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Drug/Drug Class: Complement Inhibitors, Systemic PDL Edit
First Implementation Date: October 3, 2024
Proposed Date: July 14, 2026
Prepared For: MO HealthNet	
Prepared By: MO HealthNet and Conduent	
Criteria Status: Revision of Existing Criteria

Executive Summary 
Purpose: 
The MO HealthNet Pharmacy Program will implement a state-specific preferred drug list.  
	
Why Issue Selected:
The complement system, or cascade, is a major component of the immune system which enhances destruction of pathogens and induces a series of inflammatory responses to fight infection. The system includes many plasma proteins that form three major pathways of complement activation (classical, lectin, and alternative). The major components of the cascade include the C1 complex, C2b and C4b fragments, C3 convertase, C3a and C3b fragments, C5a and C5b fragments, and the membrane attack complex comprised of C5b, C6, C7, C8, and C9. Each component plays a role in clearing foreign microbes or initiating inflammatory responses.

Current complement inhibitors cover various pathways within the complement system and are FDA indicated to treat a variety of diseases including atypical hemolytic uremic syndrome (aHUS), ANCA-associated vasculitis (AAV), Cold Agglutinin Disease (CAD), complement hyperactivation, angiopathic thrombosis, and protein-losing enteropathy (CHAPLE) disease, complement 3 glomerulopathy (C3G), generalized myasthenia gravis (gMG), neuromyelitis optica spectrum disorder (NMOSD), paroxysmal nocturnal hemoglobinuria (PNH), primary immune-complex membranoproliferative glomerulonephritis (IC-MPGN), and primary immunoglobulin A nephropathy (IgAN).

Total program savings for the PDL classes will be regularly reviewed.

Preferred Agents:
· Epysqli®

Non-Preferred Agents:
· Bkemv™
· Empaveli®
· Enjaymo®
· Fabhalta®
· Piasky®
· Soliris® 
· Tavneos®
· Ultomiris® 
· Veopoz™
· Voydeya™
· Zilbrysq®

Setting & Population 
Drug class for review: Complement Inhibitors, Systemic
Age range: All appropriate MO HealthNet participants aged 18 years or older unless otherwise indicated

Approval Criteria
Initial Therapy:
· Must meet all of the following:
· Prescribed by or in consultation with an appropriate specialist in the treated disease state; AND
· Documentation of appropriate diagnosis and participant age range for requested agent - see below criteria and Appendix A.

· For a documented diagnosis of PNH:
· Must meet one of the following:
· Claim is for a preferred agent;
· Documented compliance on current therapy regimen; OR
· Participant is aged < 18 years of age and claim is for Ultomiris; OR
· Failure to achieve desired therapeutic outcomes with trial of 1 or more preferred agents:
· Documented trial period for preferred agents; OR
· Documented ADE/ADR to preferred agents; AND
· Must meet all of the following:
· Claim is for Empaveli, Fabhalta, Piasky, eculizumab, Ultomiris, or Voydeya;
· Diagnosis confirmed by laboratory findings (i.e., flow cytometry, lactate dehydrogenase level of 1.5 times the upper limit of normal, bone marrow aspirate and biopsy); AND
· Must meet one of the following:
· Participant is transfusion-dependent (Hb ≤ 7 g/dL or Hb ≤ 9 g/dL and experiencing symptoms of anemia); OR
· Documentation of symptomatic thromboembolic complications (e.g., abdominal pain, shortness of breath, chest pain, end-organ damage).
· Additional approval criteria for Voydeya – must meet all of the following:
· Documented diagnosis of clinically significant extravascular hemolysis in the setting of PNH, defined by:
· Hemoglobin ≤ 9.5 g/dL with absolute reticulocyte count ≥ 120 × 109 /L; AND
· Participant must be on a stable dose of eculizumab or Ultomiris for the previous 6 months and continuing therapy while on Voydeya; AND
· Documentation of baseline liver function tests.

