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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number. 212937 

Applicant Name FENNEC PHARMACEUTICALS INC 

Drug Product Name PEDMARK® (sodium thiosulfate injection)  

Dosage Form.   Injection 

Proposed Strength(s)   12.5 grams/100 mL  

Route of 
Administration 

  Intravenous 

Maximum Daily Dose 23 g/day 

Rx/OTC Dispensed   Rx 

Proposed Indication 

PEDMARK is indicated to reduce the risk of ototoxicity 
associated with cisplatin-based chemotherapy in pediatric 
patients 1 month of age and older with localized, non-
metastatic solid tumors. 

Drug Product 
Description 

Clear, colorless solution in a single-dose vial 

Co-packaged product 
information 

N/A 

 Device information: N/A 

Storage Temperature/ 
Conditions 

Store at 20°C to 25°C (68°F to 77°F). Excursions 
permitted from 15°C to 30°C (59°F to 86°F). 
 
An expiration dating period of 24 months may be granted 
when stored at the proposed storage conditions. 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Paresma Patel Paresma Patel 

Drug Product/ 
Labeling 

Tefsit Bekele Xing Wang 
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Manufacturing Steven Hertz Yiwei Li 

Biopharmaceutics N/A N/A 

Microbiology Bernard Marasa Julie Nemecek 

Other (specify): 
 
 

None None 

RBPM Rabiya Haider 

ATL Xing Wang 

Consults None 

 

2. Final Overall Recommendation  - APPROVAL 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

 NDA 212937 received two Complete Response letters (08/10/2020, 

11/26/2021) mainly due to facility inspection and manufacturing processes 

issues. The applicant withdrew the  

and replaced it with Berkshire Sterile Manufacturing (BSM) as the drug 

product manufacturer in this resubmission (03/23/2022). A PAI was conducted 

at BSM. OPMA evaluated the inspection outcome and the additional process 

hold time information and deems the manufacturing process and facilities 

information as adequate. 

 

 OPQ recommends APPROVAL of NDA 212737. Based on our evaluation of 

the available information, the applicant provided sufficient information to 

support an approval recommendation from the product quality perspective. 

The applicant provided adequate information on the proposed drug product to 

ensure the identity, strength, purity, and strength of the proposed drug product. 

The overall manufacturing inspection recommendation is approval for all the 

facilities associated with this application. The proposed labeling and labels 

include adequate information to meet the regulatory requirements. 
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b. Is the overall recommendation in agreement with the individual 

discipline recommendations?    Yes 

 

Recommendation by Subdiscipline: 

   Drug Substance      - Adequate 

   Drug Product  - Adequate 

   Quality Labeling  - Adequate 

   Manufacturing  - Adequate 

   Biopharmaceutics - N/A 

   Microbiology  - Adequate 
 

 Environmental Assessment:    Categorical Exclusion - Adequate 

 QPA for EA(s):     No 

5.   Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 
Comments: N/A 

 

Comparability Protocols (PACMP):  No 
Comments: N/A 

 
 Additional Lifecycle Comments: None 
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QUALITY ASSESSMENT DATA SHEET 
 

1. RELATED/SUPPORTING DOCUMENTS  
 

A. DMFs: 
Refer to Product Quality review #1 
 

B. OTHER DOCUMENTS: IND, RLD, RS, Approved NDA  
Refer to Product Quality review #1 
 

 
2. CONSULTS   None 
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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. 

Single-dose  
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Pharmacological/ 

therapeutic 

class  

Not provided in section 

11 

Include the 

Pharmacological/ 

therapeutic 

class  

Chemical name, structural formula, 

molecular weight  

Chemical name:  sodium 

thiosulfate 

Structural formula: 
Na2S2O3 
Molecular weight: 

158.11 g/mol 

Adequate 

If radioactive, statement of important 

nuclear characteristics. 

N/A  

Other important chemical or physical 

properties (such as pKa or pH) 
It (sodium thiosulfate 

anhydrous) is a white to 

off-white crystalline 

solid that is soluble in 

water, but insoluble in 

alcohol. The aqueous 

solution has a pH 

ranging from 6.5 to 8.0. 

