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The legally binding text is the original French ver sion  

 
TRANSPARENCY COMMITTEE 

 
OPINION 

 
22 June 2011 

 
 
OCTAGAM 50 mg/ml, solution for infusion  
20 ml vial (CIP code: 562 114 9)  
50 ml vial (CIP code: 562 058 1)  
100 ml vial (CIP code: 562 059 8)  
120 ml vial (CIP code: 565 788 0)  
200 ml vial (CIP code: 562 060 6)  
500 ml vial (CIP code: 571 123 7)  
 
OCTAGAM 100 mg/ml, solution for infusion  
20 ml glass vial (CIP code: 576 182 1)  
50 ml glass vial (CIP code: 576 183 8)  
100 ml glass vial (CIP code: 576 184 4)  
200 ml glass vial (CIP code: 576 185 0)  
 
 
Applicant: OCTAPHARMA SAS 
 
“Human normal immunoglobulin” 
 
List I 
 
Medicine for hospital prescription only. 
 
ATC code: J06BA02 
 
Date of the initial Marketing Authorisations: 

- OCTAGAM 50 mg/ml: 04/06/1999 (national procedure). 
- OCTAGAM 100 mg/ml: 27/10/2009 (mutual recognition procedure, rapporteur Member State: 

Germany). 
 
Reason for request: Re-evaluation of the actual benefit in accordance with Article R.163-12 of 
the Social Security Code.  
This re-evaluation takes account of changes made by the company to correct the excess 
thromboembolic events that occurred following a change in its methods of producing 
OCTAGAM. 
 
 
 
 
 
Medical, Economic and Public Health Assessment Division 
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1. CHARACTERISTICS OF THE MEDICINAL PRODUCT 

1.1. Active ingredient 
The active ingredient of the proprietary medicinal product consists of human normal 
immunoglobulin (IVIg) in a dose of 50 mg/ml or 100 mg/ml, corresponding to a total protein 
content, of which at least 95% are human immunoglobulin G. 

1.2. Indication 
“OCTAGAM 50 mg/ml: 

o Replacement therapy: 
• Primary immunodeficiency syndromes such as hypogammaglobulinaemia or 

functional humoral immunodeficiency. 
• Children with congenital AIDS who have repeated bacterial infections. 
• Secondary humoral immunodeficiency syndromes, in particular chronic lymphatic 

leukaemia or myeloma, with hypogammaglobulinaemia and associated with recurrent 
infections. 

o Immunomodulation in: 
• Acute idiopathic thrombocytopenic purpura (ITP) in children or acute phase ITP in 

adults with haemorrhagic syndrome, for preventive use prior to medical or surgical 
treatment with a risk of haemorrhage and (or) a platelet count less than 20 x 109/l to 
correct the platelet count. 

• Guillain-Barré syndrome. 
• Kawasaki disease. 

o Allogeneic bone marrow transplantation. 

OCTAGAM 100 mg/ml 

o Replacement therapy in: 
• Primary immunodeficiency syndromes such as: 

� Congenital agammaglobulinaemia and hypogammaglobulinaemia. 
� Common variable immunodeficiency. 
� Severe combined immunodeficiency. 
� Wiskott-Aldrich syndrome. 

• Myeloma or chronic lymphatic leukaemia with severe secondary 
hypogammaglobulinaemia and recurrent infections. 

• Children with congenital AIDS and recurrent infections. 

o Immunomodulation 
• Idiopathic thrombocytopenic purpura (ITP) in children or adults at high risk of 

bleeding, or prior to surgery to correct the platelet count. 
• Guillain-Barré syndrome. 
• Kawasaki disease. 

o Allogeneic bone marrow transplantation”. 