· For a documented diagnosis of gMG
· Must meet one of the following:
· Claim is for a preferred agent;
· Documented compliance on current therapy regimen;
· Participant is greater than 6 years of age and less than 18 years of age and claim is for eculizumab; OR
· Failure to achieve desired therapeutic outcomes with trial on 1 or more preferred agents:
· Documented trial period for preferred agents; OR
· Documented ADE/ADR to preferred agents; AND
· Must meet all of the following:
· Claim is for eculizumab, Ultomiris, or Zilbrysq;
· Myasthenia Gravis Foundation of America clinical classification of class II, III, or IV;
· Documented positive anti-acetylcholine receptor (AchR) antibody test;
· Documented therapeutic trial of Uplizna; criteria for Uplizna can be found in the TIMs, Generalized Myasthenia Gravis (gMG) Agents PDL Edit located here Pharmacy Clinical Edits and Preferred Drug Lists | mydss.mo.gov.
· Adequate therapeutic trial of 2 immunosuppressants (e.g., glucocorticoids, azathioprine, mycophenolate, tacrolimus, cyclosporine, methotrexate) (90/120 days); AND
· Documented baseline Myasthenia Gravis-Activities of Daily Living Score (MG-ADL) greater than or equal to 6 or Documented baseline Quantitative Myasthenia Gravis (QMG) score of greater than or equal to 12.

· For a documented diagnosis of NMOSD
· Must meet one of the following:
· Claim is for a preferred agent;
· Documented compliance on current therapy regimen; OR
· Failure to achieve desired therapeutic outcomes with trial on 1 or more preferred agents:
· Documented trial period for preferred agents; OR
· Documented ADE/ADR to preferred agents; AND
· Must meet all of the following:
· Claim is for eculizumab or Ultomiris;
· Participant is seropositive for anti-aquaporin-4 (AQP4) antibodies;
· Documented baseline number and frequency of acute attacks; AND
· Documented adequate therapeutic trial of Enspryng and Uplizna (trial defined as at least 6 months of therapy for each agent); criteria for Enspryng can be found in the TIMs, Interleukin (IL)-6 Receptor Inhibitors PDL Edit and criteria for Uplizna can be found in the TIMs, Generalized Myasthenia Gravis (gMG) Agents PDL Edit, both are located here Pharmacy Clinical Edits and Preferred Drug Lists | mydss.mo.gov.

· For a documented diagnosis of aHUS
· Must meet one of the following:
· Claim is for a preferred agent;
· Documented compliance on current therapy regimen; OR
· Failure to achieve desired therapeutic outcomes with trial on 1 or more preferred agents:
· Documented trial period for preferred agents; OR
· Documented ADE/ADR to preferred agents; AND
· Claim is for eculizumab or Ultomiris.

· For a documented diagnosis of CAD:
· Must meet all of the following:
· Claim is for Enjaymo;
· Diagnosis confirmed by all of the following:
· Evidence of hemolysis;
· Positive direct antiglobulin (Coombs) test for C3d only;
· Cold agglutinin titer of ≥ 64 at 4 degrees Celsius; AND
· Lack of overt malignant disease;
· Hemoglobin level ≤ 10.0 g/dL;
· Bilirubin level above normal reference range, including patients with Gilbert’s syndrome;
· Presence of one or more of the following symptoms associated with CAD:
· Symptomatic anemia;
· Acrocyanosis;
· Raynaud’s phenomenon;
· Hemoglobinuria;
· Disabling circulatory symptoms; OR
· Major adverse vascular event; AND
· Participant not eligible for rituximab-based therapy due to one of the following:
· Unresponsive to previous rituximab-based therapy after a minimum of six months; OR
· Documented medical reason why rituximab-based therapy is not appropriate or is contraindicated.

· For a documented diagnosis of AAV:
· Must meet all of the following:
· Claim is for Tavneos;
· Documented diagnosis of severe active GPA or MPA types AAV;
· Documentation of positive test for proteinase 3 (PR3)-ANCA or myeloperoxidase (MPO)-ANCA;
· Documentation of the following baseline clinical criteria:
· Liver function tests including Alanine aminotransferase (ALT), aspartate aminotransferase (AST) and alkaline phosphatase (ALP);
· Estimated glomerular filtration rate;
· Vasculitis Damage Index; AND
· Participant is currently receiving or beginning standard therapy, including glucocorticoids for induction of remission. AND
· Clinical consultant review for medical necessity.
· Initial Approval Period: 6 months

· For a documented diagnosis of CHAPLE Disease:
· Must meet all of the following:
· Claim is for Veopoz;
· Confirmed CD55 loss-of function pathogenic variant by genetic testing; AND
· Presence of clinical signs and symptoms.

