force, which the Agency considers a critical quality attribute as variation in actuation 
force can impact on spray characteristics such as plume geometry and droplet size 
and indirectly impact on systemic absorption of the drug. 

The applicant agreed to reduce the limits for RCA and RCB to NMT 0.5% and added 
a test for actuation force to the product specification.  The impact of reducing the 
impurity limits to the ICH qualification threshold on shelf life has been addressed as 
discussed under Stability.  

Stability – Based on the available stability data for the proposed long-term storage 
condition (room temperature), reducing the limit for impurity RCB to NMT 0.5% was 
expected to  

 Thus, the allowable shelf life was not 
considered commercially viable. 

The applicant provided an investigation report from the product manufacturer 
(Catalent).  Based on the report and raw data provided, the stability results 
originally reported were erroneous.  The corrected stability data support shelf life 
assignments of six months for the 5 mg and 7.5 mg strengths and 9 months for 

Reference ID: 4543999
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the 10 mg strength when stored at 20°C – 25°C (USP Controlled Room 
Temperature).  The product will be distributed through a specialty pharmacy and 
the applicant has committed to replacing any unused units that patients have if they 
expire before use.  

Manufacturing:  Adequate 

Refer to Integrated Quality Review 1, dated 9/4/2019, for details regarding the 
manufacturing process, process controls, and facility information provided in the 
initial NDA and amendments received prior to 9/4/2019.  Deficiencies conveyed in 
the 9/6/2019 DRL, and the information provided by the Applicant to address the 
deficiencies are summarized below. 

Extractables/Leachables – The Applicant did not provide data to support the use of 
the proposed  
processes. 
 

The applicant has provided extractable report of the  showing 
compatibility with the formulation.  Additionally, all  used in the 
manufacturing process were evaluated for compatibility with the formulation. 

Hold times – The Applicant did not provide data to support: a) total manufacturing 
time at commercial scale; b) total time for ; or c) hold time 
for . 

Batch records – The Applicant did not submit executed batch records for device 
assembly (registration batches). 

The applicant provided executed batch records for the device assembly of Batch 
#17 -009 and Batch #17 -010 as requested. 

Facilities – Discrepancies between the proposed master batch records (MBRs) and 
facility responsibilities identified elsewhere in the application were identified.  The 
Applicant submitted master batch records for device assembly at the  

 and Catalent Pharma Morrisville facilities; however; Catalent was not 
identified as a device assembler on Form 356h or in Module 3.2.P.3.1. 

The applicant clarified that Catalent has primary responsibility for device assembly 
and labeling.   may be used as an alternative site for device 
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assembly.  Based on this information, a pending inspection request for the Catalent 
facility was updated to include device assembly.  The inspection was completed on 
12/20/2019 and the facility was found acceptable. 

In addition to the deficiencies summarized above, the Applicant was advised that, 
although process validation protocols and reports were submitted in Section 
3.2.P.3.5, FDA does not approve process validation protocols or reports during an 
application review.  The actual protocols, process validation reports, and other 
process validation will be evaluated during facility inspections.  Although not an 
approvability issue, the advice was included in the DRL for clarity and has been 
acknowledged by the Applicant. 

All facilities involved in the manufacture and testing of Diazepam USP and Valtoco 
(diazepam) nasal spray are currently deemed acceptable.  Facility status should be 
verified prior to final action. 

Microbiology:  Adequate  

There were no outstanding microbiology deficiencies when Review 1 was 
completed.  Refer to Integrated Quality Review 1, dated 9/4/2019, for details 
regarding the microbiology assessment. 

Labeling:   Adequate 

The proposed labeling is deemed adequate; minor deficiencies identified previously 
were corrected during labeling negotiations. 

Environmental:  Adequate  

The claim for categorical exclusion under 21 CFR §25.31(b) was previously deemed 
acceptable.  Approval of the application would increase use of the active moiety, but 
the estimated concentration of the substance at the point of entry into the aquatic 
environment will be below 1 part per billion (ppb).  As the expected introduction 
concentration (EIC) for Valtoco is  ppb, the claim is granted. 

Methods Verification: 

Verification of analytical procedures submitted in the NDA by FDA laboratories was 
not requested during the review. 

Reference ID: 4543999
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C. Risk Assessment 

From Initial Risk Identification Review Assessment 

Attribute/CQA 
Factors that can impact 

the CQA 
Initial Risk 
Ranking 

Risk Mitigation Approach 
Final Risk 
Evaluation 

Comments 

Diazepam assay, 
stability 

Formulation, raw 
materials, moisture, air, 
container closure, 
process parameters, 
scale, equipment 
(excipient reactions, 

) 

L Adequate 

Applicant reduced limits for specified 
degradants RCA and RCB to ICH 
qualification threshold and accepted 

.   
Lifecycle:  The Applicant is 
performing nonclinical studies to 
qualifies higher impurity limits and 

 
. 

DDM assay, 
stability 

L Adequate  

Diazepam and 
DDM spray 
content/dose 
uniformity 

Formulation,  
 device 

performance parameters 
L Adequate  

Droplet size 
distribution (DSD) 

Device/actuator, viscosity M Adequate  

Spray pattern 

Extractables / 
Leachables 

Formulation, container 
closure, equipment  

M Adequate  

Biocompatibility 
Pump component 
materials 

L --- Defer to CDRH 

Microbial limits 
Formulation, raw 
materials, process 
parameters,  

L Adequate  
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From Initial Risk Identification Review Assessment 

Attribute/CQA 
Factors that can impact 

the CQA 
Initial Risk 
Ranking 

Risk Mitigation Approach 
Final Risk 
Evaluation 

Comments 

container closure 
(packaging defects) 

Foreign matter 

Particulates from 
excipient,  
equipment, device 
components 

L Adequate  
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CHAPTER IV: LABELING 
 

1.0  PRESCRIBING INFORMATION 
 

Assessment of Product Quality Related Aspects of the Prescribing 

Information:  

A Complete Response is planned for this application.  Revisions listed 
below will be provided to the applicant along with the action letter.  
However, labeling negotiations will not take place during this review cycle.  
 

