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1 SUPPLY PROBLEMS – MARKET 
Table 1 – Overview of temporary unavailability since January 2018 till Sept 2020 

Products   Firm  Supply problem  date Current status in sept 2020 

Gamunex® 10% 100ml Grifols August 1, 2017 till July 2, 
2018 

Off the market 

Gammanorm® 3,3g/ 20ml Octapharma Jun 11, 2019 till Jul 31, 2019 Available  
Iqymune®  2g/20ml, 5g/50ml, 10g/100ml, 

20g/200ml 
CAF-DCF Dec 21, 2018 till Oct 31, 

2019 
April 8, 2020 till 31 Oct 2020, 

2g/20ml and 20g/200ml unavailable, 5g/50ml off the 
market 

Pangyza® 10g/100ml Octapharma Apr 15, 2019 till Dec 31, 
2019 

Off the market 

Based on communication with FAMHP and www.farmastatus.be/human  

Table 2 – Market withdrawals since 2008 
Product   Firm   Year withdrawn from market 

Multigam ®  5%, 20ml  CAF-DCF IVIg 2020 
Iqymune®  5g/50ml CAF-DCF IVIg 2020 
Panzyga® 100mg/ml Octapharma IVIg 2020 
Multigam®  10 g / 200 ml, and all 10% 

formulations 
CAF-DCF IVIg 2018-2019 

Gamunex® 10% 100ml Grifols IVIg 2018 
Kiovig®  all formulations Baxter AG IVIg 2015 
Gammagard®  all formulations Baxter AG IVIg 2013 
Sandoglobulin®  1g/50ml; 3g/100ml CSL Behring IVIg 2014 
Subcuvia®  all formulations Baxter AG - 

Shire 
SCIg 2013 

Vivaglobin®  all formulations CSL Behring SCIg 2013 
Based on communication with FAMHP and www.farmastatus.be/human  

http://www.farmastatus.be/human
http://www.farmastatus.be/human
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2 QUANTITY PER PRODUCT 
Table 3 – Reimbursed quantity of immunoglobulins in kg by manufacturer and product for the period 2010-2018 

Product 
(Administration way) 

Manufacture Quantity of Immunoglobulins (kg) 

2010 2011 2012 2013 2014 2015 2016 2017 2018 2019  
(12 months 

extrapolation)a 
VIVAGLOBIN (SC) CSL BEHRING 62.0 59.4 34.9 0.2 - - - - -  
HIZENTRA (SC) CSL BEHRING - - 43.0 126.5 146.6 159.3 199.4 216.4 237.9 276.6  
GAMMANORM (SC) OCTAPHARM

A BENELUX - 1.0 3.1 9.1 13.6 15.2 17.7 17.0 20.9 20.4 

SUBCUVIA (SC) BAXTER 33.4 36.2 34.8 0.2 - - - - -  
SANDOGLOBULINE 
(IV) 

CSL BEHRING 392.5 379.1 254.2 224.9 167.1 161.8 151.0 145.2 102.9 128.8 

PRIVIGEN (IV) CSL BEHRING - 49.2 245.1 374.1 476.8 585.7 708.0 760.8 928.9 1219.0 
MULTIGAM 5% (IV) C.A.F.-D.C.F. 548.1 583.9 618.2 700.6 663.1 705.3 746.1 645.3 593.2 316.3 
MULTIGAM 10% (IV) C.A.F.-D.C.F. - - - - - - 0.8 55.3 64.2 3.0 
NANOGAM (IV) C.A.F.-D.C.F. - - 9.5 28.9 34.5 38.1 33.7 31.4 34.0 76.2 
OCTAGAM 5% (IV) OCTAPHARM

A BENELUX 1.2 - - 0.9 - - 0.2 0.5 5.8 54.1 

OCTAGAM 10% (IV) OCTAPHARM
A BENELUX - 3.2 14.6 27.7 25.3 25.4 24.6 22.7 22.5 70.0 

GAMMAGARD (IV) BAXTER 80.8 56.1 27.7 1.3 - - - - -  
KIOVIG (IV) BAXTER 7.9 87.6 124.4 36.9 3.5 - - - -  
IQYMUNE (IV) LFB BIOMED. - - - - - - - - - 11.7 
Total  1125.9 1255.7 1409.4 1531.4 1530.6 1690.8 1881.6 1894.6 2010.3 2164.3* 

Source: INAMI-RIZIV; IV: intravenous, SC: subcutaneous; efor the year 2019, data were only available for the first six months. CAF-DCF is a part of the LFB group since 2016. 

                                                      
a  Data for the year 2019 are only available for the six first months, based on an extrapolation, in order to compensate Ig delivered in 2019 but included in the count of the 

year 2020. Twelve-months data here presented are the result of a second extrapolation (by doubling the 6-month quantities). 
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3 IG EXPENDITURE 
Table 4 – RIZIV expenses per product per year in million €  

2010 2011 2012 2013 2014 2015 2016 2017 2018 
GAMMAGARD 3.65 2.54 1.25 0.06      
KIOVIG 0.35 3.95 5.60 1.66 0.16     
SUBCUVIA 1.73 1.88 1.81 0.01      
MULTIGAM 5% 24.76 26.36 27.51 30.59 28.81 30.63 32.41 28.02 25.76 
MULTIGAM 10%       0.03 2.39 2.78 
NANOGAM   0.38 1.14 1.35 1.49 1.33 1.23 1.33 
HIZENTRA   2.10 6.24 7.24 7.86 9.82 10.55 11.61 
PRIVIGEN 

 
2.22 11.02 16.85 21.40 26.27 31.75 34.12 41.65 

SANDOGLOBULINE 17.80 17.20 11.31 9.63 7.10 6.87 6.40 6.15 4.36 
VIVAGLOBIN 2.95 2.83 1.64 0.01      
GAMMANORM 

 
0.05 0.15 0.46 0.69 0.76 0.89 0.84 1.03 

OCTAGAM 5% 0.05 0.00 0.00 0.04   0.01 0.02 0.25 
OCTAGAM 10%  0.14 0.66 1.25 1.14 1.15 1.11 1.02 1.01 
IQYMUNE          
TOTAL 51.3 57.2 63.4 67.9 67.9 75.0 83.7 84.3 89.8 

Source: INAMI-RIZIV 

Table 5 – RIZIV expenses per administration way and pharmacy per year in million €  
2010 2011 2012 2013 2014 2015 2016 2017 2018 

IV – Hospital Pharmacy 46.62 52.40 57.74 61.22 59.95 66.40 73.04 72.95 77.15 
SC – Hospital Pharmacy 1.02 0.96 1.13 0.62 0.58 0.50 0.61 0.56 0.58 
SC – community Pharmacy 3.66 3.80 4.58 6.10 7.35 8.13 10.10 10.83 12.06 
TOTAL 51.3 57.2 63.4 67.9 67.9 75.0 83.7 84.3 89.8 

Source: INAMI-RIZIV, IV: Intravenous, SC: Subcutaneous 
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Table 6 – Table on changing market 
Product Firm Dose (g) Introduction Date Last Modification Public price 

(€) 
Day-care price 
(€) 

Inpatient price 
(€) 

Ex-factory 
price (€)     

SUBCUTANEOUS PRODUCTS 

Subcuvia Baxter 
0.8 1/09/2005 ** 55.95 53.45  53.45 

1.6 1/09/2005 ** 51.61 49.01  49.01 
Vivaglobin CSL Behring 1.6 1/09/2006 ** 46.56 44.07  44.07 
Gammanorm Octapharma 

Benelux 
0.99* 1/01/2017 1/08/2020 57.90 54.88 47.70 45.00 

1.65* 1/12/2010 1/08/2020 54.84 52.01 47.70 45.00 

3.3* 1/01/2017 1/08/2020 52.00 49.85 47.70 45.00 
Hizentra CSL Behring 1* 1/03/2012 1/01/2020 54.46 51.67 44.56 42.04 

2* 1/03/2012 1/01/2020 50.62 48.12 44.56 42.04 

4* 1/03/2012 1/01/2020 48.27 46.34 44.56 42.04 
INTRAVENOUS PRODUCTS 
Gammagard Baxter 2.5 1/09/1997 1/11/2012**  49.05   

5 1/09/1997 1/07/2013**  45.98   
10 1/09/1997 1/07/2013**  45.27   

Kiovig Baxter 1 1/09/2010 1/07/2014**  51.67   
2.5 1/09/2010 1/07/2014**  47.41   
5 1/09/2010 1/07/2014**  45.98   
10 1/09/2010 1/07/2014**  45.27   
20 1/09/2010 1/07/2014**  44.92   
30 1/11/2011 1/07/2014**  44.80   

Multigam 5% CAF - DCF 1 1/02/2003 1/09/2019**  50.85 43.74 41.26 

2,5 1/02/2003 1/09/2019**  45.68 42.84 40.42 

5* 1/02/2003 1/09/2019  44.26 42.84 40.41 

10 1/02/2003 1/04/2013**  43.55 42.84 40.41 
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Product Firm Dose (g) Introduction Date Last Modification Public price 
(€) 

Day-care price 
(€) 

Inpatient price 
(€) 

Ex-factory 
price (€)     