· For a documented diagnosis of IgAN:
· Must meet all of the following:
· Claim is for Fabhalta;
· Biopsy confirmed diagnosis of primary IgAN;
· Urine protein to creatinine ratio (UPCR) ≥ 1.5 g/g;
· Proteinuria > 0.5g/day
· eGFR ≥ 30 mL/min/1.73 m2; 
· Documentation of concurrent therapy to a maximally tolerated ACEi or ARB unless contraindicated;
· Documented therapeutic trial of an ACEI or ARB at a maximally tolerated dose for at least 3 months of therapy;
· Documented therapeutic trial of Filspari or Vanrafia for at least 6 months of therapy, criteria for Filspari and Vanrafia can be found in TIMs, Endothelin Receptor Antagonists for IgA Nephropathy PDL edit, located here Pharmacy Clinical Edits and Preferred Drug Lists | mydss.mo.gov;
· Participant is not on hemodialysis; AND
· Participant lacks history of renal transplant.

· For a documented diagnosis of C3G:
· Must meet all of the following:
· Claim is for Empaveli or Fabhalta;
· Biopsy confirmed diagnosis of C3G;
· UPCR ≥ 1 g/g;
· eGFR ≥ 30mL/min/1.73m2; AND
· Documentation of concurrent therapy to a maximally tolerated ACEi or ARB unless contraindicated.
· Documented therapeutic trial of an ACEI or ARB at a maximally tolerated dose for at least 3 months of therapy; AND
· Currently on glucocorticoids and/or mycophenolate mofetil/sodium at maximally tolerated doses or has contraindication to glucocorticoid or mycophenolate therapy.
· Additional approval criteria for Fabhalta:
· Participant is 18 years of age or older.
· Additional approval criteria for Empaveli:
· Participant is 12 years of age or older.

· For a documented diagnosis of primary immune-complex membranoproliferative glomerulonephritis (IC-MPGN):
· Must meet all of the following:
· Claim is for Empaveli;
· Participant is 12 years of age or older;
· Biopsy confirmed diagnosis of IC-MPGN;
· UPCR ≥ 1 g/g;
· eGFR ≥ 30mL/min/1.73m2; AND
· Documentation of concurrent therapy to a maximally tolerated ACEi or ARB unless contraindicated.
· Documented therapeutic trial of an ACEI or ARB at a maximally tolerated dose for at least 3 months of therapy; AND
· Currently on glucocorticoids and/or mycophenolate mofetil/sodium at maximally tolerated doses or has contraindication to glucocorticoid or mycophenolate therapy.

Continuation of Therapy:
Must meet all of the following:
· Documented compliance to prescribed drug therapy; AND
· Diagnosis-specific documentation as detailed below:
· PNH:
· Renewal of prior authorization may be given following documentation of one the following:
· Improvement or less than expected decline in fatigue and quality of life;
· Decrease in transfusion burden;
· Increase in Hb levels from baseline; OR
· Normalization of LDH levels.
· Additional continuation criteria for Voydeya:
· Documented continued compliance to eculizumab or Ultomiris; AND
· Documentation of liver function tests with absence of clinically significant elevations.
· gMG:
· Renewal of prior authorization may be given following documentation of:
· Documented improvement of at least 2 points in total MG-ADL score or 3 points in total QMG score from baseline.
· CAD:
· Renewal of prior authorization may be given following documentation of one of the following:
· Increase in Hgb from baseline by ≥ 2 g/dL or achieving Hgb level of ≥ 12 g/dL; OR
· Normalization of LDH and/or bilirubin levels.
· AAV:
· Renewal of prior authorization may be given for an additional 6 months following documentation of both all of the following:
· Clinical benefit of therapy (e.g., decreased glucocorticoid dose, improved or sustained renal function, improved BVAS score, sustained VDI score); 
· Recent liver function tests including ALT, AST and ALP (during first renewal must be within the past 30 days, subsequent renewals can be within the past 3 months); AND
· Demonstrated evidence of continued need up to but not exceeding 12 months of total therapy in maintenance of remission while on standard therapy (e.g., rituximab, azathioprine, or methotrexate).
· NMOSD:
· Renewal of prior authorization may be given following documentation of:
· Decrease or stabilization in number and frequency of acute attacks from baseline.
· CHAPLE disease:
· Renewal of prior authorization may be given following documentation of one of the following:
· Improvement or no worsening in clinical symptoms;
· Increase in or stabilization of albumin and IgG concentrations; OR
· Increase in growth percentiles.
· IgAN:
· Renewal of prior authorization may be given following documentation of all of the following:
· Documented compliance to prescribed drug therapy;
· Documented concurrent compliance to an ACEi, ARB, or Filspari; AND
· Documentation of clinical benefit of therapy (e.g., reduced UPCR from baseline).
· C3G or IC-MPGN:
· Renewal of prior authorization may be given following documentation of all of the following:
· Documented compliance to prescribed drug therapy;
· Documented concurrent compliance to an ACEi or ARB; AND
· Documentation of clinical benefit of therapy (e.g., reduced UPCR from baseline).