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION  

Item 
Information Provided 

in the NDA 
Assessor’s Comments 

Product Title in Highlights 

Proprietary name VALTOCO®   Adequate. 

Established name(s) diazepam nasal spray 
 

Adequate. 

Route(s) of administration 

Controlled substance CIV Adequate. 

Dosage Forms and Strengths Heading in Highlights 

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

in metric system. 
Nasal spray  

of diazepam. 

Revise to list the product 
strengths: 5mg/0.1mL, 
7.5mg/0.1mL, 
10mg/0.1mL 

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

N/A 
 

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. 

   

1.2  FULL PRESCRIBING INFORMATION 
1.2.1 Section 2 (DOSAGE AND ADMINISTRATION) 

Item Information Provided in the NDA Assessor’s Comments 

DOSAGE AND ADMINISTRATION section  

Special instructions for product 
preparation (e.g., reconstitution 
and resulting concentration, 
dilution, compatible diluents, 
storage conditions needed to 
maintain the stability of the 
reconstituted or diluted product) 

No device assembly is required. 
VALTOCO nasal spray is a ready-
to-use nasal spray device. 
VALTOCO nasal spray delivers its 
entire contents  upon 
activation. Do not prime or attempt 
to use for more than one 
administration per device. 

The following statement is 
misleading (due to overfill) and 
should be removed or revised: 
 
“VALTOCO nasal spray 
delivers its entire contents 

 upon activation.”   
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1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS) 

Item 
Information Provided  

in the NDA 
Assessor’s 
Comments 

DOSAGE FORMS AND STRENGTHS section 

Available dosage form(s) Nasal spray Adequate. 

Strength(s) in metric system VALTOCO nasal spray is available in  

 Each 

 VALTOCO nasal spray 

contains 0.1 mL solution. 

 

 
should be removed.  
The strengths 
should be more 
clearly described.  
Suggested 
language: 
 
“Each  
VALTOCO nasal 
spray contains 5, 
7.5, or 10 mg 
diazepam in 0.1 mL.  
 
Use either “nasal 
spray” or “nasal 
spray device” 
consistently 
throughout labeling.  

If the active ingredient is a salt, 
apply the USP Salt Policy per 
FDA Guidance 

N/A N/A 

A description of the identifying 
characteristics of the dosage 
forms, including shape, color, 
coating, scoring, and imprinting 

Not provided. Adequate. The 
solution is not visible 
in the assembled 
device. 

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

N/A 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 
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1.2.3 Section 11 (DESCRIPTION) 

Item 
Information Provided  

in the NDA 
Assessor’s 
Comments 

DESCRIPTION section  

Proprietary and established 
name(s) 

 
 should be 

removed.  The 
strengths should be 
more clearly described 
(see Dosage Forms 
and Strengths 
section).   

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

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

The inactive ingredients in VALTOCO nasal 
spray include benzyl alcohol, dehydrated 
alcohol, n-dodecyl beta-D-maltoside, and 
vitamin E. 

Adequate. 
 
Note: The product 
contains benzyl 
alcohol but is intended 
for use in patients 6 
years and older, 
therefore a warning 
statement regarding 
neonates/infants is not 
required. 

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

Missing Alcohol content must 
be stated.  

Pharmacological/ 
therapeutic 
class  

Diazepam, the active ingredient of 
VALTOCO nasal spray, is a 
benzodiazepine anticonvulsant with the 
chemical name 7-chloro-1,3-dihydro-1-
methyl-5-phenyl-2H-1,4-benzodiazepin-2-
one.  The structural formula is as follows:  
[structure provided] 

Adequate.  

Chemical name, structural 
formula, molecular weight  

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

Adequate 
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Section 11 (DESCRIPTION) Continued 

Item 
Information 

Provided  
in the NDA 

Assessor’s 
Comments 

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

N/A 
 

N/A 
 

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. 

Statement of being sterile (if applicable) 

If radioactive, statement of important nuclear characteristics. 

For oral prescription drug products, include gluten statement if applicable 

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

 

1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) 

Item Information Provided in the NDA 
Assessor’s 
Comments 

HOW SUPPLIED/STORAGE AND HANDLING section 

Available dosage form(s)  VALTOCO nasal spray is supplied in 5 mg, 10 mg, 15 mg, 
and 20 mg doses.  

 
 

 
 available 

packaging configurations: 
 

Descrip-
tion 

Contents NDC 

5 mg 
carton 

2 individual packs, each containing one 
 5 mg nasal spray device  

72252-
505-02 

10 mg 
carton 

2 individual packs, each containing one 
 10 mg nasal spray device 

72252-
510-02 

15 mg 
carton 

2 individual packs, each containing two 
 7.5 mg nasal spray devices 

72252-
515-04 

20 mg 
carton 

2 individual packs, each containing two 
 10 mg nasal spray devices 

72252-
520-04 

 

The strengths 
should be 
more clearly 
described 
(see Dosage 
Forms and 
Strengths 
section of this 
review 
chapter).   

Strength(s) in metric system 

Available units (e.g., bottles of 
100 tablets) 

Identification of dosage forms, 
e.g., shape, color, coating, 
scoring, imprinting, NDC 
number 

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.) 

Do not freeze. Protect from light. 
 
Do not open individual blister packs or test nasal spray 
devices before use. 
 
Each single-dose nasal spray device sprays one (1) time 
and cannot be re-used. 

Adequate. 

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

Store VALTOCO nasal spray at  
 

Remove 
spaces 
before 
degree 
symbols 
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Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) (Continued) 

Item 

Information 
Provided in 

the NDA 

Assessor’s 
Comments 

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.” 

Missing The following 
statement should 
be included: “Not 
made with natural 
rubber latex.” 

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

N/A 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. 

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.” 