PEDMARK is a sterile, 

preservative-free, clear, 

colorless solution in a 

single-dose vial for 

intravenous use with a 

pH between 7.0 and 9.0. 

Adequate 

For oral prescription drug products, 

include gluten statement if applicable 

N/A  

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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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.) 

N/A  

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 at 20°C to 25°C 

(68°F to 77°F); 

excursions are permitted 

between 15°C and 30°C 

(59°F to 86°F).  

 

 

 

 

Adequate 

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 

child-resistant packaging  

Not provided Product is for injection and it is 

in glass vials sealed 
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NDA 212937
CMC LABELING ADDENDUM

Branch 1, Division of New Drug Products 1 (DNDP 1)
Office of New Drug Products (ONDP)

Office of Pharmaceutical Quality (OPQ)
Center for Drug Evaluation and Research (CDER)

Date of This Addendum: July 31, 2020
OND Clinical Division: Division of Oncology 2 (DO2)
Application Type and Number: NDA 212937
Product Name: PEDMARKTM (sodium thiosulfate injection)
Product Strength:
Route of Administration: IV
Applicant Name: Fennec Pharmaceuticals, Inc.
Primary Reviewer Name: Tefsit Bekele, Ph.D.

Reference ID: 4650541Reference ID: 5052198
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1. Change the established name on the container labels and carton labeling from
 to “sodium thiosulfate injection” per

the USP monograph title.

2. Change  to “12.5 grams/100 mL (125 mg/mL)” on
both container labels and carton labeling to be consistent with the USP drug
product monograph, where the strength is expressed as that of the pentahydrate.

3. On the container labels and carton labeling, replace 
 with “each mL contains the equivalent of sodium thiosulfate

pentahydrate 125 mg (provided as sodium thiosulfate anhydrous 80 mg), 0.25
mg boric acid, NF and water for injection, USP. May contain sodium hydroxide
and hydrochloric acid for pH adjustment”

4. Test PEDMARK registration batches in accordance to the USP monograph for
Sodium Thiosulfate Injection. You may use an alternative test method for
assay, however, the USP method will be considered the regulatory
method.  Refer to USP General Notices and Requirements: 6.30 Alternative and
Harmonized Methods and Procedures for more details.

5. Submit a new assay test method that is intended for commercial use. You may
revise the calculations for the current non-compendial ion chromatography
assay method so that the potency of the drug product is calculated based on the
sodium thiosulfate pentahydrate form.

6. If you plan to use the currently proposed commercial assay test method which
is non-compendial, provide comparative data to show the method produces
comparable results to the compendial test method. Per the USP monograph, the
assay must be calculated based on sodium thiosulfate pentahydrate.

7. Include “Sterile” on both the container and carton labels.

8. Include a complete full address for Fennec Pharmaceuticals.

9. Replace the storage condition with “Store at 20°C to 25°C (68°F to 77°F);
excursions are permitted between 15°C and 30°C (59°F to 86°F)” on the carton
and container label.

The applicant requested a teleconference with the FDA to discuss the product quality 
information requests regarding  the 
established name and the request for testing PEDMARK registration batches in 
accordance to the USP monograph for Sodium Thiosulfate Injection. During the 
teleconference held with the applicant on July 23, 2020, the FDA reiterated that the 
proposed drug product must conform to the USP monograph and indicated that the 
applicant should work with the Division of Oncology 2 to recalculate the dosing 
regimen described in the USPI based on the recalculated strength per USP monograph. 

Reference ID: 4650541Reference ID: 5052198
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(b) (4)
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CONCLUSION: Not Acceptable.