Multigam 10% CAF - DCF 1 1/06/2016 1/06/2016**  51.67   
5 1/06/2016 1/04/2019**  44.26 42.84 40.41 

10 1/06/2016 1/04/2019**  43.55 42.84 40.41 

20 1/06/2016 1/04/2019**  43.19 42.84 40.41 
Nanogam CAF - DCF 1* 1/06/2008 1/05/2020  66.87 59.76 56.38 

2,5* 1/06/2008 1/04/2013  50.98 48.14 45.41 

5* 1/06/2008 1/09/2019  41.58 40.15 37.88 

10* 1/06/2008 1/09/2019  38.89 38.18 36.02 

20* 1/06/2008 1/09/2019  38.54 38.18 36.02 
Privigen 10% CSL Behring 2,5* 1/05/2011 1/09/2019  47.27 44.43 41.91 

5* 1/05/2011 1/09/2019  45.85 44.42 41.91 

10* 1/05/2011 1/09/2019  45.14 44.43 41.91 

20* 1/05/2011 1/09/2019  44.78 44.42 41.91 
Sandoglobuline CSL Behring 1 1/11/1991 1/01/2014**   48.87  

3 1/02/1988 1/01/2014**   44.14  
6* 1/02/1988 1/04/2019  42.96 41.77 39.41 

Octagam 5% Octapharma 
Benelux 

2,5* 1/07/1998 1/02/2020  50.48 47.64 44.94 

5* 1/07/1998 1/03/2020  49.06 47.63 44.94 

10* 1/07/1998 1/02/2020  48.34 47.63 44.93 
Octagam 10% Octapharma 

Benelux 
2* 1/09/2010 1/05/2020  52.05 48.50 45.75 

5* 1/09/2010 1/05/2020  49.91 48.49 45.75 

10* 1/09/2010 1/05/2020  49.20 48.49 45.75 

20* 1/09/2010 1/05/2020  48.85 48.49 45.75 
Panzyga 10% Octapharma 

Benelux 
1 1/09/2017 1/04/2019**  49.94 42.83 40.41 

2,5 1/09/2017 1/04/2019**  45.68 42.84 40.41 
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Product Firm Dose (g) Introduction Date Last Modification Public price 
(€) 

Day-care price 
(€) 

Inpatient price 
(€) 

Ex-factory 
price (€)     

5 1/09/2017 1/04/2019**  44.26 42.83 40.41 

6 1/09/2017 1/04/2019**  44.02 42.84 40.41 

10 1/09/2017 1/04/2019**  43.55 42.84 40.41 

20 1/09/2017 1/04/2019**  43.19 42.83 40.41 

30 1/09/2017 1/04/2019**  43.07 42.83 40.41 
Iqymune LFB 

Biomedicaments 
2* 1/04/2018 1/09/2019  46.39 42.84 40.41 

5 1/04/2018 1/09/2019**  44.26 42.83 40.41 

10* 1/04/2018 1/09/2019  43.55 42.84 40.41 

20* 1/04/2018 1/09/2019  43.19 42.83 40.41 
Source: INAMI-RIZIV; *Ig products still on the Belgian market in September 2020. **Date of disappearance on the Belgian market;  
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4 QUANTITY OF IG BY HOSPITAL IN 2018 
Figure 1 – Quantity of immunoglobulin by hospital (in kg), and the type of stay (2018) 

 
Source: TCT 
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5 PROXY INDICATIONS 
Details of results on the number of patients per year per proxy-
indication 
Firstly each stay was linked to a proxy indication, and thereafter each patient 
was linked to one proxy indication. 
After excluding hospital stays without any specific diagnostic codes, 139 377 
stays (108 655 daycare and 30 722 inpatient) in the available period (2012-
2018) remained for the analysis. Each of the 139 377 hospital stays with Ig 
is linked to a single proxy indication. When there were multiple possible 
proxy indications, a hierarchy/algorithm was used to only link a single 
indication to that stay (see methods section 2.2.1.4).  
For 83 125 stays Ig proxy indication was determined by the principal 
diagnosis (which means that in the TCT database an Ig proxy indication was 
already determined as the principal diagnosis for the admission into the 
hospital as it was the primary reason for the hospital stay), and while for 25 
646 stays Ig the secondary diagnosis was used (see section 2.2.1.4 for 
details on how we determined proxy indication), and 30 606 stays Ig had no 
proxy indication.  

On the 25 646 stays Ig where the proxy indication was determined with the 
secondary diagnosis, 5 600 had two diagnosis, 462 had three diagnosis, 22 
had four diagnosis and 1 had five diagnosis. Combinations with primary 
immunodeficiency (PID) is the most frequent (80.3%). PID is often combined 
with secondary Immunodeficiency (SID) (in 93.3% of all PID combinations).  
Consulted experts found this a strange observation for which there is no 
explanation except possible coding errors or demonstrating the diagnosing 
difficulty. Combinations with SID (without PID) is the second most frequent 
(16.8%), where the second diagnosis most frequently found is solid organ 
rejection (63.2%).  

Table 23 shows the combinations of proxy indications for stays and patients 
with multiple secondary diagnosis (across the years 2012-2018). 

Similarly, patients with multiple stays in the same year were attributed one 
proxy indication for that year to avoid double counting. In line with the 
methods described in 2.2.1.4 those patients with multiple identified proxy 
indications were categorised to the proxy indications highest in the 
algorithm/hierarchy.  

Of the in total 19 084 patients with Ig use in the TCT database, for 16 028 
(84.0%) patients a proxy indication could be linked. In 2 122 patients (13.2% 
of the patients with a linked proxy indication) more than one potential proxy 
indication was identified. Similarly to the analysis per stay, the combinations 
with primary immunodeficiency (PID) is the most frequent (84.3%). In most 
of the PID combinations the second diagnosis identified is secondary 
Immunodeficiency (SID) (90.8%). Experts found this combination a strange 
observation (see above). Combinations with SID (without PID) is the second 
most frequent (8.4%), where in one quarter the combinations second 
diagnose are toxic shock syndrome (35.2%) and solid organ rejection 
(30.7%). 
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Table 7 – Proxy indication determined by multiple secondary diagnosis for stays and patients 
Combination with     Number of stays % Number of patients % 

PID 

SID 

- 4171 68.55% 1532 72.20% 
PIT 64 1.05% 12 0.57% 
Toxic Shock Syndrome 76 1.25% 44 2.07% 
Solid organ Rejection 232 3.81% 32 1.51% 
Other 13 0.21% 6 0.28% 

PIT 
- 43 0.71% 43 2.03% 
Solid organ Rejection 1 0.02% -  - 
Other  -  - 5 0.24% 

CIDP 
- 13 0.21% 7 0.33% 
Toxic Shock Syndrome 1 0.02% -  - 

Toxic Shock Syndrome 
- 109 1.79% 45 2.12% 
Solid organ Rejection 5 0.08% -  - 
FNAIT 20 0.33% -  - 

Solid organ Rejection - 64 1.05% 56 2.64% 
Myasthenia gravis - 18 0.30% -  - 
FMAIT/NAIT - 36 0.59% -  - 
Other - 18 0.30% 8 0.38% 

SID 

PIT 

- 111 1.82% 35 1.65% 
Guillain-Barré 
Syndrome 1 0.02% -  - 

Toxic Shock Syndrome 5 0.08% -  - 
Solid organ Rejection 11 0.18% 1 0.05% 
CIDP -  - 1 0.05% 

CIDP 
- 62 1.02% 12 0.57% 
Toxic Shock Syndrome 1 0.02% -  - 
Other -  - 3 0.14% 

Guillain-Barré Syndrome 
- 12 0.20% 6 0.28% 
MMN 1 0.02% -  - 
Toxic Shock Syndrome 2 0.03% -  - 
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Solid organ Rejection 1 0.02% -  - 

Toxic Shock Syndrome 

- 109 1.79% 60 2.83% 
Solid organ Rejection 45 0.74% -  - 
antibody-mediated 
types of encephalitis 1 0.02% -  - 

Other  - - 3 0.14% 
Solid organ Rejection - 646 10.62% 55 2.59% 
Other - 14 0.23% 3 0.14% 

PIT 
Toxic Shock Syndrome - 24 0.39% 4 0.19% 
Other - 4 0.07% 7 0.33% 

CIDP 

Guillain-Barré Syndrome 
- 26 0.43% 76 3.58% 
Toxic Shock Syndrome 1 0.02% -  - 

Myasthenia gravis - 53 0.87% -  - 

MMN 
- 1 0.02% 49 2.31% 
Other - - 2 0.09% 

Other - 7 0.12% 9 0.42% 
Guillain-Barré Syndrome 
  

Toxic Shock Syndrome - 16 0.26% -  - 
Other - 4 0.07% 3 0.14% 

Kawasaki disease Other - 3 0.05% -  - 

Toxic Shock Syndrome 
Hemolytic disease in 
newborns FNAIT 2 0.03% -  - 

Other - 29 0.48% 3 0.14% 
Hemolytic disease in 
newborns Other - 8 0.13% - - 

Myasthenia gravis Other - 1 0.02% - - 
Source: TCT; PID: primary immunodeficiency, SID: secondary immunodeficiency, PIT: Primary immune thrombocytopenic, GB: Guillain-Barré, CIDP: Chronic Inflammatory 
Demyelinating Polyneuritis, MMN: Multifocale Motor Neuropathy, FNAIT: Fetal and neonatal alloimmune thrombocytopenic; these patient numbers represent all unique patients 
during the data-analysis 2012-2018. 
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Table 8 – Ig diagnosis according to patient’s stay  
2012 2013 2014 2016 2017 2018 