1.3. Dosage and method of administration (see SPC) 
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2. SIMILAR MEDICINAL PRODUCTS 

2.1. ATC Classification (2011) 

J : Antiinfectives for systemic use  
J06 : Immune sera and immunoglobulins 
J06B : Immunoglobulins 
J06BA : Immunoglobulins, normal human 
J06BA02 : Immunoglobulins, normal human, for intravascular administration 

2.2. Medicines in the same therapeutic category 

2.2.1. Strictly comparable medicines 

Human normal immunoglobulins administered intravenously (IVIg) with the same indications as 
OCTAGAM: 

- CLAIRYG 50 mg/ml, solution for infusion; 

- FLEBOGAMMA DIF, solution for infusion (not marketed); 

- GAMMAGARD 50 mg/ml, powder and solvent for solution for infusion (reserved for 

patients who have developed anti-IgA antibodies); 

- KIOVIG 100 mg/ml, solution for infusion; 

- NANOGAM 50 mg/ml, solution for infusion (not marketed); 

- PRIVIGEN 100 mg/ml, solution for infusion; 

- SANDOGLOBULINE 1 g, powder for solution for infusion; 

- SANDOGLOBULINE 3 g, 6 g, 12 g, powder and solvent for solution for infusion; 

- SANDOGLOBULINE LIQUIDE 120 mg/ml, solution for infusion (not marketed); 

- TEGELINE 50 mg/ml, powder and solvent for solution for infusion. 

 
 (see sales data for these IV immunoglobulins in the appendix). 

2.2.2. Medicines that are not strictly comparable 

• Immunoglobulins that are administered subcutaneously (SC) or intramuscularly (IM) and are 
indicated in the replacement therapy of primary immunodeficy syndromes: 

- GAMMANORM 165 mg/ml, solution for injection; 

- SUBCUVIA 160 g/l, solution for injection; 

- VIVAGLOBIN 160 mg/ml, solution for injection. 

2.2.3. Medicines with a similar therapeutic aim 

Not applicable. 
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3. REMINDER OF THE PREVIOUS OPINIONS 

OCTAGAM 50 mg/ml : Transparency Committee Opinion of 01/12/1999 - 15 /12/1999: 

Inclusion  

OCTAGAM 100 mg/ml : Transparency Committee Opinion of 10/03/10: Inclu sion  

- Actual benefit: substantial 

- IAB V compared with the IgGs on the market. 

 

OCTAGAM 50 and 100 mg/ml : Re-evaluation opinion requested by the Transparen cy 

Committee, dated 23/03/2011  

On the basis of the pharmacovigilance data supplied by the company regarding the increase of 

thromboembolic events, the MA for the proprietary medicinal products OCTAGAM 50 mg/ml and 

OCTAGAM 100 mg/ml was suspended by the European Commission. Due to concerns about 

the tolerance of these two proprietary medicinal products, they seem to have an inferior 

performance compared to those of other comparable intravenous human immunoglobulin 

products. The Transparency Committee therefore considers that the actual benefit provided by 

the OCTAGAM proprietary medicinal products is insufficient for them to be paid for by National 

Insurance, given the existing alternatives. 

 

4. ANALYSIS OF AVAILABLE DATA 

4.1. Reminder (information that formed the basis of  the TC’s Opinion of 23 March 2011) 

“A re-evaluation of the actual benefit provided for both proprietary medicinal products 
OCTAGAM 50 mg/ml and OCTAGAM 100 mg/ml was requested by the Transparency 
Committee in September 2010, because of  pharmacovigilance concerns about these products.1  

In fact, early in the third quarter of 2010, the central drug safety unit of Octapharma detected an 
increase in the number of thromboembolic events spontaneously reported worldwide with 
OCTAGAM 50 and 100 mg/ml. From January to November 2010, 87 cases of thromboembolic 
events were reported spontaneously worldwide, compared with 46 cases for the previous 
cumulative two years (2008 and 2009). In France, 13 thromboembolic events were reported in 
the period from January to November 2010, compared with 8 cases reported during the two 
years 2008 and 2009.  
It should be noted that thromboembolic events are rare but well-known adverse events with all 
IVIgs. The prevalence of these complications reported in the literature is between 1.1 and 4.5%.2 
The increased reporting of these events led the scientific committee of the European Medicines 
Agency (EMA) to recommend the suspension of the MA for these medicines and the withdrawal 
of batches present on the European market. The decision to temporarily suspend the two MAs 
was taken on 4 October 2010 by the European Commission. The company, with the agreement 
of AFSSAPS, recalled all batches of OCTAGAM 5% and 10%, solution for infusion.3 The EMA 
                                            