Include information about child-resistant packaging  

 

1.2.5 Other Sections of Labeling – N/A 
 

1.2.6 Manufacturing Information After Section 17 (for drug products) 

Item Information Provided in the NDA 
Assessor’s 
Comments 

Manufacturing Information After Section 17 

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

Manufactured for: Neurelis, Inc. 
San Diego, CA 92130 USA 
By: Catalent Pharma Solutions 
Morrisville, NC 27560 USA 

Adequate. 

 

2.0   PATIENT LABELING 
 

MEDICATION GUIDE: 
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INSTRUCTIONS FOR USE: 

 
 

Assessment of Product Quality Related Aspects of Patient Labeling (e.g., 
Medication Guide, Patient Information, Instructions for Use):  
 
A Complete Response is planned for this application.  Revisions are listed 
in the Additional Items for Assessment and will be provided to the 
applicant along with the action letter.  However, labeling negotiations will 
not take place during this review cycle.  
 
 
 

3.0    CARTON AND CONTAINER LABELING 
 

3.1 Device Labels:  Three device labels are proposed, one for each 
STRENGTH.  The 10mg/0.1mL device label is shown below.  The 5 mg/0.1 
mL and 7.5 mg/0.1mL device labels are analogous to the 10 mg/0.1mL  
device label.   
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3.2 Blister Labeling: Four blister labels are proposed, one for each DOSE.  
Each blister is referred to as a “pack” and contains either 1 or 2 devices, as 
required to achieve each DOSE. The 10 mg and 20 mg DOSE blister lid 
labels are presented below.  The number of devices required for each DOSE 
appears on the carton label but not the STRENGTH.  The 5 mg and 15 mg 
DOSE blister labels are analogous to the 10 mg and 20 mg DOSE blister 
labels, respectively. 

 

Although the STRENGTH does not appear on the label,  
  Note that the STRENGTH for the 10 mg and 20 mg 

DOSE blisters is the same (shown below).   

Reference ID: 4543999
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3.3 Carton Labeling: Four carton labels are proposed, one for each DOSE.  
The number of devices required for each DOSE appears on the carton label, 
but the STRENGTH does not.  As with the blister labels, the 5 mg and 15 mg 
DOSE carton labels are analogous to the 10 mg and 20 mg DOSE carton 
labels, respectively. 

 

Reference ID: 4543999

(b) (4)

(b) (4)

3 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page



OPQ-XOPQ-TEM-0001v06                 Page 12              Effective Date: February 1, 2019 

 

Item 

Assessor’s Comments 
about Carton and 

Container Labeling  
(see representative  

labels above) 

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

Adequate  

Dosage strength Adequate  

Route of administration Adequate  

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

N/A 

Net contents (e.g. tablet count) Stated as the number of 
packs (i.e. doses) per 
carton.  Not stated in 
terms of number of 
devices, sprays, or 
volume.   

“Rx only” displayed on the principal display Adequate  

NDC number  Adequate  

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. 

Adequate. 

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 

The alcohol content must 
be stated 

Bar code Adequate (bottom panel, 
not shown above) 

Name of manufacturer/distributor  Adequate  

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 

Inactive ingredients Optional.  Remove or list 
in alphabetical order. 
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3.5  Structured Product Labeling (SPL):  
 

Assessment of SPL: See revisions listed under Items for Additional 

Assessment. 

 

ITEMS FOR ADDITIONAL ASSESSMENT 

 

A Complete Response is planned for this application.  The deficiencies in the 
tables above and in the following list will be will be provided to the applicant 
along with the action letter.   
 
MedGuide: 

1. List inactive ingredients in alphabetical order.   
SPL: 

1. In the Inactive Ingredients section, include “n-dodecyl beta-D-maltoside” 
(UNII DI107E57B4) and “alpha-tocopherol, ” (UNII 7QWA1RIO01) 

2. In the Establishment section, include the drug substance manufacturer 
 

 

 

 

Overall Assessment and Recommendation: 

A Complete Response is planned for this application.  Deficiencies identified 
above will be provided to the applicant along with the action letter.  However, 
labeling negotiations will not take place during this review cycle.  
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QUALITY ASSESSMENT 

 

 

 

 

 

 

MICROBIOLOGY 

 
IQA Review Guide Reference 

 

 

Product Background: 

 

NDA/ANDA: 211635 

 

Drug Product Name / Strength: NRL-1 Diazepam Intranasal, 50, 75 and 100 mg/mL 

 

Route of Administration: Nasal spray 

 

Applicant Name: Neurelis, Inc 

 

Manufacturing Site: Catalent Pharma Solutions, 160 S. Pharma Drive, Morrisville, NC, 

27560 

 

Method of Sterilization: N/A for non-sterile product. 

 

 

Review Recommendation: Adequate 

 

Theme (ANDA only): Choose an item. 

 

Justification (ANDA only): Choose an item. 

 

Review Summary: The submission is recommended for approval on the basis of sterility 

assurance.     

 

List Submissions Being Reviewed: 09/20/2018; 12/10/2018 

 

Highlight Key Outstanding Issues from Last Cycle: N/A 

 

Remarks: Submission dated 09/20/2018 was refused to file due to non-micro 

deficiencies (RTF 11/19/2018).  The NDA was resubmitted on 12/10/2018. 

 

Concise Description Outstanding Issues Remaining: N/A 

 

Supporting Documents: N/A 

 

List Number of Comparability Protocols (ANDA only): N/A 
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QUALITY ASSESSMENT 

 

 

 

 

 

 

S Drug Substance 

No review was conducted on the drug substance as the drug substance is non-sterile. 

P.1 Description of the Composition of the Drug Product 

 Description of drug product-This combination product is a single-use nose 

spray product.  It comprises of a proprietary diazepam drug product and an Aptar 

UDS metered spray pump attachment.   The Valtoco® nasal solution, which is a 

clear non-sterile non-aqueous solution, is formulated at concentrations of 50, 75, 

and 100 mg/mL, and packaged in a /0.3mL clear glass vial.   