 DC IP DC IP DC IP DC IP DC IP DC IP 
OFFICIAL REIMBURSED INDICATIONS IN BELGIUM 
       PID 6067 899 7793 840 6848 810 8923 965 8551 793 8896 813 
       SID - Multiple Myeloma 1176 203 1337 191 1117 175 1780 189 1673 201 2220 178 

 - Chronic Lymphatic leukemia 974 133 1084 126 773 124 1227 97 1222 103 1339 96 
 - Other 1334 382 1611 377 1253 380 1645 387 1821 431 2111 419 

       PIT 800 523 825 526 649 473 670 554 665 546 673 522 
       CIDP 843 1243 718 1332 714 1326 980 1570 866 1516 915 1451 
       GB Syndrome 27 276 <5 248  238 18 313 36 310 28 332 
       Kawasaki Disease  111  83 <5 82 <5 116  89  106 
       MMN 28 62 19 58 25 75   18 315 45 348 
       Streptococcus toxic shock syndrome  40  38  28  180 <5 126 <5 156 
INDICATIONS COMMONLY REIMBURSED IN OTHER COUNTRIES 
       Solid Organ transplant rejection 57 90 42 108 49 130 179 99 111 61 70 37 
       Hemolytic disease in newborns <5 17  19  15  17  23  13 
       Myasthenia gravis <5 14 23 18 13 21 25 13 16 11 13 9 
       FNAIT <5 13  15  7  11  11 <5 8 
       Von Willebrand's disease  11  10  7 11 11 <5  <5 <5 
       Inflammatory myopathies 8 42 9 41 4 37 22 43 13 34  21 
       Stiff-person syndrome  <5  <5 <5 <5    <5 <5 <5 
       Erythroblastopenia <5 <5      <5    <5 
       Pemphigus (vulgaris-foliculae)-

munobullous disease    <5      <5  <5 

      Posttransfusion purpura            <5   
       Antibody-mediated types of encephalitis  10  7 <5 <5 8 6  9 <5 7 

No Identidied indication 4333 905 3627 979 3695 823 4997 973 4403 734 4553 584 
Total 15655 4978 17092 5018 15147 4756 20486 5545 19400 5320 20875 5105 

Source: TCT, DC: Day Care, IP: Inpatient stay; small cells have been replaced by <5 and totals adapted; PID: primary immunodeficiency, SID: secondary immunodeficiency, 
PIT: Primary immune thrombocytopenic, GB: Guillain-Barré, CIDP: Chronic Inflammatory Demyelinating Polyneuritis, MMN: Multifocale Motor Neuropathy, FNAIT: Fetal and 
neonatal alloimmune thrombocytopenic 
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Table 9 – Proportion of inpatient and day care stays according to frequency of hospitalisation by patient and by proxy-indication during the 2012-
2018 period 

Indication Number of hospitalisations 

≤5 5-10 10-15 15-20 20-25 >25 
 Inpat. DC Inpat. DC Inpat. DC Inpat. DC Inpat. DC Inpat. DC 

OFFICIAL REIMBURSED INDICATIONS IN BELGIUM 
•       PID 44,0% 56,0% 18.5% 81.5% 12.1% 87.9% 8.7% 91.3% 6.7% 93.3% 4.7% 95.3% 
•       SID - Multiple Myeloma 42.0% 58.0% 10.4% 89.6% 6.1% 93.9% 6.9% 93.1% 5.8% 94.2% 3.7% 96.3% 
 - Chronic Lymphatic leukaemia 38.8% 61.2% 12.0% 88.0% 5.1% 94.9% 7.5% 92.5% 5.3% 94.7% 3.6% 96.4% 
 - Other 52.4% 47.6% 20.5% 79.5% 14.1% 85.9% 10.5% 89.5% 6.9% 93.1% 15.7% 84.3% 
•       PIT 73.0% 27.0% 40.5% 59.5% 32.6% 67.4% 20.4% 79.6% 22.5% 77.5% 13.8% 86.2% 
•       CIDP 79.7% 20.3% 58.6% 41.4% 64.0% 36.0% 73.8% 26.2% 73.3% 26.7% 68.0% 32.0% 
•       GB Syndrome 99.4% 0.6% 36.4% 63.6%         
•       Kawasaki Disease 99.5% 0.5%           
•       MMN 77.3% 22.7% 20.5% 79.5% 97.1% 2.9% 100.0% 0.0% 81.7% 18.3% 65.5% 34.5% 
•       Streptococcus toxic shock syndrome 97.3% 2.7% 27.3% 72.7% 19.4% 80.6%     1.7% 98.3% 

INDICATIONS COMMONLY REIMBURSED IN OTHER COUNTRIES  
•       Solid Organ transplant rejection 91.9% 8.1% 30.7% 69.3% 8.2% 91.8% 5.8% 94.2% 6.8% 93.2% 2.9% 97.1% 
•       Hemolytic disease in newborns 99.1% 0.9%           
•       Myasthenia gravis 95.5% 4.5% 100.0% 0.0%   5.6% 94.4%   0.0% 100.0% 
•       FNAIT 95.5% 4.5%           
•       Von Willebrand's disease 77.8% 22.2%           
•       Inflammatory myopathies 89.2% 10.8% 100.0% 0.0% 100.0% 0.0% 0.0% 100.0%   100.0% 0.0% 
•       Stiff-person syndrome 66.7% 33.3% 66.7% 33.3%         
•       Erythroblastopenia 100.0% 0.0%           
•       Pemphigus (vulgaris-foliculae)-

immunobullous disease 100.0% 0.0%           
•      Posttransfusion purpura  100.0% 0.0% 16.7% 83.3%         
•       Antibody-mediated types of encephalitis 95.1% 4.9% 0.0% 100.0%         
No Identidied indication 66.0% 34.0% 15.6% 84.4% 11.5% 88.5% 8.0% 92.0% 4.9% 95.1% 11.2% 88.8% 

Source: TCT, Inpat: inpatient, DC: day care; PID: primary immunodeficiency, SID: secondary immunodeficiency, PIT: Primary immune thrombocytopenic, GB: Guillain-Barré, 
CIDP: Chronic Inflammatory Demyelinating Polyneuritis, MMN: Multifocale Motor Neuropathy, FNAIT: Fetal and neonatal alloimmune thrombocytopenic 
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6 DOSAGE PER PATHOLOGY 
Table 10 – Average number of stays per year per patient 

Indication Average number of stays per patient 
 

2012 2013 2014 2016 2017 2018 % increase 
OFFICIAL REIMBURSED INDICATIONS IN BELGIUM 
       PID 5.7 6.0 5.5 6.0 6.0 6.5 13.3 
       SID - Multiple Myeloma 4.6 4.7 4.4 5.2 4.8 5.0 7.3 
 - Chronic Lymphatic 

leukaemia 4.5 4.9 3.8 4.8 4.5 5.2 15.6 

 - Other 4.1 4.0 3.7 4 3.9 4.0 -0.8 
       PIT 2.2 2.2 2.1 2 2.1 2.1 -7.0 
       CIDP 4.5 4.8 4.7 5.3 5.2 5.1 13.2 
       GB Syndrome 1.1 1.1 1.1 1.1 1.1 1.0 -9.4 
       Kawasaki Disease 1 1.0 1.1 1.0 1.0 1.0 -1.7 
       MMN 6.1 4.9 6.7 7.3 4.8 4.6 -25.1 
       Streptococcus toxic shock 
syndrome 1.5 1.3 1.4 1.2 1.3 1.2 -23.2 

INDICATIONS COMMONLY REIMBURSED IN OTHER COUNTRIES  
       Solid Organ transplant rejection 1.7 2.5 2.3 3.1 2.2 2.2 26.9 
       Hemolytic disease in newborns 1.0 1.1 1.0 1.0 1.0 1.0  
       Myasthenia gravis 1.1 2.5 2.1 2.8 2.3 2.6  
       FNAIT 1.0 1.1 1.0 1.2 1.0 1.0  
       Von Willebrand's disease 1.0 1.0 1.0   1.5  
       Inflammatory myopathies 5.3 4.5 4 4.3 4.9 3.5  
       Stiff-person syndrome 1.0 1.0 1.0  3.0 3  
       Erythroblastopenia 1.0   1.0    
       Pemphigus (vulgaris-foliculae)-
immunobullous disease  1.0   1.0   

      Posttransfusion purpura      3.5   
       Antibody-mediated types of 
encephalitis 1.2 2.0 1.3 2.3 1.0 1.1  

