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LABELS AND LABELING ASSESSMENT 
 

Date of Assessment: February 21, 2024 

Assessor: Jennifer Kim,  
Labeling Assessor 
Office of Product Quality Assessment III 

Through: Yongmin Liu, PhD  
Product Quality Assessor 
OPQA III/Division of Product Quality Assessment XIV  

Application: BLA 761299 

Applicant: Alvotech USA Inc. 

Submission Date: December 28, 2022, and August 24, 2023 

Product: Simlandi (adalimumab-ryvk) 

Dosage form(s): Injection 

Strength and 
Container-Closure: 

40 mg/0.4 mL in pre-filled syringes assembled in single-dose 
autoinjectors 
 

Purpose of 
assessment: 

The Applicant submitted a biologics license application to seek 
approval of Simlandi (adalimumab-ryvk) for the treatment of 
rheumatoid arthritis, juvenile idiopathic arthritis, psoriatic arthritis, 
ankylosing spondylitis, Crohn’s disease, ulcerative colitis and plaque 
psoriasis as an interchangeable biosimilar to the reference product 
Humira (adalimumab) BLA 125057. 
 

Recommendations: The prescribing information, medication guide, instructions for use, 
container labels, and carton labeling are acceptable from an OPQA 
III labeling perspective. 
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Materials Considered for this Label and Labeling Assessment 

Materials Assessed Appendix Section 

Proposed Labels and Labeling A 

Evaluation Tables B 

Acceptable Labels and Labeling C 

n/a = not applicable for this assessment 
 
DISCUSSION 
We assessed the proposed labels and labeling for compliance with applicable requirements in 
the Code of Federal Regulations. Also, we assessed the proposed labels and labeling for 
consistency with recommended labeling practices (see Appendix B). 
 
CONCLUSION 
The prescribing information submitted on February 14, 2024, medication guide, instructions for 
use, container labels, and carton labeling submitted on February 2, 2024, and quick reference 
guide submitted on February 5, 2024, were assessed and found to be acceptable (see Appendix 
C) from an OPQA III Labeling perspective.  
 
APPENDICES 
Appendix A: Proposed Labeling  

 Prescribing Information (submitted on August 24, 2023) 
\\CDSESUB1\EVSPROD\bla761299\0025\m1\us\114-labeling\114a-draft-label\1-14-1-3-

package-insert-clean.pdf  

 Medication Guide (submitted on August 24, 2023) 
\\CDSESUB1\EVSPROD\bla761299\0025\m1\us\114-labeling\114a-draft-label\draft-

labeling-text-med-guide-clean.pdf  

 Instructions of Use (submitted on December 13, 2023) 

\\CDSESUB1\EVSPROD\bla761299\0029\m1\us\114-labeling\114c-list-drug-label\1-14-3-

1-annotated-comparison-ifu.pdf  

 

 Container Labels (submitted on November 24, 2023) 

  

(b) (4)
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Department of Health and Human Services 
Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Biotechnology Products 

BLA 761299 Resubmission OPQ Executive Summary 
Assessment Date: February 2, 2024  

 
1. Application/Product Information  

BLA number 761299 

Submission Type Second Complete Response Resubmission 

Regulatory Pathway Biosimilar 351 (k) 

Associated IND/BLA IND 136459, BLA 761205 

Review Designation Standard Complete Response Resubmission (Second 

resubmission) 

Applicant Alvotech USA, Inc. 

Indication Rheumatoid Arthritis, Juvenile Idiopathic Arthritis, Psoriatic 

Arthritis, Ankylosing Spondylitis, Adult Crohn’s Disease, 

Ulcerative Colitis, Plaque Psoriasis 

Rx/OTC dispensed Rx 

Drug Product Name Proprietary Name: SIMLANDI 

Non-proprietary Name/Code Name: adalimumab-

ryvk 

OBP Naming:  MAB HUMAN (IGG1) ANTI P01375 

(TNFA_HUMAN) [AVT02] 