The applicant has addressed the information requests # 1, 7–9 and the corresponding 
responses were found acceptable. The OPQ does not agree with the applicant response 
regarding the calculation of the strength of the proposed product.  The following 
comments should be conveyed to the applicant:

1. Change  to “12.5 grams/100 mL (125 mg/mL)” on
both container and carton labeling to be consistent with the USP drug product
monograph, where the strength is expressed as that of the pentahydrate.  The
Agency does not agree with the justification provided in your response dated
July 27, 2020 to continue calculating the strength  as it does not
comply with Section 502(g) of the FD&C Act.

2. On the container and carton labeling, replace 
with “each mL contains the equivalent of sodium thiosulfate pentahydrate 125
mg (provided as sodium thiosulfate anhydrous 80 mg), 0.25 mg boric acid, NF
and water for injection, USP. May contain sodium hydroxide and hydrochloric
acid for pH adjustment”.

3. Update relevant sections of the USPI to reflect the change in strength to 12.5
grams/100 mL (125 mg/mL)

4. Test PEDMARK registration batches in accordance to the USP monograph for
Sodium Thiosulfate Injection. You may use an alternative test method for
assay, however, the USP method will be considered the regulatory
method.  Refer to USP General Notices and Requirements: 6.30 Alternative and
Harmonized Methods and Procedures for more details.

5. Submit a new assay test method that is intended for commercial use. You may
revise the calculations for the current non-compendial ion chromatography
assay method so that the potency of the drug product is calculated based on the
sodium thiosulfate pentahydrate form.

6. If you plan to use the currently proposed commercial assay test method which
is non-compendial, provide comparative data to show the method produces
comparable results to the compendial test method. Per the USP monograph, the
assay must be calculated based on sodium thiosulfate pentahydrate.

Primary Labeling Assessor: Tefsit Bekele PhD, OPQ/ONDP/DNDPI/NDPBI, Review 
chemist 7/31/2020

Secondary Labeling Assessor: Anamitro Banerjee PhD, OPQ/ONDP/DNDPI/NDPBI, 
Branch Chief 7/31/2020
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Endotoxin 

Pyrogen 

 

• Formulation 
• Container closure 
• Process parameters 
• Scale/equipments 
• Site 

M Release and 
stability specs 

Acceptable   

Assay (API), 

stability 
• Formulation 
• Container closure 
• Raw materials 
• Process parameters 
• Scale/equipments 
• Site 

L  Acceptable   

Uniformity of 
Dose  
(Fill 
Volume/delive
rable volume) 

• Formulation 
• Container closure 
• Process parameters 
• Scale/equipments 
• Site 

L  Acceptable   

Appearance 
(Color/turbidit
y) 

• Formulation 
• Raw materials 
• Process parameters 
• Scale/equipments 
• Site 

L  Acceptable   

Particulate 
matter  

• Formulation 
• Container closure 
• Raw materials 
• Process parameters 
• Scale/equipments 
• Site 

M Release and 
stability specs 

Acceptable   

Leachable 
extractables 

• Formulation 
• Container closure 
• Raw materials 
• Process parameters 
• Scale/equipments 
• Site 

L  Acceptable   

pH- (High) 

• Formulation 
• Container closure 
• Raw materials 
• Process parameters 
• Scale/equipments 
• Site 

L  Acceptable   

 
 

Application Technical Lead Name and Date: 
 
Xing Wang 
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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.) 

N/A  

If the product contains a 

desiccant, ensure the size and 

shape differ from the dosage 

N/A  

Available dosage form(s)  injection Adequate 

Strength(s) in metric system  Adequate 

Available units (e.g., bottles of 

100 tablets) 

PEDMARK contains 

sodium thiosulfate, 

 

 

 

Change to: 

 

 

Identification of dosage forms, 

e.g., shape, color, coating, 

scoring, imprinting, NDC 

number 

Change to: 

PEDMARK (sodium thiosulfate 

injection) is a clear, colorless, 

sterile solution in flint glass 

single-dose vial with rubber 

stopper and capped with 

aluminum overseal 

Assess if the tablet is scored.  If 

product meets guidelines and 

criteria for a scored tablet, state 

“functionally scored” 

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. 

Not provided “Single-dose” has been added 
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