No identified indication 1.7 2.5 2.3 3.1 2.2 2.2 26.9 
Source: TCT; PID: primary immunodeficiency, SID: secondary immunodeficiency, PIT: Primary immune thrombocytopenic, GB: Guillain-Barré, CIDP: Chronic Inflammatory 
Demyelinating Polyneuritis, MMN: Multifocale Motor Neuropathy, FNAIT: Fetal and neonatal alloimmune thrombocytopenia 
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Table 11 – Recommended dosage according to pathology 
Indication Recommended dose used in our estimations Sources for recommended doses 

1. CHRONIC treatment: Average Ig quantity for treatment by stay 
PID 0,4-0,6g/kg every 3-4 weeks for IVIg and 0.1-

0.15g/kg weekly or biweekly for SCIg (≈30-45gr for 
IV) 

Australia: 0,4-0,6g/kg 
UK: 0,4-0,6g/kg 
KCE phase 1 report: 0,4Kg/kg 

SID 0,4-0,6g/kg every 3-4 weeks for IV and weekly or 
biweekly for SCIg (≈30-45gr for IV) 

Australia: 0,4-0,6g/kg 
UK: 0,4-0,6g/kg 
KCE phase 1 report: 0,4g/kg 

CIDP Maintenance:  
0,4-1g/kg (≈30-75g) every 2-6 weeks 

Australia: Initiation 2g/kg; maintenance 0,4-1g/kg 
UK: Initially 2g/kg; maintenance dependant on response 
KCE phase 1 report: Initiation 2g/kg; maintenance 0,4-1g/kg 

MMN 2g/kg (≈150g) given over 2 to 5 days and repeated 
after 6 weeks 
 

Australia: Initial: 1-2 g/kg in 2 to 5 divided doses; maintenance: 
0.4–1 g/kg, 2–6 weekly 
UK: 2g/Kg over 2-5 days followed by 1g/Kg after 3 weeks and a 
further 1g/kg three weeks later 
KCE phase 1 report: 1-2g/Kg every 4-8 weeks 

Inflammatory myopathies Maintenance: 0,4-1g/kg (≈30-75g), every 4-6 
weeks 

Australia: Initially: 2 g/kg in 2-5 divided doses maintenance: 0,4-
1g/kg, 4-6 weekly 
UK: 2g/Kg over 2-5 days 
KCE phase 1 report: 2g/Kg over 2 days 

Stiff-person syndrome Maintenance: 
0,4–1g/kg, (≈75g) given over 2 to 5 days and 
repeated after 2- 6 weeks 

Australia: Initially up to 2 g/kg in 2-5 divided doses; maintenance: 
0,4–1g/kg, 2–6 weekly 
UK: 2g/Kg over 2-5 days 
KCE phase 1 report: 2g/Kg over 2-5 days 

2. ACUTE treatment: Global Ig quantity for treatment duration < 6 months 
PIT Adults: 1g/kg/single infusion (≈75g) Children: 0,8-

1g/kg/single dose (mean dose highly dependent on 
age)  
A second infusion can be given after 24-48 hours if 
severe or life threatening bleeding or   
If a an adequate platelet count is not achieved  

Australia: Initial: 0.8–2g/kg as a single or divided dose; 
maintenance (for recurrent): 0.4–2g/kg in a single or divided dose 
at 4 to 6 weekly. 
Children (<15): initial: 0.8 g/kg; recurrent: 0.4–2g/kg in a single or 
divided dose at 4 to 6 weekly. 
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Indication Recommended dose used in our estimations Sources for recommended doses 

UK: adults: 1g/kg/single infusion. A 2nd dose may be needed if 
serious risk of bleeding; children: 0,8-1g/Kg. A 2nd dose may be 
needed if serious risk of bleeding 
KCE phase 1 report: 0,2g/Kg over 5 days 

Guillain-Barré Syndrome 2g/kg (≈150g) over 5 days. May be repeated at 14 
days 

Australia: 2g/kg in2-5 doses  
UK: 2g/kg over 5 days 
KCE phase 1 report: 2g/kg 

Kawasaki Disease 2g/kg in a single dosis. Because it are mostly 
children this leads to a dosage of ≈50g.  
Exceptionally a second dose is needed 

Australia: 2g/kg 
UK: Currently under review 
KCE phase 1 report: 2g/kg 

Toxic shock syndrome 
2g/kg in a single dose (≈150g) 

Australia: 2g/kg 
UK: Currently under review 
KCE phase 1 report: No data on dosing 

Solid Organ transplant rejection Up to 2 g/kg to a maximum of 140 g as a single 
dose. 

Australia: Up to 2 g/kg to a maximum of 140 g as a single dose; 
recurrent doses: 0.1 to 0.5 g/kg up to a max of 2g/Kg/8 week 
UK: Currently under review 
KCE phase 1 report: No data on dosing 

Myasthenia gravis 1-2g/Kg over 2-5 days (≈75-150g) 
 

Australia: crisis: 1-2g/kg ; maintenance: 0,4-1g/kg  
UK: crisis: 1g/Kg and a further 1g/Kg if deterioration; 
maintenance: minimal dose optimisation 
KCE phase 1 report: 1-2g/kg (no difference in outcomes)  

FMAIT or NAIT Maternal: 0,5-1g/kg weekly through pregnancy.  
Neonatal: 1g/kg in a single dose. A 2nd dose may 
be given (≈3,2g) 

Australia: Maternal: 1-2g/kg 
Australia: Neonatal: 1g/Kg 
UK: Maternal: 0,5-1g/kg weekly during pregnancy 
UK: Neonatal: 1g/kg in a single dose 
KCE phase 1 report: Maternal: 1g/kg weekly during pregnancy  
KCE phase 1 report Neonatal: No dose mentioned 

Hemolytic disease in newborns 0,5g/Kg over 4 hours (≈1,6g) Australia: 1g/Kg 
UK: 0,5g/Kg over 4 hours 
KCE phase 1 report: No dose mentioned 
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Indication Recommended dose used in our estimations Sources for recommended doses 

Von Willebrand's disease 2g/kg (≈150g) 
(0.4g/kg for 5 days or 1g/Kg for 2 days) 

Australia: No data on dosing  
UK: 0.4g/kg for 5 days or 1g/Kg for 2 days  
KCE phase 1 report: No data on dosing 

Both Erythroblastopenia & Parvovirus 1-2g/Kg in divided doses over 2-5 days (≈75-150g) Australia: 2g/kg in divided doses over 2-5 days 
UK: 1-1,2g/Kg in divided doses 
KCE phase 1 report: 2g/kg usually divided over 5 days 

Pemphigus (vulgaris-foliculae)-immunobullous 
disease 

Max 2g/kg per month (≈150g) Australia: up to 2 g/kg per month 
UK: No data on dosing 
 

Post-transfusion purpura 1 - 2g/kg in divided doses over two to five days 
(≈75-150g) 

Australia: 1 g/kg as a single dose, repeated if necessary 
UK: 1 - 2g/kg in divided doses over two to five days  
KCE phase 1 report: No data on dosing 

Antibody-mediated types of encephalitis 2g/kg given over 2-5 days(≈150g)  Australia: 2g/Kg over 2-5 days 
UK: 2g/kg given over 2-5 days and repeated monthly for three 
months for initial trial 

Source: Australia: https://www.criteria.blood.gov.au/;  
UK : http://igd.mdsas.com/wpcontent/uploads/NHSE_Commissioning_Criteria_for_the_use_of_Ig_V1.4_November_2019.pdf 
KCE Phase 1 report: https://kce.fgov.be/sites/default/files/atoms/files/KCE_327_Polyvalent_Immunoglobulines_Report.pdf 
PID: primary immunodeficiency, SID: secondary immunodeficiency, ITP: Idiopathic thrombocytopenic purpura, CIDP: Chronic Inflammatory Demyelinating Polyneuritis, MMN: 
Multifocale Motor Neuropathy, FMAIT: Fetomaternal alloimmune thrombocytopenia, NAIT: Neonatal alloimmune thrombocytopenia; The calculations in dosage per 
administration are based on the average weight of an adult person: 75 kg; the exceptions are Kawasaki for which the average weight of 25kg was taken as it almost always 
concerns children, and Hemolytic disease of the newborn and FNAIT where 3,2 kg was used. 

https://www.criteria.blood.gov.au/
http://igd.mdsas.com/wpcontent/uploads/NHSE_Commissioning_Criteria_for_the_use_of_Ig_V1.4_November_2019.pdf
https://kce.fgov.be/sites/default/files/atoms/files/KCE_327_Polyvalent_Immunoglobulines_Report.pdf
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7 ONGOING CLINICAL TRIALS 
Trial-ID Indication Title  Sample size Intervention Comparator   Anticipa

ted end 
date 

status 

Controlled studies 
NCT01757418 Sickle Cell IV Gammaglobulin for Sickle Cell Pain Crises 94 IVIG Normal 

saline 

 
July 
2023 

Recruiting 

NCT01621204 ITP A Trial of Eltrombopag or IV Immune Globulin Before 
Surgery for Immune Thrombocytopenia Patients 

74 Eltrombopag IVIG 
 

aug/19 completed  

NCT02308982 Encephalitis Investigating the Role of Early Intravenous 
Immunoglobulin Treatment for Children With 
Encephalitis 