Drug Product 

Description 

The SIMLANDI (AVT02, adalimumab-ryvk) drug product 

(DP) is a clear, colorless, sterile, preservative-free 

solution for injection containing 40 mg/0.4 mL (100 

mg/mL) AVT02 in a pre-filled syringe (PFS) assembled 

in an autoinjector (AI). SIMLANDI is an anti-tumor 

necrosis factor alpha (TNFα) recombinant fully human 

IgG1κ monoclonal antibody produced in the Chinese 
Hamster Ovary (CHO) TNFα exists in both 
membrane (mTNFα) and soluble (sTNFα) forms and can 
bind to cell surface TNF receptors p55 (TNFR1) and p75 

(TNFR2) to elicit an immune response. SIMLANDI 

Reference ID: 5321804

(b) (4)
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(AVT02, adalimumab-ryvk) is a proposed 

interchangeable biosimilar to US-licensed HUMIRA 

under BLA 761299. 

Dosage Form Liquid 

Strength 40 mg/0.4 mL (100 mg/mL) single-dose PFS assembled 

in an AI 

Route of 

Administration 

Subcutaneous injection 

Primary Container 

Closure System 

Single use,  glass pre-filled 1 mL syringe with a 

fixed needle and a rigid needle shield made from 

 rubber and  shell with a 

 plunger stopper  

 which is then assembled in an AI. 

Device Information An AI with a subassembly unit, two housing covers and 

a cap remove sleeve  

 

Co-packaged 

Product Information 

N/A 

 

 

 

 

 

 

OPQ Review Team 

Discipline Primary Secondary 

Drug substance 

Yongmin Liu Brian Roelofs 
Drug product 

Immunogenicity 

Assay  

Facility 
Richard 

Ledwidge Candace 

Gomez-

Broughton Microbiology 
Madushini 

Dharmasena 

RBPM Nowrin Kakon 

Reference ID: 5321804

(b) (4)

(b) (4)

(b) (4) (b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Office of Biotechnology Products 

ATL Brian Roelofs 

OPQ Issued Consults CDRH: ICCR 00942346 and 00942360 for AI evaluation 

 

Regulatory History: The original submissions for BLA 761205 proposing 

SIMLANDI (AVT02) as a biosimilar to US-licensed HUMIRA and BLA 761299 

proposing SIMLANDI (AVT02) as an interchangeable biosimilar to US-licensed 

HUMIRA received complete response recommendations due to the withhold 

determination for the drug substance (DS) and DP manufacturing and testing facility 

Alvotech hf (Reykjavik, Iceland, FEI: 3013702557) after inspection. The original 

submissions received complete response letters (CRLs) on August 11, 2022, and 

December 20, 2022, respectively. A re-inspection occurred March 6 to 17, 2023 

during the complete response resubmission assessment cycles for both BLA 761205 

and 761299. The determination of compliance status of the facility concluded with a 

withhold recommendation and the initial complete response resubmissions for BLA 

761205 and 761299 received CRLs on April 12, 2023, and June 28, 2023, 

respectively. Refer to the previous Executive Summary and Integrated Quality 

Assessment memoranda and addenda uploaded to Panorama on June 4, 2021, July 

15, 2022, March 13, 2023, and April 11, 2023, for BLA 761205 as well as August 22, 

2022, December 20, 2022, and May 26, 2023 (uploaded in DARRTS) for BLA 

761299. BLA 761299 proposing SIMLANDI (AVT02) was resubmitted a second time 

on August 24, 2023, and a third inspection of the Alvotech hf (Reykjavik, Iceland, 

FEI: 3013702557) DS and DP manufacturing and testing facility was performed from 

January 10-19, 2024. 

 

2. Recommendation and Conclusion on Approvability 
Recommendation: Approval 
 
The Office of Pharmaceutical Quality, CDER, recommends approval of BLA 
761299 for SIMLANDI manufactured by Alvotech USA, Inc.. The data submitted 
in this application are adequate to support the conclusion that the manufacture 
of SIMLANDI is well-controlled and leads to a product that is pure and potent. 
The comparative analytical data support a demonstration that SIMLANDI is 
highly similar to US-licensed HUMIRA, notwithstanding minor differences in 
clinically inactive components. It is recommended that this product be approved 
for human use under conditions specified in the package insert. 
 