1 Rappel de tous les lots d’OCTAGAM 50 mg/ml et 100 mg/ml, solution pour perfusion - Octapharma France  [Recall of all batches of 
OCTAGAM 50 mg/ml and 100 mg/ml, solution for infusion] http://www.afssaps.fr/Infos-de-securite/Retraits-de-lots-et-de-
produits/OCTAGAM-50-mg-ml-et-100-mg-ml-solution-pour-perfusion-Octapharma-France-Rappel-de-tous-les-lots/(language)/fre-FR  
2 Marie et al. IvIg-related thrombotic complications. British Journal of Dermatology. 2006, p. 155, p. 714-721. 
3 Communiqué de l’Afssaps de suspension d’AMM pour OCTAGAM (24/09/2010) [AFSSAPS press release on the suspension of the 
MA for OCTAGAM (24/09/2010)]: http://www.afssaps.fr/Infos-de-securite/Communiques-Points-presse/Demande-europeenne-de-
suspension-d-AMM-pour-OCTAGAM-R-Communique 
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asked the company to provide evidence of the cause of these complications and details of the 
corrective measures that were put in place.  
The company identified a pharmaceutical quality problem encountered at certain OCTAGAM 
production sites. Its investigations led to the identification of activated factor XI, the procoagulant 
factor present in the OCTAGAM solution, as the probable cause of the reported thromboembolic 
events. The presence of this factor XI was associated with a recent change in the manufacturing 
process of OCTAGAM.  
The provided dossier mainly contains an analysis of the causes of the thromboembolic events 
observed and a presentation of the corrective actions taken regarding the manufacturing 
process and batch inspection. Pharmacovigilance data and an efficacy study in patients with 
idiopathic thrombocytopenic purpura (ITP) were also included in the dossier. On the basis of 
these data, the origin of the thromboembolic events cannot be considered as having been 
established.  

It should be noted that to date, six other intravenous human immunoglobulin products (IVIg) are 
marketed in France. On the basis of the information collected in the course of the national 
monitoring of IVIg supplies to the French market, no shortages have yet been observed there. 
Nevertheless, as a precaution and in case the supply situation worsens, AFSSAPS considered 
to propose measures regarding priority uses of IVIg which need to be taken to ensure that 
patients have constant and controlled access to IVIg treatments.4  

Pending the conclusions of the ongoing assessment of this dossier by the EMA, the 
Transparency Committee takes note of the data supplied by the company in the re-evaluation of 
the AB of these two products”. 

4.2. Results of the evaluation by the CHMP 

The investigations carried out by the scientific committee (CHMP) of the EMA in collaboration 
with Octapharma led to the identification of activated factor XI present in the OCTAGAM solution 
as the main cause of the thromboembolic events reported. Indeed, an elevated level of this 
procoagulant factor was found in most of the batches implicated in the increase of 
thromboembolic events. The presence of this procoagulant factor was associated with a recent 
change in the manufacturing process of OCTAGAM. 

 
� Corrective pharmaceutical actions 

Since the increase in the number of thromboembolic events is due to a pharmaceutical quality 
problem linked to a change of the manufacturing process, the corrective actions taken concern 
the specific steps of the manufacturing process. Thus, factor XI adsorption steps and tests to 
check for the presence of factor XI (an in-process test and a test before release of the product) 
were added to the manufacturing process of OCTAGAM 50 and 100 mg/ml. 

The tests carried out at the request of the CHMP by the French authority (AFSSAPS) and the 
German authority (PEI) as part of the validation of the new manufacturing process for 
OCTAGAM 50 and 100 mg/ml revealed that the thrombogenic potential of the new batches  was 
very low and comparable to that of the other IV immunoglobulins marketed in Europe. 