308 IVIg: 
Privigen®  

Placebo 
 

Februar
y 2020 

unknown 

NCT03194815 
2016-000118-
31 

Acute psychosis 
associated with anti-
neuronal 
membranes/Autoimmu
ne Encephalitis 

A Randomised Phase II Double-blinded Placebo-
controlled Trial of IV Ig and Rituximab in Patients 
With Antibody-associated Psychosis (SINAPPS2) 

80 IVIg +  
Rituximab 

Placebo 
 

dec/21 Recruiting 

NCT02176863 
2013-004503-
39 

Post-polio Syndrome  Study of the Efficacy and Safety 
IVIg (Human) Flebogamma® 5% DIF in Patients With 
Post-polio Syndrome (FORCE) 

210 IVIg: Fleboga
mma 5% DIF 
® 

Placebo 
 

dec/22 Recruiting 

NCT02728752 
2016-002902-
37 

Dermatomyositis Study Evaluating Efficacy and Safety of Octagam 10% in 
Patients With Dermatomyositis (Idiopathic Inflammatory 
Myopathy) (IIM) ProDERM study 

94 IVIg: Octagam
 10% ®  

Placebo 
 

October 
2019 

completed 
but no 
results yet 

NCT03401073 Small Fiber 
Neuropathy 

A Double-Blind, Placebo Controlled Trial of IV 
Immunoglobulin Therapy in Patient With Small Fiber 
Neuropathy Associated With Autoantibodies to TS-HDS 
and FGFR3 

20 IVIg Placebo:  
NaCl 0.9% 

 
June 
2021 

Recruiting 

2015-002624-
31 
NCT02637700 

Small Fiber 
Neuropathy 

IVIg therapy for small fiber neuropathy: a randomised, 
double-blind, placebo-controlled study on efficacy and 
safety. 

60 IVIg: 
Gamunex®  

Placebo 
 

mrt/19 completed 
but no 
results yet 

NCT03700138 Sjögren's Syndrome 
Associated Painful 
Sensory Neuropathies 

IVIg for the Treatment of Primary Sjögren's Syndrome 
Associated Painful Sensory Neuropathies (TINISS) 

24 IVIg: Privigen
®  

Placebo: 
NaCl 0,9% 

 
July 
2021 

Recruiting 

NCT01785056 Systemic Sclerosis IVIg Treatment in Systemic Sclerosis 14 IVIg: 
Privigen®  

Placebo: 
Albuminar®-
5 

 
January 
2019 

unknown 
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Trial-ID Indication Title  Sample size Intervention Comparator   Anticipa
ted end 
date 

status 

NCT03342638 Multiple Sclerosis, 
Relapsing-Remitting 

Maximizing Outcome of Multiple Sclerosis 
Transplantation (MOST) 

200 IVIg 
+treatment 
regimen 
(methylprediso
lon, 
cyclophoshami
de, mesna, 
rATG,  G-CSF, 
autologous 
stem cells) 

treatment 
regimen 
(methylpredi
solon, 
cyclophosha
mide, 
mesna, 
rATG,  G-
CSF, 
autologous 
stem cells) 

 
January 
1, 2024 

terminated 
(sabatical of 
principal 
investigator) 

NCT02915263 Diabetes The Efficacy Of IV Immunoglobulin Therapy In 
Treatment Induced Neuropathy Of Diabetes 

20 IVIg-C Placebo:  
NaCl 0.9% 

 
sep/21 recruting 

NCT03684018 CIDP Single vs. Multiple PrIVIgen Dose Regimens in Pediatric 
CIDP 

30  IVIg: IgPro10 
(single dose) 

IVIg: 
IgPro10 
(multiple 
dose) 

 
January 
2023 

not 
recruting in 
belgium 

NCT02638207 
2015-005443-
14 

CIDP Prospective, double-blind, randomized, multicenter 
phase III study evaluating efficacy and safety of three 
different dosages of NewGam in patients with chronic 
inflammatory demyelinating poly(radiculo)neuropathy 
(ProCID) 

142 IVIg: 
Newgam®  
0,5g/kg 

IVIg:Newga
m®  1g/kg 

IVIg: 
Newgam®  
2g/kg 

sep/19 completed 
with results 
but quality 
not assured 

2012-005150-
34 

CIDP Dose response trial of IV immunoglobulin in chronic 
inflammatory demyelinating polyradiculoneuropathy 
(DRIP-study) 

17 IVIg: Kiovig®  
high frequency 
low dosage 
(as 
maintenance) 

IVIg: 
Kiovig® low 
frequency 
high dosage  
(as 
maintenance
) 

 
not 
specified 

no info 

NCT03919773 Postural tachycardia 
syndrome patients 
with evidence of 
autoimmunity. 

IVIg (Gamunex-C) Study of Treatment for Autoimmune 
Neuropathic Dysautonomia/Postural Tachycardia 
(POTS) 

20 IVIg: 
Gamunex®-C 

Placebo: 
albumin 

 
dec/21 Enrolling by 

invitation 

NCT04033276 Kidney Transplant 
antibody-mediated 
rejection (AMR) 

IVIg/Rituximab vs Rituximab in Kidney Transplant With 
de Novo Donor-specific Antibodies 

50 high-dose IVIg 
+ Rituximab 

Rituximab 
 

January 
2021 

Recruiting 
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Trial-ID Indication Title  Sample size Intervention Comparator   Anticipa
ted end 
date 

status 

NCT03380936 Kidney Transplant 
antibody-mediated 
rejection (AMR) 

Pilot Study of Treatment for Subclinical AMR (Antibody-
mediated Rejection) in Kidney Transplant Recipients 

50  Tacrolimus  PE + IVIg + 
rituximab 

 
nov/21 Terminated 

(Slower 
than 
expected 
recruitment 
rate) 

NCT02659891 Kidney Transplant IVIg to Treat BK Viremia in Kidney Transplant Recipients 60 IVIg: 
Privigen® 

Placebo 
 

feb/21 Active, not 
recruiting 

NCT02690038 COPD Feasibility and Safety of Immunoglobulin (Ig) 
Prophylactic Treatment in COPD Patients With Frequent 
Exacerbations: A Pilot Study 

48 IVIg Placebo: 
Normal 
Saline 

 
June 
2020 

completed 
but no 
results yet 

NCT03018652 COPD Feasibility and Safety of Immunoglobulin (Ig) Treatment 
in COPD Outpatients With Frequent Exacerbations: Pilot 
Study 1 

22 IVIg Placebo: 
normal 
saline 

 
June 
2020 

completed 
but no 
results yet 

NCT03584802 
2018-002632-
24 

Severe Acute 
exacerbation for 
Idiopathic pulmonary 
fibrosis (IPF) 

Therapeutic Plasma Exchange, Rituximab and IV Ig for 
Severe Acute Exacerbation of Idiopathic Pulmonary 
Fibrosis Admitted in ICU: an Open, Randomized, 
Controlled Trial 

40 Plasma 
exchange + 
IVIg + 
Rituximab  

Standard of 
Care (mostly 
corticosteroi
ds) 

 
mrt/21 recruiting 

NCT03286556 Idiopathic Pulmonary 
Fibrosis  

Study of Therapeutic Plasma Exchange, Rituximab 
and IV Immunoglobulin for Acute Exacerbations of 
Idiopathic Pulmonary Fibrosis (STRIVE-IPF) 

51 Plasma 
exchange + 
IVIg + 
rituximab 

Standard of 
Care 
(Antibiotics 
and 
steroids) 

 
sep/22 Recruiting 

NCT02184741 Recurrent Miscarriage A Randomized, Placebo-controlled, Double-blinded 
Study With GB-0998 for Unexplained Primary Recurrent 
Miscarriage 

80 IVIg: GB-0998 
(Venoglobulin
®I 2.5g/50ml) 

Placebo 
 

jun/21 Recruiting 

2014-005419-
18 

Pregnancy loss Clinical trial, phase III, randomised double blind placebo 
controlled with IV immunoglobulin human for the 
treatment of repeat abortion with immune etiology 

66 IVIg Placebo 
 

2 years 
 

NCT03289403 Infertility-Autoimmune 
Thyroiditis 

The Role of Immunomodulatory Treatment in Success of 
ICSI in Patients With Autoimmune Thyroiditis 

100 thyroxine + 
immunomodul
atory drugs 
(Prednisolone 
+ 
hydrochloroqui
ne) 

thyroxine 
(and no 
immunomod
ulatory 
drugs) 

 
sep/19 completed 

but no 
results yet 



 

22  Immunoglobulines – Part 2 KCE Report 336S 
 

 

Trial-ID Indication Title  Sample size Intervention Comparator   Anticipa
ted end 
date 

status 

    
In case no 
response to 
immunomodul
atory drugs 
==> Ig  

    

NCT04041765 Neonatal Sepsis Efficacy of Prophylactic IgM-
Enriched Immunoglobulin for the Management of Early-
Onset Neonatal Sepsis in Very Low Birth Weight 
Preterm Neonates; A Randomized Controlled Trial 

70 IgM-enriched 
IVIg given with 
dose of 
0.25g/kg/ 3 
days  +  
Antibiotics 

Antibiotics 
 

aug/20 Not yet 
recruiting 

NCT02899702 Toxic Shock 
Syndromes in Children 

Effectiveness of IV Ig (IVIg) in Toxic Shock Syndromes 
in Children (IGHN2) 