 

 Drug product composition –  

Component Function 
Quantity per 5L batch 

5 mg/100µL 7.5 mg/100 µL 10.0 mg/100 µL 

Diazepam, USP API 

Vitamin E, USP 

Benzyl alcohol, USP 

Intravail A3 

Dehydrated alcohol, USP 

 

 Description of container closure system –  

Primary container closure system:  
Component Description Manufacturer 

Vial 0.3mL clear glass vial 

Closure Black  stopper 

 

The vial is held in a  vial holder that is attached to an Aptar UDS nasal 

pump.   

 

Reviewer’s Assessment: Adequate 

  

The drug product and container closure system description are acceptable. 

 

P.2 Pharmaceutical Development 
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RECOMMENDATION:  Complete Response 

NDA 211635 

Review 1 

 

Drug Product Name Valtoco® (diazepam) nasal spray 

Dosage Form 5 mg, 7.5 mg, 10 mg 

Strength Intranasal 

Route of Administration Rx 

Rx/OTC Dispensed Neurelis Pharmaceuticals 

Applicant N/A 

US agent, if applicable Richard Lowenthal 

 
 

QUALITY TEAM 

Discipline Primary Assessment Secondary Assessment 

Drug Substance Rajan Pragani Su Tran 

Drug Product Stephanie Emory Wendy Wilson-Lee 

Manufacturing Peter Krommenhoek Nallaperumal Chidambaram 

Microbiology Yan Zheng Elizabeth Bearr 

Biopharmaceutics N/A N/A 

Regulatory Business 
Process Manager 

Dahlia Walters 

Application Technical Lead Martha Heimann 

Laboratory (OTR) N/A  

Environmental N/A  
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Submission(s) Document Date Discipline(s) Affected 

SD-001, Original NDA 9/20/2018 All 

SD-005, Resubmission 
after Refuse to File 

12/10/2018 All 

SD-007, Response to IR 1/15/2019 Manufacturing 

SD-009, Response to IR 1/23/2019 Manufacturing 

SD-014, Response to IR 5/17/2019 Reviewed by CDRH 

SD-015, Response to IR 6/4/2019 Drug Product 

SD-019, Response to IR 6/26/2019 Drug Product 

SD-020, Response to IR 7/23/2019 Drug Product 

SD-021, Response to IR 7/24/2019 Drug Product 

SD-023, Response to IR 8/26/2019 Reviewed by CDRH 
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QUALITY ASSESSMENT DATA SHEET 

 
 

1. RELATED/SUPPORTING DOCUMENTS  
 
A. DMFs: 
 

DMF # Type Holder Item Referenced Status 
Date 

Assessed Comments 

II Adequate 1   

IV Aegis Therapeutics 
Intravail® A-3 
(dodecylmaltoside) Adequate Sep 04, 

2019 
Reviewed by S. 
Emory 

III N/A 2   

III N/A 2   

III Aptar 
Unit dose nasal 
spray system 

N/A 2   

1 Per DLCAPI review dated 3/18/2019 
2 Adequate information in NDA 

 
B. Other Documents: IND, RLD, or sister applications  

Document Application Number Description 

NDA 20648 Diastat (diazepam) gel, for rectal administration, NDA 
referenced under 505(b)(2) to support safety and 
efficacy of diazepam. 

IND 112621 Development of Valtoco (diazepam) nasal spray. 

 
 
2. CONSULTS 

Device aspects of the combination product are being reviewed by Kathleen Fitzgerald, 
CDRH Office of Device Evaluation.  The CDRH review and recommendation will be 
documented separately. 
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EXECUTIVE SUMMARY  
 

I. RECOMMENDATIONS AND CONCLUSION ON APPROVABILITY 

The OPQ review team recommends that a Complete Response (CR) letter be 
issued for NDA 211635, Valtoco® (diazepam) nasal spray.  The application, as 
amended in response to multiple Agency information requests, does not provide 
adequate information to ensure that the applicant can consistently manufacture a 
product that is suitable for use by the intended patients.  Drug product and 
manufacturing deficiencies identified during the review should be communicated to 
the applicant via a Discipline Review (DR) letter prior to final action.  Minor labeling 
deficiencies may be communicated in the action letter. 

II. SUMMARY OF QUALITY ASSESSMENTS  

A. Product Overview 

Diazepam was originally developed by Hoffman-LaRoche for use as a tranquilizer 
and approved in 1963.  It is currently approved for multiple indications, including 
treatment of anxiety disorders, treatment of symptoms of acute alcohol withdrawal, 
relief of skeletal muscle spasm, preoperative sedation, and acute treatment of 
seizures.  Diazepam is marketed by Valeant Pharmaceuticals as a rectal gel 
(Diastat®) for management of selected, refractory, patients with epilepsy, on stable 
regimens of AEDs, who require intermittent use of diazepam to control bouts of 
increased seizure activity (also referred to as acute repetitive seizures). 

In this 505(b)(2) NDA, Neurelis Pharmaceuticals proposes marketing of diazepam in 
a nasal spray formulation for treatment of acute repetitive seizures in adult epilepsy 
patients.  The product consists of a single-use, disposable, nasal spray unit intended 
to deliver 5 mg, 7.5 mg, or 10 mg in 100 μL of solution.  15 mg and 20 mg doses 
may be administered by using two 7.5 mg or 10 mg unit dose devices, respectively.  
A second dose may be given, as needed, 4 to 12 hours after the first dose.  The 
applicant relies on pharmacokinetic comparisons between the proposed nasal spray 
formulation and Diastat to support efficacy. 

Proposed indication(s) 
including intended patient 
population 

Use in adults and children six years and older with 
epilepsy, on stable regimens of antiepileptic drugs, to 
control bouts of increased seizure activity, often 
referred to as cluster or acute repetitive seizures. 

Duration of treatment 
Chronic intermittent.  Treatment of more than one 
episode every five days or five episodes per month is 
not recommended. 