                                            
4 Lettre aux professionnels de santé (Afssaps) : proposition de hiérarchisation des indications des immunoglobulines humaines 
intraveineuses (IgIV) en situation de tension forte sur les approvisionnements pour le marché français [Letter to healthcare 
professionals (AFSSAPS): proposed hierarchy of indications for intravenous human immunoglobulins (IgIV) in the event of severe 
pressure on supplies for the French market] (27/12/2010) : http://www.afssaps.fr/Infos-de-securite/Lettres-aux-professionnels-de-
sante/Proposition-de-hierarchisation-des-indications-des-immunoglobulines-humaines-intraveineuses-IgIV-en-situation-de-tension-
forte-sur-les-approvisionnements-pour-le-marche-francais-Lettre-aux-professionnels-de-sante/(language)/fre-FR 
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� Corrective clinical actions 
o Initiation of observational studies of the tolerabi lity and tolerance of use of OCTAGAM 

50 and/or 100 mg/ml 

This programme of studies was set up by Octapharma to document a total of 20 000 infusions in 
about 2000 patients treated with OCTAGAM 50 and/or 100 mg/ml in the indications approved in 
the MA. The collection period will be from 2 to 3 years. For patients with primary 
immunodeficiency syndromes, the observation period will be at least 10 months. The calculation 
of the population size is based on the probability (more than 90%) of observing at least two 
thromboembolic events per 10 000 infusions, or on the probability (more than 95%) of observing 
1 thromboembolic event in the population analysed (n = 2000).  

A table summarising the non-interventional observational studies set up with OCTAGAM 50 and 
100 mg/ml worldwide is presented below. 
 

Study (registration 
number) 

Country where 
study is/will be 

performed 
Octagam® products 

concerned Status of the study Number of patients 

GAM 10-05 
ISRCTTN58800347 Germany 100 mg/ml Study started in 

2008, in progress 
At least 500 

patients 

GAM 5-28 United States of 
America 50 mg/ml 

Study protocol and 
documents 
submitted to the 
FDA for validation 

250 patients 
followed up for 

1 year 

GAM 10-06 
Gammatrack study 

Europe (including 
France, the United 
Kingdom, Spain, 

etc.) 
Latin America 

(Brazil) 
Middle East 

 

50 and 100 mg/ml 

Study approved in 
France (CCTIRS 
agreement of 21 
October 2010) for 
Octagam® 
100 mg/ml  
 
Submission of the 
study dossier for 
Octagam® 50 mg/ml 
in progress 

At least 1000 
patients for the 

entire study 
(competitive 
recruitment) 

 
o PSUR (periodic safety update reports) 

The schedule for submission of PSURs was revised to step up the checks for possible cases of 
thromboembolic events that might occur with OCTAGAM 50 and 100 mg/ml. A PSUR will 
therefore be submitted to the competent national authorities every 6 months for 2 years after the 
suspension of the MA is lifted. 

o Risk Management Plan 

An initial risk management plan (RMP) was submitted to the assessors under the EMA’s Article 
31 procedure. The CHMP requested that a revised version of this RMP is submitted to the 
competent national authorities. 

Conclusions of the CHMP’s evaluation   

On the basis of the submitted data, of the inspections carried out and the responses given by the 
company to the questions raised by the CHMP on product quality and safety, the CHMP 
considered the benefit/risk ratio as positive and issued a favourable opinion on 14 April 2011 on 
lifting the suspension of the MAs for OCTAGAM 50 and 100 mg/ml.  

4.3. Other data submitted by the company 
The following data are also included in the dossier: 

- a clinical study of the efficacy and tolerance of OCTAGAM 100 mg/ml in adult patients 
with ITP (n = 116), carried out between June 2006 and September 2008 (last patient 
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included) that was published.
5 

- a comparative analysis (comparison of historic series) by comparison with the results of 
studies performed with other IVIgs in a dose of 100 mg/ml and available in France 
(PRIVIGEN, KIOVIG), particularly as regards tolerance, 

- pharmacovigilance data regarding OCTAGAM 50 mg/ml, after 14 years of prospective 
follow-up (1995-2009), corresponding to the treatment of more than 9670 patients, i.e. 
147,000 infusions (Octapharma AG internal data).

6 Prospective pharmacovigilance data 
were collected in Germany until the suspension of the MA for Octagam® 50 mg/ml. 

These data showed a good tolerance profile with less than 1% adverse effects reported, taking 
all adverse effects into account. However, these data are prior to the suspension of the MA and 
cannot be considered relevant in evaluating the improvement in the risk of thromboembolic 
events occurring with the new manufacturing process, within this re-evaluation. 