156 IVIg: 
Privigen®  

Placebo: 
Albumin 

 
sep/24 Not yet 

recruiting 

NCT03560011 
2017-000826-
36 

Nephrotic syndrome Efficacy and safety of immunoglobulin associated with 
rituximab versus rituximab alone in Childhood-Onset 
steroid-dependent nephrotic syndrome 

90 IVIg: 
Privigen® + 
rituximab 

Rituximab 
 

apr/23 Recruiting 

2016-001788-
34 
NCT03334006 

Sepsis / Septic shock 
(peritonitis) 

Prospective, randomized study concerning personalized 
medicine with Pentaglobin® after interventional 
infectious source control in peritonitis patients 

200 IgM-enriched 
IVIg 
(Pentaglobin®
) + Standard 
of Care 

Standard of 
Care 

 
dec/21 Suspended 

(Due to 
safety-
relevant 
aspects with 
regard to 
internal 
processes 
of the 
sponsor 
(Austria 
Germany) 

NCT03065244 Kawasaki disease KIDCARE (Kawasaki Disease Comparative 
Effectiveness Trial) (KIDCARE) 

250 IVIg  
(crossover) 

Infliximab  
 

sep/20 Recruiting 

NCT02540720 Henoch-Schoenlein 
Purpura (vasculitis 
affecting small 
vessels) 

The Research of Standard Diagnosis and Treatment for 
Severe HSP in Children 

30 Dexamethaso
ne 

Dexamethas
on + 
gammaglob
ulin 

Dexamethas
on + 
Hemoperfusi
on 

07/20 
 

recruiting 

NCT03647852 Henoch-Schönlein 
Purpura (IgA 
vasculitis) 

Clinical Study on Strategy for Refractory Henoch-
Schönlein Purpura 

150  IVIg (+ blood 
purification) 

Methylpredni
solon 

 
October 
30, 2021 

recruiting 
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Trial-ID Indication Title  Sample size Intervention Comparator   Anticipa
ted end 
date 

status 

(+blood 
purification) 

NCT03939533 PIDD Study to Monitor SC Human Ig Administered at Modified 
Dosing Regimens in Patients With Primary 
Immunodeficiency Diseases 

65 SCIg: 
Cutaquig® 
weekly and 
increase 
volumes every 
4 week 

SCIg: 
Cutaquig® 
weekly and 
increase 
infusion rate 
every 4 
weeks 

SCIg: 
Cutaquig® 
every 2 
weeks 
increased 
dose (twice 
their body 
beight) 

March 
2021 

Recruiting 

NCT04044690 Dermatomyositis A Study to Evaluate the Efficacy, Safety, and 
Pharmacokinetics of IgPro20 in Adults With 
Dermatomyositis (DM) -The RECLAIIM Study 

126 SCIg: IgPro20 
(Hizentra®) 

Placebo 
 

feb/24 Recruiting 

NCT02549170 
2014-005496-
87 

CIPD  A Phase III Study to Evaluate the Efficacy, Safety, and 
Tolerability of Immune Globulin Infusion 10% (Human) 
With Recombinant Human Hyaluronidase 
(HYQVIA/HyQvia) and Immune Globulin Infusion 
(Human), 10% (GAMMAGARD LIQUID/KIOVIG) for the 
Treatment of Chronic Inflammatory Demyelinating 
Polyradiculoneuropathy (CIDP) 

232 SCIg: 
Hyqvia®as 
maintenance 
therapy 

0.25% 
Albumin 
placebo 
solution with 
rHuPH20 

 
Decemb
er, 2021 

recruiting 

2018-003592-
34 

CIPD Randomized, parallel study of SC versus IV 
immunoglobulin in treatment-naïve patients with chronic 
inflammatory demyelinating polyneuropathy 

60 SCIg: 
Hizentra®  

IVIg: 
Privigen®  

 
6 year not 

recruting in 
belgium 

NCT03737617 Bronchiectasis Ig Replacement Therapy for Immunoglobulin G Subclass 
2 Deficient Patients With Bronchiectasis 

20 SCIg: 
Cuvitru® 20 % 

Standard of 
care 

 
dec/24 Suspended  

NCT04450654 HMG-CoA Reductase 
Auto-Antibody Positive 
Necrotizing Myopathy 

Monotherapy IVIG Gamunex-C for HMG-CoA 
Reductase Auto-Antibody Positive Necrotizing Myopathy 
Treatment (The MIGHT Trial) 

10 Gamunex-C®  Albumin 
 

jul/22 recruiting 

CTRI/2020/08/
027019 

Neonatal sepsis Role of intravenous immunoglobulin in the management 
of neonatal sepsis : A randomized controlled trial. 

60 IVIg 5% 
(Gobucel®) 

5% dextrose 
  

Not yet 
recruiting 

NCT04550611 Guillain barre Mini-pool Intravenous Immunoglobulin (MP-IVIG) in 
Guillain-Barré Syndrome 

50 IVIg from 
minipools (20 
donors) 

Plasma 
exchange 

 
dec/22 Not yet 

recruiting 

NCT04153422 small fiber neuropahty IVIG in the Treatment of Autoimmune Small Fiber 
Neuropathy With TS-HDS or FGFR-3 Antibodies 

20 IVIg:Gammag
ard® 

Placebo 
 

sep/24 Not yet 
recruiting 
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Trial-ID Indication Title  Sample size Intervention Comparator   Anticipa
ted end 
date 

status 

NCT04137224 systemic sclerosis Evaluate the Safety and Pharmacokinetics of IgPro20 
(Subcutaneous Immunoglobulin, Hizentra®) and 
IgPro10 (Intravenous Immunoglobulin, Privigen®) in 
Adults With Systemic Sclerosis (SSc) 

26 IVIg: 
Privigen®  

SCIg: 
Hizentra®  

 
aug/21 recruiting 

NCT04438382 Steroid-Refractory 
Pneumonitis 

Infliximab and Intravenous Immunoglobulin Therapy in 
Treating Patients With Steroid-Refractory Pneumonitis 

36 IVIg + cortico Infliximab + 
corticosteroi
d 

 
mei/24 recruiting 

 NCT0430280
5 

kidney transplantation 
(antibody-mediated 
rejection) 

rATG Versus rATG Combined With Intravenous 
Immunoglobulin (IVIG) Induction Immunosuppression in 
HLA Incompatible Transplantation (INHIBIT) 

138 IVIg 
(Privigen®)+Pl
asma 
exchange + 
Thymoglobulin
e® 

Plasma 
exchange + 
Thymoglobul
ine® 

 
apr/23 Not yet 

recruiting 

NCT04566692 PIDD A Study to Evaluate IGSC 20% Biweekly Dosing in 
Treatment-Experienced Participants and 
Loading/Maintenance Dosing in Treatment-Naïve 
Participants With Primary Immunodeficiency 

31 SCIg 20% 
weekly 

SCIg 20% 
biweekly 

 
aug/22 Not yet 

recruiting 

NCT04400994 pemphigus The Use of IVIG in Combination With Rituximab VS 
Rituximab as the First Line Treatment of Pemphigus 

20 IVIg 
(Privigen®)+ 
rituximab 

Rituximab 
 

dec/24 recruiting 

NCT04138485 Diffuse Cutaneous 
Systemic Sclerosis 

Efficacy and Safety of IgPro10 in Adults With Systemic 
Sclerosis (SSc) 

144 IVIg: IgPro10 Placebo: 
Albumin 

 
nov/23 withdrawn* 

Sinlge-arm Studies 
       

NCT03866798 Chronic immune 
thrombocytopenia 

Post-Marketing Study to Evaluate the Efficacy and 
Safety of PANZYGA in Pediatric Patients With Chronic 
Immune Thrombocytopenia (ITP) 

20 IVIg: 
Panzyga®  

  
mrt/22 recruiting 

NCT03829826 Stiff-persons 
syndrome 

Efficacy and Mechanism of Action of SCIg in Patients 
With Stiff Person Syndrome (SPS) 

22 IVIg: Hyqvia®  
  

mei/20 Not yet 
recruiting 

NL888 Autoimmune epilepsy Autoimmune epilepsy Modulated by IVIg – effects on 
Cortical Excitability, the AMICE study (single arm) 

55 IVIg 
  

1/09/202
3 

recruiting 

2016-004766-
26 

idiopathic 
inflammatory 
myopaties 

Intravenous immunoglobulins as early treatment in 
newly diagnosed idiopathic inflammatory myopathies 
(IMMEDIATE): a pilot study. (single arm - phase 2) 

20 IVIg 
(Privigen® ) 

   
completed 
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Trial-ID Indication Title  Sample size Intervention Comparator   Anticipa
ted end 
date 

status 

NCT04535518 Kawasaki  Efficacy of Immunoglobulin Plus Infliximab for the Early 
Regression of Coronary Artery Lesion in Kawasaki 
Disease 

220 Aspirin+Inflixi
mab+IVIg 

  
sep/22 Not yet 

recruiting 

NCT03348618 Pediatric Acute-onset 
Neuropsychiatric 
Syndrome (PANS) 