Maximum daily dose 40 mg 

Alternative methods of 
administration 

None 

Reference ID: 4486797
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B. Quality Assessment Overview 

Drug Substance:  Adequate 

Diazepam is a well-characterized small molecule that is approved under multiple 
NDAs and ANDAs.  Information regarding manufacture and control of the bulk drug 
substance is incorporated by cross-reference to DMF  

 Diazepam USP).  The DMF is currently deemed adequate to support 
approval of NDA 211635.The information submitted directly to the NDA regarding 
general properties of diazepam, potential impurities, specifications, and stability is 
consistent with the manufacturer’s DMF and USP monograph requirements.  It is 
noted that the drug substance is  

.  The sensitivity of 
diazepam  is a factor that may also impact on product stability. 

Drug Product:  Inadequate 

The proposed product is a non-aqueous solution containing diazepam, a proprietary 
penetration enhancer, dodecylmaltoside (DDM), Vitamin E, benzyl alcohol, and 
dehydrated  contained within a unit dose nasal spray device.  Three 
strengths are proposed, 5 mg/100 µL, 7.5 mg/100 µL, and 10 mg/100 µL.  The 
nonaqueous formulation was developed  

. The unit dose spray device, which is 
manufactured by Aptar, is a component of several approved products.  The 
proposed commercial formulation and delivery device are the same as used in 
clinical studies.   

In the Aptar system, the primary container closure for the drug solution is a glass vial 
with  rubber stopper.  The vial and stopper are the only components in 
contact with the solution prior to actuation and were subjected to extraction and 
leaching studies.  No compounds of concern were found.  However, some 
leachables have not yet been identified. 

The proposed specification for Valtoco includes appropriate tests for all CQAs 
except actuation force.  Based on prior Agency experience with similar products, 
variation in actuation force can impact on spray characteristics such as plume 
geometry and droplet size and may indirectly impact on systemic absorption of the 
drug.  Additionally, the specification includes acceptance criteria of not more that 
(NMT) % and %, respectively, for two known diazepam related impurities 
designated as USP Related Compound A (RCA) and USP Related Compound B 
(RCB).  The proposed acceptance criteria for RCA and RCB exceed the ICH Q3B 
qualification threshold, NMT 0.5%, for the maximum daily dose of diazepam (40 mg) 
and have not been adequately qualified.  The applicant could partially address this 
deficiency by reducing the limit for RCA to NMT 0.5%.  However, reducing the limit 
for RCB does not appear feasible based on the availability stability data, as 
discussed below.   

Reference ID: 4486797
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The application includes stability data through 18 months under long-term storage 
conditions (25°C/60% R.H.) and through 6 months under accelerated conditions 
(40°C/75% R.H.) for three batches each of the 5 mg and 10 mg strengths.  The 
7.5 mg strength is appropriately bracketed by the other strengths.  Changes on 
stability include an increase in total impurities .  Although a slight 
increase in RCA was observed; the increase in total impurities is primarily the result 
of significant increases in RCB, with % observed after accelerated storage for 
6 months and % after long-term storage for 18 months.  Under long term 
storage conditions, RCB levels exceed the 0.5% ICH qualification threshold at 6 
months for one batch of the 5 mg strength and reach the 0.5% threshold at 9 months 
for two of the three 10 mg batches.  Reducing the limit for RCB to the 0.5% ICH 
qualification would result in  

.  The 7.5 strength was not placed on stability; 
therefore, its shelf life is based on the shortest shelf life for the bracketing strengths, 

 
  Thus, assignment of a 

commercially viable shelf life would require qualification of RCB. 

Manufacturing:  Inadequate 

The proposed commercial manufacturing process for Valtoco involves  
 

  
The pre-set delivery doses are 5 mg, 7.5 mg, or 10 mg in 100 µl solution.  Each vial 
contains a fixed overfill to compensate for the void volume of the actuator and 
ensure delivery of the target dose.  The manufacturing process does not involve any 
novel operations and is generally well documented; however, several deficiencies 
were identified during the review.  Outstanding deficiencies include: a) absence of 
extractables/leachables data to support compatibility of the formulation the proposed 

; b) absence of data to support hold times for in-process 
materials; c) discrepancies between in-process tests performed during manufacture 
of the exhibit batches and the proposed master batch records; and d) absence of 
executed batch records for device assembly.  The applicant should clarify the 
facility(ies) responsible for primary device assembly, labeling, and packaging.  
Additionally, the applicant will be advised that, although process validation protocols 
and reports were submitted in Section 3.2.P.3.5, FDA does not approve process 
validation protocols or reports during an application review.  The actual protocols, 
process validation reports, and other process validation will be evaluated during 
facility inspections. 

All facilities involved in the manufacture and testing of Diazepam USP and Valtoco 
(diazepam) nasal spray are currently deemed acceptable.  Facility status should be 
verified prior to final action. 

Reference ID: 4486797
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Microbiology:  Adequate  

Valtoco is a nonaqueous single-dose nasal spray.  Sterility is not required for 
intranasal sprays; however, the product is expected to comply with USP microbial 
limits applicable intranasal products (i.e., TAMC: less than 100 CFU/g; TYMC: less 
than 10 CFU/g, and absence of S. aureus and P. aeruginosa in 1mL).  Control 
procedures for these attributes are adequately described and validated.  

Labeling:   Inadequate 

The proposed labeling is generally deemed adequate; however, minor deficiencies 
related to listing of excipients and manufacturer were identified. 

Environmental:  Adequate  

The applicant submitted a claim for categorical exclusion under 21 CFR §25.31(b).  
Approval of the application would increase use of the active moiety, but the 
estimated concentration of the substance at the point of entry into the aquatic 
environment will be below 1 part per billion (ppb).  As the expected introduction 
concentration (EIC) for Valtoco is  ppb, the claim is granted. 

Methods Verification: 

Verification of analytical procedures submitted in the NDA by FDA laboratories was 
not requested during the review. 