4.4. General Conclusion 
The data submitted by the company following the request to re-evaluate the actual benefit (AB) 
after the European Commission’s decision to lift the suspension of the MAs for OCTAGAM 50 
and 100 mg/ml mainly cover the corrective actions taken by Octapharma in collaboration with 
the CHMP to guarantee the tolerance of use of OCTAGAM: 

- Corrective pharmaceutical actions:  

o additional steps put in place to restore the quality level of OCTAGAM production, 

- Corrective clinical actions (as regards pharmacovigilance):  
o initiation of a risk management plan;  

o the performance of observational tolerability and tolerance studies  to assess the re-
establishment of the previously known good tolerability of the products concerning 
the risk of thromboembolic events after improvement of the manufacturing process. 
These studies should be undertaken as soon as the product is reintroduced to the 
market and no later than two months after its reintroduction. They must allow to 
document a total of at least 20 000 infusions in about 2000 patients. The results of 
the interim analysis should be presented (to the competent national authorities) every 
6 months. 

o revision of the timetable for the submission of PSURs. A PSUR will be submitted to 
the competent national authorities every 6 months for a period of 2 years. 

The Transparency Committee takes note, in the context of the re-evaluation of the AB, of the 
data submitted by the company and the European Commission’s decision of 30 May 2011 
(AFSSAPS certified copy of 22 June 2011). 

 

 

 

 

 

                                            
5 Robak et al.  Efficacy and safety of a new intravenous immunoglobulin 10% formulation in patients with immune thrombocytopenia. 
Hematology. 2010 Oct, pp. 15(5): 351-9. 
6 Debes.  Tolerability and safety of the intravenous immunoglobulin Octagam 5%: a 10-year prospective observational study. 
Pharmacoepidemiology and Drug Safety. 2007, pp. 16: 1038-1v047. 
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5. TRANSPARENCY COMMITTEE CONCLUSIONS  

5.1. Actual benefit  

 - Replacement therapy in: 

� Primary immunodeficiency syndromes such as: 
o Congenital agammaglobulinaemia and congenital hypogammaglobulinaemia. 
o Common variable immunodeficiency; 
o Severe combined immunodeficiency; 
o Wiskott-Aldrich syndrome. 

� Myeloma or chronic lymphatic leukaemia with severe secondary 
hypogammaglobulinaemia and recurrent infections. 

� Children with congenital AIDS and recurrent infections. 

The immunodeficiency syndromes which require replacement treatment with immunoglobulins 
are uncommon, serious life-threatening diseases. 
These proprietary medicinal products are intended as prophylactic therapy.  
The efficacy/tolerance ratio is substantial, on the condition that future production of batches of 
OCTAGAM meets the quality standards required to guarantee tolerance of use. 
Alternative treatments exist (other IV immunoglobulins). 

- Immunomodulation: 

� Idiopathic thrombocytopenic purpura (ITP) in children or adults at high risk of bleeding or 
prior to surgery to correct the platelet count; 

� Guillain-Barré syndrome; 
� Kawasaki disease. 

Diseases which require an immunomodulator treatment are uncommon, serious life-threatening 
diseases. 
These proprietary medicinal products are intended as curative therapy. 
The efficacy/tolerance ratio is substantial, on the condition that future production of batches of 
OCTAGAM meets the quality standards required to guarantee tolerance of use. 
Alternative treatments exist (other IV immunoglobulins). 

- Allogeneic bone marrow transplantation: 

Human normal immunoglobulins can be used as treatment before and after the allogeneic 
transplant. 
These proprietary medicinal products are intended as prophylactic therapy. 
The efficacy/tolerance ratio is substantial, on the condition that future production of batches of 
OCTAGAM meets the quality standards required to guarantee tolerance of use. 
 Alternative treatments exist (other IV immunoglobulins). 
 