Denial Criteria
Therapy will deny with presence of one of the following:
· Any approval criteria are not met; OR
· Claim exceeds maximum dosing limitations:

	Drug Description
	Generic Equivalent
	Max Dosing Limitation

	FABHALTA 200 MG CAPSULES
	IPTACOPAN 
	2 tablets per day


· Additional denial criteria for a documented diagnosis of gMG:
· Concurrent therapy with a Neonatal Fc Receptor Antagonist or Uplizna.
· Additional denial criteria for Enjaymo, Tavneos, and Ultomiris:
· Participant is currently pregnant.
· Additional denial criteria for Tavneos:
· Participant has history of severe hepatic impariment (Child Pugh C);
· Participant has elevated ALT or AST > 3 times the upper limit of normal (ULN) or ALP > 2 times the ULN;
· Participant has evidence of symptomatic cholestasis such as jaundice or pruritis;
· Participant has received a total of 12 months of Tavneos therapy;
· Participant has history of kidney transplant; OR
· Participant has history of Chronic Kidney Disease Stage 5 or End-Stage Renal Disease.
· Additional denial criteria for Voydeya:
· Participant has severe hepatic impairment.

Appendix A
	Reference Product
	Biosimilars
	Mechanism of Action
	Indications for Reference Product
(aged ≥ 18 years unless otherwise indicated)

	Empaveli®
(pegcetacoplan)
	-
	C3 inhibitor
	· paroxysmal nocturnal hemoglobinuria (PNH)
· complement 3 glomerulopathy (C3G) (12 years old and older)
· primary immune-complex membranoproliferative glomerulonephritis (IC-MPGN) (12 years old and older)

	Enjaymo®
(sutimlimab-jome)
	-
	Anti-C1s monoclonal antibody
	· cold agglutinin disease (CAD)

	Fabhalta®
(iptacopan)
	-
	Complement factor B inhibitor
	· paroxysmal nocturnal hemoglobinuria (PNH)
· primary immunoglobulin A nephropathy (IgAN)
· complement 3 glomerulopathy (C3G)

	Piasky®
(crovalimab-akkz)
	-
	Anti-C5 monoclonal antibody
	· paroxysmal nocturnal hemoglobinuria (PNH) (13 years old and older)

	Soliris®
(eculizumab)
	Bkemv™
Epysqli®

	Anti-C5 monoclonal antibody
	· atypical hemolytic uremic syndrome (aHUS) (all ages)
· generalized myasthenia gravis (gMG) - AChR antibody positive (6 years old and older)
· neuromyelitis optica spectrum disorder (NMOSD) - AQP4 antibody positive
· paroxysmal nocturnal hemoglobinuria (PNH)

	Tavneos®
(avacopan)
	-
	Complement C5a Receptor Inhibitor
	· adjunctive treatment of active anti-neutrophil cytoplasmic autoantibody (ANCA)-associated vasculitis 

	Ultomiris®
(ravulizumab-cwvz)
	-
	Anti-C5 monoclonal antibody
	· atypical hemolytic uremic syndrome (aHUS) (all ages) 
· generalized myasthenia gravis (gMG) - AChR antibody-positive
· neuromyelitis optica spectrum disorder (NMOSD) - AQP4 antibody positive
· paroxysmal nocturnal hemoglobinuria (PNH) (all ages)

	Veopoz®
(pozelimab-bbfg)
	-
	Anti-C5 monoclonal antibody
	· CD55-deficient protein-losing enteropathy (PLE), also known as CHAPLE disease (all ages)

	Voydeya™
(danicopan)
	-
	Complement factor D inhibitor
	· paroxysmal nocturnal hemoglobinuria (PNH), as add-on therapy to eculizumab or Ultomiris

	Zilbrysq®
(zilucoplan sodium)
	-
	C5 inhibitor
	· generalized myasthenia gravis (gMG) - AChR antibody positive.
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Disposition of Edit
Denial: Exception Code “0160” (Preferred Drug List)
Rule Type: PDL
Default Approval Period: 1 year
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