Reference ID: 4486797
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C. Risk Assessment 

From Initial Risk Identification Review Assessment 

Attribute/CQA 
Factors that can impact 

the CQA 
Initial Risk 
Ranking 

Risk Mitigation Approach 
Final Risk 
Evaluation 

Comments 

Diazepam assay, 
stability 

Formulation, raw materials, 
moisture, air, container 
closure, process 
parameters, scale, 
equipment (excipient 
reactions,  

 

L Inadequate 

No formal excipient compatibility studies 
were performed; impact of excipients on 
product stability is unknown.  Proposed 
limits for two impurities exceed ICH Q3B 
qualification threshold.  Applicant has 
not provided adequate justification for 
safety at the proposed levels. 

DDM assay, 
stability 

L Adequate  

Diazepam and 
DDM spray 
content/dose 
uniformity 

Formulation, , 
device performance 
parameters 

L Adequate 
Product is a solution; the mitigation 
approach is applicable to both 
components. 

Droplet size 
distribution (DSD) 

Device/actuator, viscosity M Adequate  

Spray pattern 

Extractables / 
Leachables 

Formulation, container 
closure, equipment  

M Inadequate 

Adequate characterization of 
extractables for container closure; 
however, no information provided for 
manufacturing equipment 

Biocompatibility Pump component materials L --- Defer to CDRH 

Microbial limits 

Formulation, raw materials, 
process parameters, 

 container closure 
(packaging defects) 

L Adequate  

Foreign matter 
Particulates from excipient, 

 equipment, device 
components 

L Adequate  
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D. List of Deficiencies for Complete Response 

The deficiencies below should be communicated via a DR letter. 

1. As the proposed limits for Related Compounds A and B are not adequately 
justified, the limit for each impurity should not exceed the ICH Q3B qualification 
threshold of not more than (NMT) 0.5%.  Thus, a commercially viable shelf-life(s) 
cannot be assigned due to significant increases in this degradant in long-term 
stability studies. 
 

2. In section 3.2.P.5.3 Validation of Analytical Procedures, Accuracy of related 
substances was not performed for USP Related Compounds A and B, the major 
degradation products for this drug product.  Additionally, the spiking level for 
precision samples is stated to be % for all 3 impurities, but the results for USP 
Related Compound A are more consistent with a spiking level of %. 

 
3. In section 3.2.P.5.1, testing of actuation force should be included in the 

specification for both release and stability testing or adequate justification 
provided including stability data. 
 

4. In section 3.2.P.2, identification of leachables is incomplete. 
 

5. Provide executed batch records for the device assembly of batch #17 -009 
and batch #17 -010. 
 

6. Provide justification and supportive data for the following: 
a. Total manufacturing time at commercial scale 
b. Total time for the  
c. Hold time for  

 
7. We acknowledge the submission of process validation protocols and reports in 

Section 3.2.P.3.5. However, the FDA does not approve process validation 
protocols or reports during an application review. The actual protocols, 
acceptance criteria, study outcomes, and supportive development and 
qualification studies will be evaluated during an inspection of your manufacturing 
facilities. It is your company’s responsibility to conduct all studies necessary to 
assure your commercial manufacturing process is capable of consistently 
delivering quality product. 

 
8. Please clarify the facility responsible for primary device assembly, labeling and 

packaging of your drug product, since you have submitted Master Batch Records 
for device assembly from both  (FEI: ) and 
Catalent (FEI: 1000110912). 
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The minor deficiencies below are not approvability issues and may be 
communicated in the action letter. 

Labeling: 
 

 Revise the Medication Guide to list inactive ingredients in alphabetical 
order. 

 

 Include “n-dodecyl beta-D-maltoside” (UNII DI107E57B4) and “alpha-
tocopherol, ” (UNII 7QWA1RIO01) in the Inactive Ingredients section of 
the SPL. 

 

 Include the drug substance manufacturer in the Establishment section of 
the SPL.  This information may be marked as confidential.  

 

Product Quality 

 In section 3.2.P.1, the uL over-fill of the finished product vials is 
.   

 

 In section 3.2.P.5.5 Characterization of Impurities, USP Related 
Compounds A and B should be described as degradation products.  

 

 In section 3.2.P.8.2, the following statement (from the cover letter of the IR 
response dated June 26, 2019) should be incorporated for clarity: “Three 
validation lots (one of each strength) will be placed on an ICH stability 
program once completed. Further, one lot of each strength will be place on 
stability each year of production beginning at the end of the first year after 
approval.” 

 
 
 
Application Technical Lead Name and Date:  See signature page. 
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CHAPTER IV: LABELING 
 

1.0  PRESCRIBING INFORMATION 
 

Assessment of Product Quality Related Aspects of the Prescribing 

Information:  

A Complete Response is planned for this application.  Revisions listed 
below will be provided to the applicant along with the action letter.  
However, labeling negotiations will not take place during this review cycle.  
 

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION  

Item 
Information Provided 

in the NDA 
Assessor’s Comments 

Product Title in Highlights 

Proprietary name VALTOCO®   Adequate. 

Established name(s) diazepam nasal spray 
 

Adequate. 

Route(s) of administration 

Controlled substance CIV Adequate. 

Dosage Forms and Strengths Heading in Highlights 

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

in metric system. 
Nasal spray:  

 
of diazepam. 

Revise to list the product 
strengths: 5mg/0.1mL, 
7.5mg/0.1mL, 
10mg/0.1mL 

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

N/A 
 

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. 

   

1.2  FULL PRESCRIBING INFORMATION 
1.2.1 Section 2 (DOSAGE AND ADMINISTRATION) 

Item Information Provided in the NDA Assessor’s Comments 

DOSAGE AND ADMINISTRATION section  

Special instructions for product 
preparation (e.g., reconstitution 
and resulting concentration, 
dilution, compatible diluents, 
storage conditions needed to 
maintain the stability of the 
reconstituted or diluted product) 

No device assembly is required. 
VALTOCO nasal spray is a ready-
to-use nasal spray device. 
VALTOCO nasal spray delivers its 
entire contents  upon 
activation. Do not prime or attempt 
to use for more than one 
administration per device. 