3. CMC Information for Action Letter 

a. Manufacturing Location: 

• Drug Substance and Drug Product (PFS): 

Reference ID: 5321804
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Alvotech hf 

Sæmundargata 15-19, Reykjavik, 101, Iceland 

FEI: 3013702557 

• Autoinjector  

FEI:  

b. Fill size and dosage form: 

SIMLANDI is supplied as a 40 mg/0.4 mL (100 mg/mL) solution in a PFS 

assembled in an AI. 

c. Dating Period:  

• Drug Product: 24 months at 2°C to 8°C. This dating period may include 

a single period up to 14 days at 25°C ± 2°C. 

• Drug Substance:  months at °C  

• Intermediate Substance, if applicable: N/A 

• Stability Option: N/A 
d. Exempt from lot release:  

• Yes 
• Rationale, if exempted: SIMLANDI is exempted from lot release per FR 

95-29960. 
 
 

4. Basis for Recommendation  
a. Summary: Refer to the previous BLA 761205 and 761299 original and 

resubmission Executive Summary Memoranda and Addenda referenced above 

for the basis for recommendation of approval from the drug substance, drug 

product, immunogenicity assays, and microbiology aspects. Specifically, the 

original BLA 761205 IQA-CAA ATL memorandum and memorandum 

addendum detail the bases for the subdiscipline approval recommendations 

except for the facility recommendation. 

 

This memorandum addresses the CR issue related to deficiencies identified at 

the previous inspections of the DS and DP manufacturing and testing facility 

Alvotech hf (Reykjavik, Iceland, FEI: 3013702557).  

 

To address the deficiencies, the Applicant resubmitted BLA 761299 on August 

24, 2023, and the Agency performed a third inspection of the DS and DP 

manufacturing and testing facility Alvotech hf (Reykjavik, Iceland, FEI: 

3013702557) from January 10-19, 2024. The outcome of this inspection and 

the internal compliance review was an approval recommendation. Therefore, 

the Applicant has adequately addressed the deficiencies identified in the 

Reference ID: 5321804

(b) (4)

(b) 
(4)

(b) (4)

(b) (4)
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previous CRL for BLA 761299. Additional microbiology information concerning 

the container closure integrity testing method were also submitted, assessed, 

and found acceptable.  The OPQ recommends approval of this application. 

 

b. Subdiscipline Recommendation:     

   Drug Substance       - Adequate 

   Drug Product   - Adequate 

   Immunogenicity Assay - Adequate 

   Facilities   - Adequate 

   Microbiology   - Adequate 

 
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 adalimumab/SIMLANDI (i.e., there is no specific test 
method described in regulation for adalimumab/SIMLANDI that establishes an 
official standard of potency). We next considered whether potency is a factor 
for adalimumab/SIMLANDI 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 adalimumab/SIMLANDI for 
purposes of § 610.61(r) because lot variability is not a concern for 
adalimumab/SIMLANDI as adalimumab/SIMLANDI’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: Refer to the BLA 761205 Original OPQ IQA-CAA ATL 

Executive Summary uploaded to Panorama on June 4, 2021, and the 
addendum uploaded on July 15, 2022, for lifecycle considerations.  

 
c. Drug Product: Refer to the BLA 761205 Original OPQ IQA-CAA ATL 

Executive Summary uploaded to Panorama on June 4, 2021, and the 
addendum uploaded on July 15, 2022, for lifecycle considerations. 

 
 

Reference ID: 5321804
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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: 5321804
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Department of Health and Human Services 
Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Biotechnology Products 

BLA Executive Summary 
Assessment Date: May 26, 2023 

 
1. Application/Product Information  

BLA number 761299 

Submission Type Resubmission 

Regulatory Pathway Biosimilar 351 (k) 

Associated IND/BLA IND 136459, BLA 761205 

Review Designation Standard Complete Response Resubmission 

Applicant Alvotech USA, Inc. 