In conclusion: 

On the basis of the corrective measures taken to guarantee tolerance of use and on condition 
that the future production of batches of OCTAGAM meets the requested quality standards, the 
Transparency Committee considers that the actual benefit of the OCTAGAM proprietary 
medicinal products is substantial in the indications in the MA. 
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5.2. Therapeutic use 7,8 

5.2.1. General treatment strategy 

� Primary and secondary immunodeficiency syndromes 
Treatment with immunoglobulins concerns patients with primary and secondary 
immunodeficiency syndromes (chronic lymphatic leukaemia and myeloma) with lack of 
antibodies production. 
In adults, this is in most cases a variable common immunodeficiency, which severity may vary 
from one patient to another. 
In children, this treatment concerns all types of genetic immunodeficiency responsible for a 
deficiency in IgG and/or a lack of antibodies production: agammaglobulinaemia, 
hypogammaglobulinaemia and/or deficiency in the production of isolated antibody or antibodies 
or occurring during primary immunodeficiencies of T lymphocytes.  
Treatment with immunoglobulins can also be recommended in primary immunodeficiencies in 
one or several IgG subclasses, whether or not associated with an IgA deficiency, in case of 
repeated infections. However, an isolated IgA deficiency is not an indication for immunoglobulin 
treatment. 
Treatment with high doses of immunoglobulins is recommended in case of enterovirus 
meningoencephalitis observed during some genetic immunodeficiencies. 
 
Treatment should achieve a trough level of IgG (i.e. before the following injection of 
immunoglobulins) of at least 5 g/l. 
After the start of immunoglobulin treatment, equilibration is reached in 3 to 6 months. 
Treatment with immunoglobulins decreases the frequency of infectious episodes, antibiotic use, 
and school or work absenteeism. Immunoglobulins prevent from chronic sinus and bronchial 
infections. 
 
The adverse reactions linked to the administration of IV immunoglobulins are common in 
patients with primary immunodeficiencies. Most of them can be avoided through a low rate of 
infusion and careful monitoring. It is preferable to initially ensure the safety of administering 
immunoglobulins by mean of a test dose (5 mg/kg) given slowly (2 ml/min). In case of adverse 
reactions, the infusion should be preceded by the intravenous administration of an antihistamine 
or a corticosteroid. 
 

� Children with congenital AIDS and recurrent infections 
The indication for replacement treatment with immunoglobulins is nowadays restricted to 
children infected with HIV with recurrent bacterial pulmonary and ENT infections (mainly 
pneumococcal) that are resistant to the preventive treatment usually prescribed 
(sulfamethoxazole trimethoprim). 
 

� Idiopathic thrombocytopenic purpura (ITP) in children and adults 
1. ITP in children 
ITP in children is in most cases an acute disease which resolves spontaneously. IV 
immunoglobulins may be directly indicated when the platelet count is less than 20.109 /l 
(20 000/mm3) and when there is a marked haemorrhagic syndrome (extensive purpura, mucosal 
haemorrhage, spontaneous epistaxis). IV immunoglobulins are also indicated when medical or 
surgical treatment leads to a risk of bleeding or when corticosteroid therapy is ineffective. 

                                            
7 CEDIT, Committee for the Assessment and Dissemination of Technological Innovations. Comité d’Evaluation et de Diffusion des 
Innovations Technologiques. Déficits immunitaires primitifs avec défaut de production d’anticorps, y compris l’allogreffe de moelle 
osseuse chez un patient ayant un déficit immunitaire primitif. Recommandations de Bon Usage des Ig IV polyvalentes [Primary 
immunodeficiencies with lack of antibody production, including allogeneic bone marrow transplantation in a patient with a primary 
immunodeficiency. Recommendations of the Use of normal IV Igs.] Expert Committee on IV Ig of the Assistance Publique – Hôpitaux 
de Paris. 1/11/2006, available via the link http://cedit.aphp.fr/index_pub.html 
8 CEDIT. Déficits immunitaires secondaires avec défaut de production d'anticorps, en particulier leucémie lymphoïde chronique et 
myélome associés à des infections à répétition. Recommandations de Bon Usage des Ig IV polyvalentes [Immunodeficiencies 
secondary to lack of antibody production, particularly chronic lymphouid leukaemia and  myeloma associated with repeated 
infections. Recommendations of the Use of normal IV Igs]. Expert Committee on IV Ig of the Assistance Publique – Hôpitaux de 
Paris. 1/11/2006, available via the link http://cedit.aphp.fr/index_pub.html 
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Acute ITP: the efficacy of IV immunoglobulins is often transient and limited to 15-21 days. 
 
Persistent/chronic ITP: the indication for maintenance treatment with IV immunoglobulins is 
therefore limited to serious, chronic and rare forms that are resistant to other treatments or when 
other treatments are contraindicated. 
 