Multi-site, Open-Label, Pilot Study to Evaluate the 
Benefit of Octagam 5%® in Subjects With Pediatric 
Acute-onset Neuropsychiatric Syndrome (PANS) 

21 IVIg: Octagam 
5% 

  
mrt/20 active, not 

recruiting 

2017-002024-
24 

CIPD Randomized, cohort study of standardized reduction of 
SCIg treatment in patients with chronic inflammatory 
demyelinating polyneuropathy 

60 dose 
reductions: 
Gammanorm®
, Hizentra®, 
Subcuvia®  

  
1 year completed 

NCT02374736 Kidney Transplant 
antibody-mediated 
rejection (AMR) 

Pilot Study on the Effect of Privigen Against Graft Loss: 15 IVIg: 
Privigen®  

  
dec/20 Active, not 

recruiting 

Specific Covid-19 trials in 2020 
       

EUCTR2020-
001890-56-ES 

COVID-19 Clinical trial to evaluate the efficacy and safety of the 
use of intravenous gammaglobulins in the treatment of 
patients with COVID-19 

100 IVIg: 
Flebogamma®  

Placebo 
 

1 year ongoing 

NCT04350580 COVID-19 Value of Early Treatment With 
Polyvalent Immunoglobulin in the Management of Acute 
Respiratory Distress Syndrome Associated With SARS-
CoV-2 Infections 

138 IVIg: Claryg®  Placebo 
 

jun/21 recruiting 

IRCT2020050
1047259N1 

COVID-19 Pilot study: Intravenous immunoglubolin (IVIG) effect on 
improvement of severe pulmonary damage in COVID 19 
disease 

40 IVIg: 
Flebogamma®  
5% 

Placebo 
 

jun/20 recruiting 
complete 

NCT04400058 COVID-19 Octagam 10% Therapy in COVID-19 Patients With 
Severe Disease Progression 

208 IVIg 
(Octagam® 
10%) 

Placebo 
 

dec/20 recruiting 

NCT04432324 
EUCTR2020-
001696-32-ES 

COVID-19 Study to Evaluate the Safety and Efficacy of High Dose 
IVIG in Patients with Mild/Moderate COVID19 

100 IVIg: 
Flebogamma®  
5%-10% + 
SMT 

SMT 
 

dec/20 recruiting 

NCT04261426 COVID-19 Evaluate the Efficacy of Intravenous 
Immunoglobulin Therapy in Patients With Severe 2019- 
nCoV Pneumonia 

80 IVIg + SMT SMT 
 

jun/20 not yet 
recruiting 
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Trial-ID Indication Title  Sample size Intervention Comparator   Anticipa
ted end 
date 

status 

NCT04500067 COVID-19 Intravenous Immunoglobulin (IVIG, Bioven) Efficacy 
Assess for COVID-19 / SARS-CoV-2 Severe Pneumonia 
Complex Treatment 

76 IVIg: Bioven®  
10% + SMT 

SMT 
 

sep/20 completed 

NCT04548557 COVID-19 Intravenous Immunoglobulins for the Treatment 
of Covid-19 Patients: a Clinical Trial 

60 IVIg + SMT SMT 
 

nov/20 not yet 
recruiting 

NCT04480424 COVID-19 Evaluate Safety and Efficacy of High 
Dose Intravenous Immune Globulin (IVIG) Plus 
Standard Medical Treatment (SMT) Versus SMT Alone 
in Subjects With COVID-19 Requiring Admission to the 
Intensive Care Unit 

100 IVIg 
(Gamunex® -
C (10%)) + 
SMT 

SMT 
 

feb/21 recruiting 

NCT04411667 COVID-19 Standard of Care Plus Intravenous 
Immunoglobulin (IVIG) Compared to Standard of Care 
Alone in the Treatment of COVID-19 Infection 

40 IVIg 
(Octagam® 
10%)+ SMT 

SMT 
 

nov/20 non peer 
reviewed 
results 

NCT04403269 COVID-19 Study of the efficiency of IVIg in patients aged 75 years 
and over COVID 19 with severe acute respiratory failure 
(Geronima 19 study) 

35 IVIg 
  

mei/21 recruiting 

NCT04381858 COVID-19 Convalescent Plasma vs Human Immunoglobulin to 
Treat COVID-19 Pneumonia 

500 Convalescent 
plasma  

Human 
immunoglob
ulin 

 
sep/20 recruiting 

NCT04264858 COVID-19 Exploratory Clinical Study on the Treatment of Acute 
Severe 2019-nCoV Pneumonia 
With Immunoglobulin From Cured 2019-
nCoV Pneumonia Patients 

10 Immunoglobuli
n of cured 
patients 

Gammaglob
ulin 

 
mei/20 Not yet 

recruiting 

SMT: Standard medical treatment; * this study was planned to recruit in Belgian sites, however this study was withdrawn since 17 November, due to business reasons, not 
safety issues  
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8  SURVEY TO THE HOSPTIAL PHARMACISTS 
8.1 The questions 
French version 
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Dutch version 
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8.2 The results 
These results have been incorporated in different parts of the main 
body of the report.  
The hospital pharmacy is the place where most Ig are acquired and 
dispensed. In order to get an impression of the workfield, a survey amongst 
Belgian hospital pharmacists was performed. This survey aimed at capturing 
the most recent data (2017, 2018, 2019) on non-reimbursed use, as well 
as info on how indications are registered in the hospital pharmacy and 
recent problems with supply. This consisted of a semi-qualitative 
questionnaire with open questions (see list of questions in appendix). An 
important limitation is that the information captured from hospital 
pharmacists is limited to the use in hospitals. Gathering information on non-
reimbursed Ig use or supply problems in the ambulatory sector, distributed 
via the community pharmacy, was deemed not feasible within the given 
timeframe. However on supply issues, the General Pharmaceutical 
association (APB) did not detect any specific problems other than the 
officially unavailable product list (in the ambulatory sector only SCIg product 
Gammanorm® in 2019). 

Method  

In May-June 2020 the questionnaire was drafted in collaboration with the 
Belgian Society for Hospital pharmacists (BVZA-ABPH). The platform ‘Lime 
survey’ was used to distribute the survey online and to gather data. The 
questionnaire was tested by two hospital pharmacists in June 2020 and their 
comments considered before launching a final version of the survey. 

In order to increase the response rate, the BVZA-ABPH sent out the 
invitation to participate to this survey to all hospital pharmacists in Belgium 
on July 2nd 2020, with the request to complete one survey per hospital 

                                                      
b  In 2018 there were 107 hospitals with Ig use, but due to mergers this 

corresponds to 105 hospitals in 2020.  

pharmacy by 1 September 2020. The survey was closed the 10th of 
September.  

Results 

The response rate of the survey was 38%. Of the 107 hospitals which had 
Ig use in 2018 (last available year in the data-analysis) 40 hospitals 
responded to the surveyb.  

Characteristics of participating hospital pharmacies: 

The response rate differed in the three Regions. The highest response rate 
was obtained in the Flemish region, 50% (28/56), followed by the Walloon 
region  

25% (9/36) and Brussels 23% (3/13)). Next to the 39 general hospitals, one 
revalidation centre replied.  

In terms of hospital categories, out of the 7 university hospitals only three 
participated, and of the 17 hospitals with an academic character, 8 
responded.  

The hospitals were categorised in big users (≥50kg annually in 2018), 
medium users (10-50 kg) and small users (<10kg). Among the 9 big users, 
four hospitals responded (response rate of 44%), among the 33 medium 
users, 16 responded (48%), and among the 63 hospitals with less than 10kg 
use per year there were 20 hospitals responding (32%). Details can be found 
in Table A.  
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Table A: Response rate depending on the quantity of Ig use in the 
Belgian hospitals (2018) 

Volume Ig (kg) Number of 
hospitals 

Hospital with a 
response 

% response rate. 

[0-5[ 40 9 22,5% 
[5-10[ 23 11 47,8% 
[10-20[ 12 4 33,3% 
[20-30[ 15 8 53,3% 
[30-40[ 2 0 0,0% 
[40-50[ 4 4 100,0% 
≥50 9 4 44,4% 

Registration 
For the question of whether or not there was any registration of the 
indications of Ig use, all hospital pharmacies responded that indications are 
captured via the mandatory application form for reimbursed Ig 
(attestation). But the extent to which the capture of such information is 
digitalised largely differs between hospitals. In 14 out of 40 centres 
(35%), only paper versions of the application forms for reimbursement are 
consultable at the hospital pharmacy. Nevertheless, for the majority of 
responders (26/40), these documents are registered in the hospital 
pharmacy software (either via extra input by the hospital pharmacist based 
on the paper version, or either directly via electronic prescribing in the 
hospital software) In the vast majority of cases, only the reimbursement 
paragraph is indicated, so details on the indication are generally lacking. 
Only in three hospital pharmacies the indication is systematically registered 
in the pharmacy software.  

For non-reimbursed Ig, there is no registration of indications. Responders 
indicate that the indication can be found in the medical file of the patient.  

