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Context

• IV Ig are among the most expensive items for 
tertiary care hospitals

• Indications are monitored and adherence to 
guidelines measured in many countries

• The yearly growth of Ig use is above 10% (driven by 
the treatment of secondary immunodeficiencies)

• Example in Spain (authorized indications)=  
92million €

Guillevin L. Pharmacoeconomics of immunoglobulins and indications for their use. Curr Opin Allergy Clin Immunol. 
2013 Jul;13 Suppl 2:S53-5.
Darbà J, Restovic G, Kaskens L, de Agustín T. Direct medical costs of liquid intravenous immunoglobulins in children, 
adolescents, and adults in Spain. J Clin Pharmacol. 2012 Apr;52(4):566-75.



French hospitals (Marseille) , 
• 70% of the IVIg use was for 

'acknowledged indications', 

• 9% for 'indications to be 
assessed' and 

• 18% for 'unwarranted 
indications'. 

Frauger E, Grassi J, Pradel V, Bornet C, Rouby F, Delorme J, Ousset S, Braguer D, Azulay JP, Penot-Ragon C, Harle JR, Bongrand MC, Weiller
PJ, Pouget J, Michel G, Micallef J, Reynier JP, Tardieu S, Vanelle P, Blin O; Immunoglobulin Study Group. Use of intravenous
immunoglobulins in clinical practice: data from three French university hospitals. Fundam Clin Pharmacol. 2011 Dec;25(6):753-61.

Nevertheless, the two most reported 
indications:multifocal motor neuropathy and idiopathic 
chronic polyneuropathy were not approved by the French 
Health Products Agency (AFSSAPS) at the time of the 
study and were approved since.



French hospitals (Paris)

Legendre P, Chahwan D, Marjanovic Z, Vignon M, Hermine O, Lortholary O, Morelle G, Darrodes M, Kahn JE, Ouzegdouh M, Chaibi P, 
Montestruc F, Caumont-Prim A, Le Jouan M, Hassani Y, Godeau B, Durand-Zaleski I, Mouthon L. Utilization of intravenous or subcutaneous
immunoglobulins in secondary immune deficiency (ULTIMATE): A retrospective multicenter study. Clin Immunol. 2020 Jun;215:108419.

In 2017, IgRT use for patients with SID 
represented 18% of polyvalent Ig use in 
the Ile de France region and a total 
expenditure of €9.7 million (out of a total 
of €54 million or €8678 per patient for all 
indications).

Although our population (n = 368) was 
not fully representative (of all SID 
indications), 
only one quarter of patients received IgRT
in agreement with EMA guidelines and 
75% not in agreement. 
The estimated cost of IgRT misuse was 
€8.2 million (or €12.1 million including 
hospital admissions) in our cohort, for the 
entire region.



Spanish hospitals

• 40% of patients treated with IVIG and almost a 
third of prescriptions were for off label 
indications […]with a notable cost. 

• There is an important variability in IVIG 
prescriptions between hospitals, indicating 
room for improvement in IVIG use and the 
need for a consensus of protocol use.

Ruiz-Antorán B, Agustí Escasany A, Vallano Ferraz A, Danés Carreras I, Riba N, Mateu Escudero S, Costa J, Sánchez Santiago MB, Laredo L, 
Durán Quintana JA, Castillo JR, Abad-Santos F, Payares Herrera C, Sádaba Díaz de Rada B, Gómez Ontañón E. Use of non-specific
intravenous human immunoglobulins in Spanish hospitals; need for a hospital protocol. Eur J Clin Pharmacol. 2010 Jun;66(6):633-41.



Belgian hospitals

• IMS Health hospital disease database

• €33.5 million (or 17% of Belgian hospital drug 
expenditure). 

• Around 50–60% of intravenous 
immunoglobulin use was associated with 
approved indications 

• and around 40–50% with off-label use, 

• Off-label use occurred in unspecified 
conditions, surgery, orthopedics and oncology.

Simoens S. The use of intravenous immunoglobulins in Belgium. Int Arch Allergy Immunol. 
2011;154(2):173-6.



General impression on IV Ig
use

• Rapid changes in indications

• High % of off label / inappropriate (?) 
indications

• Poor documentation of the compassionate
indications

• Informed consent?

Simoens S. The use of intravenous immunoglobulins in Belgium. Int Arch 
Allergy Immunol. 2011;154(2):173-6.



Problems and proposals

• New indications

• Timelines for full HTA (rapid access)

• Inappropriate use

• costs



Decision support for 
IV Ig prescriptions

• 74 unique indications were included in the final list of 
appropriate uses of IVIG. The appropriate dosages for 
each indication were programmed into the final order 
set 

• Reduction in dose deviation (variability)

Tsapepas D, Der-Nigoghossian C, Patel K, Berger K, Vawdrey DK, Salmasian H. Medication stewardship using computerized
clinical decision support: A case study on intravenous immunoglobulins. Pharmacol Res Perspect. 2019 Aug 29;7(5):e00508.



HTA resources

• Strict application of approved labelling
indications,

• Optimization of doses prescribed

• Treatment duration

• Use of SCIgs whenever possible

• Available alternative therapies

Guillevin L. Pharmacoeconomics of immunoglobulins and indications for their use. Curr Opin Allergy Clin Immunol. 
2013 Jul;13 Suppl 2:S53-5.