2. ITP in adults 
The methods of treatment are similar to those proposed for paediatric forms, but chronicity is 
much more common. 
 
Acute ITP: IV immunoglobulins may be directly indicated when the platelet count is less than 
20.109 /l (20 000/mm3) and when there is a marked haemorrhagic syndrome (extensive purpura, 
mucosal haemorrhage, spontaneous epistaxis). 
 

Chronic ITP: In cases of refractory ITP (persistence of thrombocytopenia after administration of 
several lines of treatment, including splenectomy and need for effective treatment to maintain a 
platelet count greater than 20-30x109/l), the treatment options are limited.  
Patients who respond to first-line treatments, even temporarily, are offered retreatment with 
corticosteroids or immunoglobulins9.  
 

� Guillain-Barré syndrome in adults 
Guillain-Barré syndrome in adults can be treated either with plasma exchange or with 
intravenous immunoglobulins. 
IV immunoglobulins improve and speed up motor recovery in patients with Guillain-Barré 
syndrome, allow their faster discharge from intensive care, facilitate the resumption of 
mobilisation and improve the long-term functional prognosis. 
 
The indications for immunoglobulins are as follows: 
- patients hospitalized in specialized intensive-care units for Guillain-Barré syndrome with 

disorders of mobility and/or a need for assisted ventilation and/or bed rest, must always be 
given IV treatment if there are no contraindications (renal failure, known allergy). 

- in a patient with Guillain-Barré syndrome without motor deficit, or whose motor or sensory 
symptoms are regressing spontaneously, only close monitoring in a hospital environment is 
needed. Conversely, any stability of the symptoms or, a fortiori, any spread of the motor or 
sensory deficit is an indication for use of intravenous immunoglobulins. 

 
� Kawasaki disease 

The efficacy of acetylsalicylic acid and immunoglobulins in preventing coronary aneurysms has 
been demonstrated. Acetylsalicylic acid is administered as soon as the diagnosis is suspected, 
usually in an initial dose of 5 to 10 mg/kg/day, for a period of at least three months. IV 
immunoglobulins must also be administered as soon as the diagnosis is made using defined 
criteria. 
The current recommended dose is 1 g/kg/day for 2 days. 
One course is usually sufficient; however, a second course is indicated if the fever persists or 
reappears. There is no evidence that one immunoglobulin is superior to another. 
 

� Allogeneic bone marrow transplantation 
Allogeneic transplantation of haematopoietic stem cells for patients with hereditary 
immunodeficiency: 
The administration of intravenous immunoglobulins to prevent infections after transplantation in 
patients with authenticated hypogammaglobulinaemia is similar to the situation of untransplanted 
patients (see Primary immunodeficiencies with lack of antibodies production). 

                                            
9 HAS Guide – Affection de longue durée. Purpura thrombopénique immunologique de l’enfant et de l’adulte. Protocole national de 
diagnostic et de soins [Chronic disease. Immunological thrombocytopenic purpura (ITP) in children and adults.  National protocol for 
diagnosis and treatment.] October 2009 
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5.2.2. Therapeutic use of OCTAGAM  
In these diseases, the place of OCTAGAM is the same as of other proprietary medicinal 
products containing intravenous human normal immunoglobulins and having the same 
indications.  
OCTAGAM is not indicated in patients with an immunoglobulin A deficiency who have anti-Ig A 
antibodies. 

5.3. Target population 
There are no reliable epidemiological data that allow an accurate calculation of the population of 
patients eligible for treatment with immunoglobulin in the different diseases for which OCTAGAM 
is indicated. 
 
According to data from the report for the Fair Prescription of Healthcare Products (ex CEDIT of 
the AP-HP),10 a total number of 3137 patients11 received intravenous immunoglobulins (IVIg) 
during 2009 at AP-HP, 2538 of whom were treated in accordance with the MA indications for 
IVIg.  It should be noted that according to this report,12 65% of the prescriptions for IVIg 
correspond to the indications of the MA (group I), 29% to temporary treatment protocols (group 
II), < 0.1% to unrecognised indications (group III) and 6.7% to uses that must be justified in the 
patient’s medical file (non-group or group IV). 
The prescriptions in the indications of the MA concerned by OCTAGAM were: 

- 523 patients with primary immunodeficiency (PID),  
- 777 patients with secondary immunodeficiency (myeloma and CLL),  
- 435 with ITP,  
- 6 patients with ITP associated with HIV infection  
- 133 with Guillain-Barré syndrome, 
- 90 with Kawasaki disease, 
- 8 children infected with HIV, with recurrent bacterial infections 

i.e. a total of 1972 patients treated in MA indications identical to those of the OCTAGAM 
proprietary medicinal products. 
 