Indication Rheumatoid Arthritis, Juvenile Idiopathic Arthritis, Psoriatic 

Arthritis, Ankylosing Spondylitis, Adult Crohn’s Disease, 

Ulcerative Colitis, Plaque Psoriasis 

Rx/OTC dispensed Rx 

Drug Product Name Proprietary Name: SIMLANDI 

Non-proprietary Name/Code Name: adalimumab-ryvk  

OBP Naming: MAB HUMAN (IGG1) ANTI P01375 

(TNFA_HUMAN) [AVT02] 

Drug Product 

Description 

The SIMLANDI (AVT02, adalimumab-ryvk) DP is a clear, 

colorless, sterile, preservative-free solution for injection 

containing 40 mg/0.4 mL (100 mg/mL) AVT02 in a pre-

filled syringe (PFS) assembled in an autoinjector (AI). 

SIMLANDI is an anti-tumor necrosis factor alpha (TNFα) 
recombinant fully human IgG1κ monoclonal antibody 

produced in the Chinese Hamster Ovary (CHO)  

 TNFα exists in both membrane (mTNFα) and 

soluble (sTNFα) forms and can bind to cell surface TNF 

receptors p55 (TNFR1) and p75 (TNFR2) to elicit an 

immune response. SIMLANDI (AVT02, adalimumab-

ryvk) is a proposed biosimilar to US-licensed HUMIRA 

Reference ID: 5181132

(b) (4)

(b) (4)
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under BLA 761205 and proposed interchangeable under 

BLA 761299. 

Dosage Form Liquid 

Strength  40 mg/0.4 mL (100 mg/mL) 

Route of 

Administration 

Subcutaneous injection 

Primary Container 

Closure System 

PFS assembled in an AI 

Device Information AI 

Co-packaged 

Product Information 

N/A 

 

 

 

 

 

 

OPQ Review Team 

Discipline Primary Secondary 

Drug substance 

Yongmin Liu Brian Roelofs 
Drug product 

Immunogenicity 

Assay  

Facility Richard 

Ledwidge Candace 

Gomez-

Broughton Microbiology Madushini 

Dharmasena 

RBPM Nowrin Kakon 

ATL Brian Roelofs 

OPQ Issued Consults CDRH: ICCR 00891578 and 00891581 for autoinjector 

evaluation 

 

2. Recommendation and Conclusion on Approvability 
Recommendation:  Complete Response  

Reference ID: 5181132
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The Office of Pharmaceutical Quality (OPQ), CDER, has completed assessment of 

this resubmission of BLA 761299 for SIMLANDI manufactured by Alvotech USA, 

Inc. The data submitted in this application are not sufficient to support a 

conclusion that the manufacture of SIMLANDI is well-controlled and will lead to a 

product that is pure and potent. From a CMC standpoint, OPQ is recommending 

a Complete Response letter be issued to Alvotech USA, Inc. to outline the 

deficiencies noted below and the information and data that will be required to 

support approval. 

 

3. Draft Complete Response Comments and Additional Comments (if 
applicable): 
Following inspection of Alvotech hf, Reykjavik, Iceland (FEI: 3013702557) listed 
in this application, FDA conveyed deficiencies to the representative of the facility. 
Satisfactory resolution of these deficiencies is required before this application 
may be approved. 
 
 

4. Basis for Recommendation  
a. Summary: The original BLA 761299 submission received a complete 

response recommendation on December 20, 2022, due to the withhold 

determination for the DS and DP manufacturing and testing facility Alvotech 

hf (Reykjavik, Iceland, FEI: 3013702557) after inspection. Alvotech USA, Inc. 

resubmitted BLA 761299 on December 28, 2022. A re-inspection occurred 

March 6 to 17, 2023. The facility inspection concluded with a 

recommendation of withhold. 