The following statement is 
misleading (due to overfill) and 
should be removed or revised: 
 
“VALTOCO nasal spray 
delivers its entire contents 

 upon activation.”   
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1.2.2 Section 3 (DOSAGE FORMS AND STRENGTHS) 

Item 
Information Provided  

in the NDA 
Assessor’s 
Comments 

DOSAGE FORMS AND STRENGTHS section 

Available dosage form(s) Nasal spray Adequate. 

Strength(s) in metric system VALTOCO nasal spray is available in  

 

 VALTOCO nasal spray 

contains 0.1 mL solution. 

 

 
should be removed.  
The strengths 
should be more 
clearly described.  
Suggested 
language: 
 
“Each  
VALTOCO nasal 
spray contains 5, 
7.5, or 10 mg 
diazepam in 0.1 mL.  
 
Use either “nasal 
spray” or “nasal 
spray device” 
consistently 
throughout labeling.  

If the active ingredient is a salt, 
apply the USP Salt Policy per 
FDA Guidance 

N/A N/A 

A description of the identifying 
characteristics of the dosage 
forms, including shape, color, 
coating, scoring, and imprinting 

Not provided. Adequate. The 
solution is not visible 
in the assembled 
device. 

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

N/A 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 
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1.2.3 Section 11 (DESCRIPTION) 

Item 
Information Provided  

in the NDA 
Assessor’s 
Comments 

DESCRIPTION section  

Proprietary and established 
name(s) 

 
 should be 

removed.  The 
strengths should be 
more clearly described 
(see Dosage Forms 
and Strengths 
section).   

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

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

The inactive ingredients in VALTOCO nasal 
spray include benzyl alcohol, dehydrated 
alcohol, n-dodecyl beta-D-maltoside, and 
vitamin E. 

Adequate. 
 
Note: The product 
contains benzyl 
alcohol but is intended 
for use in patients 6 
years and older, 
therefore a warning 
statement regarding 
neonates/infants is not 
required. 

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

Missing Alcohol content must 
be stated.  

Pharmacological/ 
therapeutic 
class  

Diazepam, the active ingredient of 
VALTOCO nasal spray, is a 
benzodiazepine anticonvulsant with the 
chemical name 7-chloro-1,3-dihydro-1-
methyl-5-phenyl-2H-1,4-benzodiazepin-2-
one.  The structural formula is as follows:  
[structure provided] 

Adequate.  

Chemical name, structural 
formula, molecular weight  

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

Adequate 
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Section 11 (DESCRIPTION) Continued 

Item 
Information 

Provided  
in the NDA 

Assessor’s 
Comments 

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

N/A 
 

N/A 
 

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. 

Statement of being sterile (if applicable) 

If radioactive, statement of important nuclear characteristics. 

For oral prescription drug products, include gluten statement if applicable 

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

 

1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) 

Item Information Provided in the NDA 
Assessor’s 
Comments 

HOW SUPPLIED/STORAGE AND HANDLING section 

Available dosage form(s)  VALTOCO nasal spray is supplied in 5 mg, 10 mg, 15 mg, 
and 20 mg doses.  

 
 

 
 available 

packaging configurations: 
 

Descrip-
tion 

Contents NDC 

5 mg 
carton 

2 individual packs, each containing one 
 5 mg nasal spray device  

72252-
505-02 

10 mg 
carton 

2 individual packs, each containing one 
 10 mg nasal spray device 

72252-
510-02 

15 mg 
carton 

2 individual packs, each containing two 
 7.5 mg nasal spray devices 

72252-
515-04 

20 mg 
carton 

2 individual packs, each containing two 
 10 mg nasal spray devices 

72252-
520-04 

 

The strengths 
should be 
more clearly 
described 
(see Dosage 
Forms and 
Strengths 
section of this 
review 
chapter).   

Strength(s) in metric system 

Available units (e.g., bottles of 
100 tablets) 

Identification of dosage forms, 
e.g., shape, color, coating, 
scoring, imprinting, NDC 
number 

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.) 

Do not freeze. Protect from light. 
 
Do not open individual blister packs or test nasal spray 
devices before use. 
 
Each single-dose nasal spray device sprays one (1) time 
and cannot be re-used. 

Adequate. 

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

Store VALTOCO nasal spray at  
 

Remove 
spaces 
before 
degree 
symbols 
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Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) (Continued) 

Item 

Information 
Provided in 

the NDA 

Assessor’s 
Comments 

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.” 

Missing The following 
statement should 
be included: “Not 
made with natural 
rubber latex.” 

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

N/A 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. 

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.” 

Include information about child-resistant packaging  

 

1.2.5 Other Sections of Labeling – N/A 
 

1.2.6 Manufacturing Information After Section 17 (for drug products) 

Item Information Provided in the NDA 
Assessor’s 
Comments 

Manufacturing Information After Section 17 

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

Manufactured for: Neurelis, Inc. 
San Diego, CA 92130 USA 
By: Catalent Pharma Solutions 
Morrisville, NC 27560 USA 

Adequate. 

 

2.0   PATIENT LABELING 
 

MEDICATION GUIDE: 
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INSTRUCTIONS FOR USE: 

 
 

Assessment of Product Quality Related Aspects of Patient Labeling (e.g., 
Medication Guide, Patient Information, Instructions for Use):  
 
A Complete Response is planned for this application.  Revisions are listed 
in the Additional Items for Assessment and will be provided to the 
applicant along with the action letter.  However, labeling negotiations will 
not take place during this review cycle.  
 