In 2009, the AP-HP accounted for 14.5% of the national consumption of human normal 
immunoglobulins. If these data are extrapolated to all hospitals, about 21 600 patients would 
have been treated with human normal immunoglobulins (IVIg) at national level, 13 600 of them 
in the MA indications for IVIg (group I) that are identical to those of the OCTAGAM products. 

5.4. Transparency Committee recommendations 
The Transparency Committee recommends continued inclusion on the list of medicines 
approved for hospitals use and various public services in the indications and at the dosages of 
the Marketing Authorisation. 

The Committee requests to receive the results of the observational studies performed by the 
company on the risk of thromboembolic events occurring as soon as they are available. 

                                            
10 . Assistance Publique Hôpitaux de Paris [Paris Hospitals Authority]. Immunoglobulines humaines normales intraveineuses 
polyvalentes (IgIV) et sous-cutanées (IgSC) : Bilan d’utilisation à l’AP-HP en 2009. [Medical policy directorate (DPM)/Secretariat for 
fair prescription. Human normal immunoglobulins, intravenous (IVIg) and subcutaneous (SCIg): Report on use at AP-HP in 2009]. 
December 2010. http ://jprescription.aphp.fr 
11 Number of patients who received at least one IVIg treatment during 2009. This number is sometimes increased artificially, since 
the same patient can appear under the heading of several indications 
12 In 2009, the classification of indications of IVIg in three groups (group I, II, III) used in this report corresponds to that of the 
standard for good national practice. 
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Table 1: Rolling total for the 12 months to the end of November 2010 (GERS). 

 

HOSP STAT                 NOVEMBER 
2010 TOT.12M  

FIXED C. =  JANUARY 2010  UNITS M%.UN 
UN=GRAM.EQUIV 

 
COMPANIES 

 
    

FRANCE       
**IMMUNOGLOBULINS   5 577 386 100.00 

*IV SUBMARKET   5 000 467 89.66 

OCTAGAM OCTAPHARMA 264 102 5.28 

*OCTAGAM 5% OCTAPHARMA 263 432 5.27 

*OCTAGAM 10% OCTAPHARMA 670 0.01 

TEGELINE LFB BIOMEDIC. 3 445 644 68.91 

SANDOGLOBULINE CSL BEHRING 217 526 4.35 

SANDOGLOBULINE LIQUIDE CSL BEHRING 0 0.00 

GAMMAGARD BAXTER 106 938 2.14 

KIOVIG BAXTER 400 410 8.01 

PRIVIGEN CSL BEHRING 538 455 10.77 

CLAIRYG LFB BIOMEDIC. 27 393 0.55 

 
 

Table 2: Rolling total for the 12 months to the end of July 2010 (GERS). 
 

HOSP STAT                 JULY 2010 
FIXED C. =  JANUARY 2010 

UN=GRAM.EQUIV 
COMPANIES TOT.12M 

UNITS 
 

M%.UN 

FRANCE       
**IMMUNOGLOBULINS   5 448 962 100.00 

*IV SUBMARKET   4 903 943 90.00 

OCTAGAM OCTAPHARMA 359 547 7.33 

*OCTAGAM 5 % OCTAPHARMA 359 367 7.33 

*OCTAGAM 10% OCTAPHARMA 180 0.00 

TEGELINE LFB BIOMEDIC. 3 431 993 69.98 

SANDOGLOBULINE CSL BEHRING 224 631 4.58 

SANDOGLOBULINE LIQUIDE CSL BEHRING 0 0.00 

GAMMAGARD BAXTER 103 883 2.12 

KIOVIG BAXTER 320 535 6.54 

PRIVIGEN CSL BEHRING 463 355 9.45 

 