Refer to the previous Executive Summary and Integrated Quality Assessment 

memorandum for BLA 761205, addendum to BLA 761205, and Executive 

Summary for BLA 761299 uploaded to Panorama on June 4, 2021, July 15, 

2022, and August 22, 2022, respectively for previous assessments of material 

submitted to support this application. Additionally, refer to the Executive 

Summary and amendment documents uploaded to Panorama on March 13, 

2023, and April 11, 2023, for the assessment of the resubmission of BLA 

761205. 

The additional new information in this submission not previously submitted to 

BLA 761205 or 761299 for the manufacture of SIMLANDI or related to the 

facility inspection consisted of typographical updates, withdrawal of items 

intended for a future supplement, and updates to testing schedules. The 

information was assessed and determined to be acceptable. Refer to the OBP 

technical review memorandum uploaded to Panorama on May 6, 2023, for 

more information. 

 

Reference ID: 5181132
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b. Subdiscipline Recommendation: 

Drug Substance   Adequate 

Drug Product   - Adequate 

Immunogenicity Assay - Adequate    

Facilities   - Inadequate 

Microbiology   - Adequate 

 

c. Environmental Assessment (EA):   

Categorical exclusion is claimed by the applicant and deemed acceptable. 

 

d. Potency Assessment for Labeling: 

Not applicable as OPQ does not recommend approval of this application.   
  

5. Life-Cycle Considerations  

Refer to the Executive Summary and Integrated Quality Assessment for BLA 
761205 uploaded to Panorama on June 4, 2021, and the addendum uploaded 
on July 15, 2022. 
 

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: 5181132
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Recommendation: Complete Response 
 
Background: Alvotech USA, Inc. previously submitted BLA 761205 to propose AVT02 as a biosimilar 
to US-licensed Humira for the same indications as US-Humira and which will follow the same 
administration and dosing regimen as approved for US-Humira. This submission under BLA 761299 is 
to support an interchangeability designation for AVT02. The comparative analytical assessment of 
AVT02 and the manufacturing data to support the production of AVT02 were submitted and assessed 
under BLA 761205. Refer to the Office of Product Quality executive summary assessment 
memorandum and assessment memorandum addendum for BLA 761205 uploaded to Panorama June 
4, 2021 and July 15, 2022 respectively for review of this information. Additional new chemistry, 
manufacturing, and controls data were submitted in BLA 761299 to address comments provided during 
the assessments of BLA 761205 and are assessed under this BLA. BLA 761205 received a complete 
response action letter due to deficiencies identified during the drug substance/drug product 
manufacturing facility inspection and a withhold determination for the facility. At the time of filing of 
this memorandum the identified deficiencies have not yet been resolved. 
  
 

BLA Number: 761299 
Review Number: 1 

Review Date: August 22nd, 2022 
 

Drug Name/Dosage 
Form 

AVT02—adalimumab-ryvk/ Injection 

Strength/Potency 40 mg/0.4 mL (100 mg/mL) 

Route of Administration Subcutaneous injection 

Rx/OTC dispensed Rx 

Indication Rheumatoid Arthritis, Juvenile Idiopathic Arthritis, Psoriatic Arthritis, 
Ankylosing Spondylitis, Adult Crohn’s Disease, Ulcerative Colitis, Plaque 
Psoriasis 

Applicant/Sponsor Alvotech USA, Inc. 

 
Product Overview 

SIMLANDI (AVT02, adalimumab-ryvk) is an anti-tumor necrosis factor alpha (TNFα) recombinant fully 
human IgG1κ monoclonal antibody produced in the Chinese Hamster Ovary (CHO) TNFα 
exists in both membrane (mTNFα) and soluble (sTNFα) forms and can bind to cell surface TNF 
receptors p55 (TNFR1) and p75 (TNFR2) to elicit an immune response. Abnormal amounts of soluble 
TNFα or TNFα induced signaling can be deleterious causing pathogenicity in autoimmune diseases such 
as rheumatoid arthritis (RA), polyarticular juvenile idiopathic arthritis (PJIA), psoriatic arthritis (PsA), 
ankylosing spondylitis (AS), Crohn's disease (CD), ulcerative colitis (UC), and plaque psoriasis (PsO). 
The proposed AVT02 strength and presentation under BLA 761205 and 761299 is 40 mg/0.4 mL (100 
mg/mL) in a prefilled syringe (PFS) enclosed in an autoinjector (AI). AVT02 drug product is formulated 
as 100 mg/mL adalimumab, mM sodium chloride  mM sucrose 