Next to the questions on current data registration, there was also the 
question to the hospital pharmacist on how the specific eHealth application 
CIVARS (Chapter IV Information Consultation System) is rolled out and 
accessible in their hospital. CIVARS launched in 2017 as application for the 
electronic exchange of administrative data, more specifically the 

agreements for medications with conditional reimbursement (i.e. chapter IV 
and chapter VIII medications). It is accessible via a browser but it is the 
intention that this tool is integrated in the software of the hospitals and health 
care practitioners. Physicians can request a reimbursement and send an 
application to the insurance (advising physicians), who, in turn, can then 
forward the admission or refusal. The pharmacist at the moment has a 
consulting role, he can consult and check whether or not there is a positive 
advice for reimbursement. At the moment, the roll-out of CIVARs differs 
between hospitals. The answers in the survey showed that some hospitals 
have to work via a stand-alone web application, and in other hospitals the 
service is already integrated in their hospital software (most of the time 
linked to the electronic patient record, and sometimes also to the hospital 
pharmacy  

software). Most hospital pharmacies replied that the online stand-alone tool 
works and that they are using it for the medication groups for which it is 
compulsory. At a later stage of the CIVARS rollout, the pharmacist will be 
able to register the prescription online with the health insurance company. 

Non-reimbursed use 
Twenty one of the 40 responders, reported no non-reimbursed Ig use in the 
years 2017, 2018, 2019. In 19 hospitals there was some non-reimbursed 
use during that timeframe.  

The 19 hospitals with non-reimbursed use and the 21 hospitals without, 
differ in characteristics. The hospitals with non-reimbursed use are bigger 
hospitals and had a larger volume of reimbursed Ig use. (Respectively mean 
bed size of 778,16, 95%CI 551,98-1004,34, and 394,8 95%CI 305-485). The 
mean volume of reimbursed Ig use was respectively 38,01kg (95%CI 19,79 
- 56,23) and 9,53kg (95%CI 6,03 - 13,02). 

The volume of non-reimbursed Ig use in those 19 hospitals was 6831 gr in 
2017, 9823 gr in 2018, and 10912 gr in 2019 (increase of 43% in 2018 and 
11% in 2019). Therefore, although most hospitals reported stable non-
reimbursed use, representing less than 1% of their total Ig volume 
dispensed, overall, there is an increase in non-reimbursed use during those 
three years. Given that there is also a rise in Ig volume for reimbursed 
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indications in the hospitals (5% increase in 2018), there is the perception of 
a stable proportion non-reimbursed use.  

Given the proportion of reimbursed Ig use represented by the responders to 
our survey in 2018 (52.3% respectively), a crude extrapolation of that 
number could imply that the non-reimbursed Ig use in all the hospitals could 
equal 18782gr, around 19kg per year. When we compare this with an annual 
reimbursed Ig use of 1764kg in the hospitals (RIZIV-INAMI), the non-
reimbursed use represents 1.0% in the hospitals. A limitation in this 
approach is that the extrapolation is based on the proportion of reimbursed 
use assuming that the distribution of reimbursed and non-reimbursed use in 
the Belgian hospitals is similar. It is possible that the nonresponding 
hospitals have a higher or lower non-reimbursed Ig use.  

In most hospitals the non-reimbursed use corresponds to a limited amount 
of patients (less than 10 patients in the timeframe 2017-2019 in 15 hospitals, 
and only in 4 hospitals this was more than 10). 

Most hospital pharmacies indicated that often the patient pays the cost for 
non-reimbursed Ig out-of-pocket. Although they mentioned that this could 
also be submitted to private additional insurance. Two hospitals also 
specified that there are foreign patients that do not have a Belgian national 
insurance and therefore pay the Ig out-of-pocket.  

Four hospitals indicated that use of Ig in non-reimbursed indications as part 
of clinical studies or medical need programs is also a possibility and that 
there were some the last years (e.g. myasthenia gravis crisis and acquired 
von Willebrand diseasec) Also the Special Solidarity Fund bore the cost 
for some patients. Three hospitals also referred to the possibility for the 
prescribing physician to request 'free samples' from the firms. A prescriber 
can receive a maximum number of eight samples per medicinal product, per 

                                                      
c  Privigen® for a medical need program - https://www.fagg-

afmps.be/nl/MENSELIJK_gebruik/geneesmiddelen/geneesmiddelen/onderz
oek_ontwikkeling/gebruik_in_schrijnende_63 

calendar year.d The FAMPH is responsible to evaluate this practice and 
compile every two years statistics. 

Supply 
Following the supply problems in 2018, mostly due to a changing Belgian 
market (the national tender procedure), some government initiatives were 
taken in September 2019. RIZIV-INAMI harmonised the reimbursable 
indications for all the IVIg products (except Octagam 10% which is not 
reimbursed for streptococcal toxic shock, MMN and CIDP). FAMHP installed 
a monitoring of IVIg sales figures (only sales figures to the hospitals). 
Notwithstanding these initiatives, 11 of the 40 responding hospitals indicated 
that there are still problems in 2020. These shortages appear to have 
affected most frequently Iqymune® and Multigam® (both from the firm CAF-
DCF), although not exclusively. In the national database on unavailability of 
medicines, Iqymune® appeared several times in 2019/2020. As for 
Mutigam®, only one package size is left on the market, and the other is 
taken off the market in 2020. This could indicate that the firm plans to not 
actively commercialise Multigam®. The other products for which supply 
problems were noticed by the hospital pharmacies, did not have an official 
registration of (temporary) unavailability (such as Privigen®, 
Sandoglobulin®) in the FAMPH databasee. 

As a consequence of the national tender, hospital pharmacists indicated that 
it also takes extra time to monitor the two tender dossiers (both national and 
commercial) and complicates accounting, e.g. when it are two different firms, 
or when there is only one firm supplying both the national and commercial 
part, this means that there could be two different purchasing prices. 

The hospital pharmacists gave the following reasons for supply problems: 

d  BS-MB 11 January 1993 - Royal decree laying down the conditions under 
which medicines for human use may be handed over in the form of samples. 

e  https://farmastatus.be/human 
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The fluctuation and unpredictable usage in some hospitals. The use can 
rise as a consequence of better diagnosis and expansion of indications. The 
firms apply strict quota both for the national tender where it is based on 
RIZIV-INAMI reimbursement numbers of previous years, and for the 
commercial tender, based on sales data of the previous years. For those 
hospitals with supply problems, often the forecasted amount of Ig is not 
adapted to current needs. On the other hand there were also hospital 
pharmacies that had a surplus, because Ig use decreased (e.g. when a 
prescribing physician left the hospital). There is the suggestion that there 
must be the ability to sell to other hospitals and not stock.     

On a more international level, hospital pharmacies indicate that firms will 
sell the product in a market where the price is higher or where the market is 
bigger, and these conditions do not apply to the Belgian market. 

In Belgium, but also worldwide there is a limited supply of raw material 
(blood plasma) with a slow and lengthy production process which prevents 
quick corrections, leaving also the firms with tight stocks.  

Hospital pharmacists explained that supply problems had important 
consequences: 

Supply problems impact the quality of patient care, as patients had to 
switch products, or had to postpone the administration. The Ig products are 
not always interchangeable, giving sometimes adverse events. In addition, 
there is also the administrative burden (checking stocks, whether the 
reimbursement criteria are met, contacting firms, and extra communication 
on product switching to physicians).  

                                                      
f  MAHA-report:https://www.belfius.be/about-us/dam/corporate/press-

room/press-articles/downloads/nl/2019/Persbericht-StudieMAHA-
09102019.pdf  

Revenues/profits in hospital pharmacies are often a pillar in the general 
hospital financingf. The hospital pharmacy profits depend on the discounts 
they get from the firms and how this compares to the reimbursement of the 
NIHDI. For Ig products, most of the time the ex-factory price per gram is the 
same regardless the package size and place of delivery. An economic 
margin of 7,11 euro per package is foreseen for the hospital pharmacist 
when they dispense to patients in day-care and polyclinic use.  Both the 
national tender and the commercial tender of Ig products contribute to a 
significant proportion of hospital pharmacy profits. For the national tender 
products, the sales price is 38,05 euro per gram (including VAT), while the 
reimbursement of RIZIV-INAMI is between 41,77 euro (Sandoglobulin®) 
and 47,27 euro (Privigen®) per gram, depending on the package size, and 
depending on whether it is dispensed for ambulatory patients or inpatients. 
Consequently the revenue for the hospital pharmacy ranges between 3,72 
and 9,22 euro per gram. The profits made on products reimbursed via the 
commercial tender remain confidential as the sales price depends on 
whether or not discounts were possible. In the event that one firm does not 
supply the product at the agreed commercial tender price, other firms have 
to step in, but often without giving a discount, which could impact the 
planned pharmacy revenue. 
As a result of the supply problems, some hospitals may stock products. 

 

https://www.belfius.be/about-us/dam/corporate/press-room/press-articles/downloads/nl/2019/Persbericht-StudieMAHA-09102019.pdf
https://www.belfius.be/about-us/dam/corporate/press-room/press-articles/downloads/nl/2019/Persbericht-StudieMAHA-09102019.pdf
https://www.belfius.be/about-us/dam/corporate/press-room/press-articles/downloads/nl/2019/Persbericht-StudieMAHA-09102019.pdf
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