 
 

3.0    CARTON AND CONTAINER LABELING 
 

3.1 Device Labels:  Three device labels are proposed, one for each 
STRENGTH.  The 10mg/0.1mL device label is shown below.  The 5 mg/0.1 
mL and 7.5 mg/0.1mL device labels are analogous to the 10 mg/0.1mL  
device label.   
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3.2 Blister Labeling: Four blister labels are proposed, one for each DOSE.  
Each blister is referred to as a “pack” and contains either 1 or 2 devices, as 
required to achieve each DOSE. The 10 mg and 20 mg DOSE blister lid 
labels are presented below.  The number of devices required for each DOSE 
appears on the carton label but not the STRENGTH.  The 5 mg and 15 mg 
DOSE blister labels are analogous to the 10 mg and 20 mg DOSE blister 
labels, respectively. 

 

Although the STRENGTH does not appear on the label,  
.  Note that the STRENGTH for the 10 mg and 20 mg 

DOSE blisters is the same (shown below).   
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3.3 Carton Labeling: Four carton labels are proposed, one for each DOSE.  
The number of devices required for each DOSE appears on the carton label, 
but the STRENGTH does not.  As with the blister labels, the 5 mg and 15 mg 
DOSE carton labels are analogous to the 10 mg and 20 mg DOSE carton 
labels, respectively. 
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Item 

Assessor’s Comments 
about Carton and 

Container Labeling  
(see representative  

labels above) 

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

Adequate  

Dosage strength Adequate  

Route of administration Adequate  

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

N/A 

Net contents (e.g. tablet count) Stated as the number of 
packs (i.e. doses) per 
carton.  Not stated in 
terms of number of 
devices, sprays, or 
volume.   

“Rx only” displayed on the principal display Adequate  

NDC number  Adequate  

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. 

Adequate. 

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 

The alcohol content must 
be stated 

Bar code Adequate (bottom panel, 
not shown above) 

Name of manufacturer/distributor  Adequate  

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 

Inactive ingredients Optional.  Remove or list 
in alphabetical order. 
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3.5  Structured Product Labeling (SPL):  
 

Assessment of SPL: See revisions listed under Items for Additional 

Assessment. 

 

ITEMS FOR ADDITIONAL ASSESSMENT 

 

A Complete Response is planned for this application.  The deficiencies in the 
tables above and in the following list will be will be provided to the applicant 
along with the action letter.   
 
MedGuide: 

1. List inactive ingredients in alphabetical order.   
SPL: 

1. In the Inactive Ingredients section, include “n-dodecyl beta-D-maltoside” 
(UNII DI107E57B4) and “alpha-tocopherol, ” (UNII 7QWA1RIO01) 

2. In the Establishment section, include the drug substance manufacturer 
 

 

 

 

Overall Assessment and Recommendation: 

A Complete Response is planned for this application.  Deficiencies identified 
above will be provided to the applicant along with the action letter.  However, 
labeling negotiations will not take place during this review cycle.  
 

 

 

Reference ID: 4486797

(b) (4)



Stephanie
Emory

Digitally signed by Stephanie Emory
Date: 8/20/2019 01:54:37PM
GUID: 56eb17470045bc2d4c3c9462af6ca8e3

Wendy
Wilson- Lee

Digitally signed by Wendy Wilson- Lee
Date: 8/20/2019 02:39:15PM
GUID: 50816dbc000085595ca3284bbca465a8

Reference ID: 4486797

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



 

OPQ-XOPQ-TEM-0001v05               Page 1 of 7         Effective Date: October 15, 2017 

 

QUALITY ASSESSMENT 

 

 

 

 

 

 

MICROBIOLOGY 

 
IQA Review Guide Reference 

 

 

Product Background: 

 

NDA/ANDA: 211635 

 

Drug Product Name / Strength: NRL-1 Diazepam Intranasal, 50, 75 and 100 mg/mL 

 

Route of Administration: Nasal spray 

 

Applicant Name: Neurelis, Inc 

 

Manufacturing Site: Catalent Pharma Solutions, 160 S. Pharma Drive, Morrisville, NC, 

27560 

 

Method of Sterilization: N/A for non-sterile product. 

 

 

Review Recommendation: Adequate 

 

Theme (ANDA only): Choose an item. 

 

Justification (ANDA only): Choose an item. 

 

Review Summary: The submission is recommended for approval on the basis of sterility 

assurance.     

 

List Submissions Being Reviewed: 09/20/2018; 12/10/2018 

 

Highlight Key Outstanding Issues from Last Cycle: N/A 

 

Remarks: Submission dated 09/20/2018 was refused to file due to non-micro 

deficiencies (RTF 11/19/2018).  The NDA was resubmitted on 12/10/2018. 

 

Concise Description Outstanding Issues Remaining: N/A 

 

Supporting Documents: N/A 

 

List Number of Comparability Protocols (ANDA only): N/A 
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QUALITY ASSESSMENT 

 

 

 

 

 

 

S Drug Substance 

No review was conducted on the drug substance as the drug substance is non-sterile. 

P.1 Description of the Composition of the Drug Product 

 Description of drug product-This combination product is a single-use nose 

spray product.  It comprises of a proprietary diazepam drug product and an Aptar 

UDS metered spray pump attachment.   The Valtoco® nasal solution, which is a 

clear non-sterile non-aqueous solution, is formulated at concentrations of 50, 75, 

and 100 mg/mL, and packaged in a /0.3mL clear glass vial.   

 

 Drug product composition –  

Component Function 
Quantity per 5L batch 

5 mg/100µL 7.5 mg/100 µL 10.0 mg/100 µL 

Diazepam, USP API 

Vitamin E, USP 

Benzyl alcohol, USP 

Intravail A3 

Dehydrated alcohol, USP 

 

 Description of container closure system –  

Primary container closure system:  
Component Description Manufacturer 

Vial 0.3mL clear glass vial 

Closure Black  stopper 

 

The vial is held in a  vial holder that is attached to an Aptar UDS nasal 

pump.   

 

Reviewer’s Assessment: Adequate 

  

The drug product and container closure system description are acceptable. 

 

P.2 Pharmaceutical Development 
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