 and  % (w/v) polysorbate 80  in water for injection. AVT02 
drug substance is a clear to slightly opalescent, pale yellow liquid solution with pH  
and osmolality of  mOsm/kg. AVT02 drug product is a clear, colorless, sterile, preservative-free 
solution for subcutaneous injection with pH of 5.0 - 5.6 and osmolality of  mOsm/kg. 
 

Reference ID: 5034226

(b) (4)

(b) 
(4)

(b) (4)(b) (4)

(b) (4)
(b) 
(4)

(b) (4)
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(b) (4)
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response to be 
received October 2022 

 
4. Alvotech USA Inc. claimed a categorical exclusion from the requirement to prepare an environmental 

assessment for adalimumab-ryvk under 21 CFR 25.31 (a) and 21 CFR 25.31 (c). These claims are 
because the proposed biologic product will not increase the use of the adalimumab active moiety 
because the proposed biosimilar does not contain a new molecular entity and will not be administered 
at higher dosage levels, for longer duration or for different indications than that of the licensed 
reference product. Additionally, adalimumab-ryvk is considered to be a naturally occurring substance 
that will degrade in the environment to form carbon dioxide, water, and nitrogen. To the knowledge 
of Alvotech USA Inc., no extraordinary circumstances exist that would warrant the preparation of an 
Environmental Assessment. 

 
The claim of a categorical exclusion is accepted. 

 

Reference ID: 5034226
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Executive Summary 
 
I.  Recommendations: 
 

A. Recommendation and Conclusion on Approvability: 
 
Recommendation: Complete Response 
The Office of Pharmaceutical Quality (OPQ), CDER, has completed assessment of STN 761299 for 
Simlandi (adalimumab-ryvk) manufactured by Alvotech USA, Inc. The data submitted in this 
application are not sufficient to support a conclusion that the manufacture of Simlandi is well-
controlled and will lead to a product that is pure and potent for the duration of the shelf-life. OPQ 
is recommending a Complete Response letter be issued to Alvotech USA, Inc. to outline the 
deficiencies noted below and the information and data that will be required to support approval. 
 

B. Summary of Complete Response Issues: 
 
During a recent inspection of the Alvotech hf, Reykjavik, Iceland (FEI: 3013702557) manufacturing 
facility for this application, our field inspectors conveyed deficiencies to the representative of the 
facility. Satisfactory resolution of these deficiencies is required before this application may be 
approved. 
 
Additional Microbiology and Facility Inspections Comments (provided by OPMA): 

 
1. Implement  the drug 

product. 
 

C. Benefit/Risk Considerations: 
Simlandi is a proposed interchangeable biosimilar to US-Humira. Simlandi has the same 
dosage form and route of administration as US-Humira. Alvotech seeks licensure for the 
following indications: 

 
• Rheumatoid Arthritis (RA) 
• Juvenile Idiopathic Arthritis 
• Psoriatic Arthritis (PsA) 
• Ankylosing Spondylitis (AS) 
• Adult Crohn’s Disease (CD) 
• Ulcerative Colitis (UC) 

• Plaque Psoriasis (PsO) 
 

The overall control strategy includes control of raw materials, facilities and equipment, 
manufacturing process, and adventitious agents. The control strategy combined with in-
process, release, and stability testing ensure that the drug substance and drug product 
manufacturing processes are well controlled and lead to a product with the expected 
quality attributes and free of adventitious agents. For additional details, refer to the OPQ 
Executive Summary memorandum and addendum uploaded to Panorama on June 4, 2021 
and July 15, 2022 for BLA 761205. 
 

Reference ID: 5034226

(b) (4)
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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: 5034226
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