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ADMINISTRATIVE INFORMATION 
 

Invented name of the medicinal 
product(s): 

Alutard SQ, ALK-Abelló 
Aquagen SQ, ALK-Abelló 
Soluprick SQ, ALK-Abelló 
Purethal Pollen, HAL Allergy 
Novo-Helisen Depot, Allergopharma 
Novo-Helisen Oral, Allergopharma 
Intracutaneous Test Solution, Allergopharma 
Provocation Test Solution, Allergopharma 
Skin Prick Test Solution, Allergopharma 
Allergovit, Allergopharma 

INN (or common name) of the active 
substance(s):  Grass pollen 

MAH(s): 

ALK-Abelló 
Hal Allergy 

Allergopharma Joachim Ganzer KG 

Pharmaco-therapeutic group 
(ATC Code): V01AA02 

Pharmaceutical form(s) and strength(s): 

Suspension for injection, 10-100000 SQ U/ml 
Suspension for subcutanuos injection, 500 μg/ml 
Suspension for subcutanous injection,  
5 TU/ml, 50 TU/ml, 500 TU/ml, 5,000 TU/ml, 1,000 
TU/ml, 10, 000 TU/ml 
Oral solution, 1 TU/ml, 10 TU/ml, 100 TU/ml, 1,000 
TU/ml 

Oral lyophilisate, 75000 SQ-T 
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I. EXECUTIVE SUMMARY 
 
 
The MAH’s for approved products for diagnosis and treatment of Type-I allergy to grass pollen (ALK-
Abelló, Hal allergy and Allergopharma) have submitted clinical expert statements documenting that the 
products used for diagnosis (Soluprick SQ, ALK-Abelló) and immunotherapy (Alutard SQ, Aquagen SQ 
from ALK-Abelló, Purethal from Hal Allergy and Novo-Helisen Oral, Depot and Allergovit from 
Allergopharma) are commonly used in children as well as adults and that the diagnostic procedure and 
treatment modality are identical in both children and adults. As a consequence no regulatory action is 
needed.  
 
 
II. RECOMMENDATION 
 
No change in approved SPCs’ are needed at present as these products are commonly used for diagnosis 
and immunotherapy in children with asthma and seasonal allergic rhinitis due to allergy to grass pollen. 
However it should be added in SPC 4.2 that the posology is identical in both adults and children otherwise 
respecting the approved text. 
 
Please refer to section V for final recommendation for SPC and PIL after discussion with CMS. 
 
 
III. INTRODUCTION 
 
The MAH’s (ALK-Abelló, Hal Allergy and Allergopharma) have submitted clinical expert statements 
with international positions papers, PSUR and clinical studies. 
 
Diagnosis and immunotherapy in general has a wide use in paediatric patients from age 5 and above, and 
the present products have been used in clinical practise for years. The diagnosis of allergy in children 
against grass pollen depends on specific allergen extracts from grasses for prick-testing. Similarly 
immunotherapy against grass allergy is an established treatment modality using the same allergen extracts 
in an up dosing schedule and maintenance dosing both in children an adults (Malling et al. EACCI 
Position Paper, Allergy 1993; 14, 1 – 46, Bousquet et al. WHO Position Paper, Allergy 1998; 53: 1 – 42, 
Scheinmann et al. Immunotherapy in young children. Allergens and Allergen Immunotherapy 2006;  
3: 567 – 83). The approved dose regiments for immunotherapy are the same in children and adults.     
 
No studies have been conducted to address effect and safety specifically in children. 
 
 
IV. SCIENTIFIC DISCUSSION 
 
Clinical studies 
 
ALK – Abelló 
 
Møller c et al. Pollen immunotherapy reduces the development of asthma in children with seasonal 
rhinoconjunctivitis (the PAT-study). J Allergy Clin Immunol 2002; 109: 251-6. 
 
In this an open label study with a control group, a total of 205 paediatric patients with seasonal allergic 
rhinitis (6 – 14 years) were randomised to 3 years of subcutaneous immunotherapy with standardized 
allergen extracts (Alutard SQ or Aquagen SQ)  immunotherapy or to a control group. 
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Of these 124 were allergic only grass pollen, 41 were allergic to both birch and grass pollen and 43 were 
allergic to birch. The objective was to assess whether specific immunotherapy could prevent the 
development of asthma and reduce the bronchial hyper reactivity. Recording bronchial hyper reactivity 
(BHR) the odds ratio for improvement in BHR was significantly in favour of the active group of 1 year 
during seasonal exposure and after 1 year and 3 years exposure outside the season indicating that the 
immunotherapy reduced the risk of developing asthma. No unexpected adverse events were recorded. 
 
Niggemann B et al. Five-year follow-up on the PAT study: specific immunotherapy and long-term 
prevention of asthma in children. Allergy 2006; 61:855 – 9. 
 
A total of 183 children (aged 6 – 14 years) with grass and/or birch allergy could be investigated 2 years 
after discontinuation of immunotherapy on no treatment (the PAT study). After 5 years the 
immunotherapy treated children still had significantly less asthma and experienced significant 
improvement in hay fever relative to the untreated control group. 
 
Jacobsen L et al. Specific immunotherapy has long-term preventive effect of seasonal and perennial 
asthma: 10 year follow up on the PAT Study. Allergy 2007; 62: 943 – 8. 
 
This was an evaluation of the long-term efficacy of a 3 years immunisation regimen in children that 
participated in the PAT Study (see above). Seven years after stopping therapy the group of children who 
received active immunotherapy had significantly less asthma than the control group and the observed 
improvement in rhinoconjunctivitis persisted. 
 
Lack G. A study of clinical efficacy of immunotherapy with Alutard SQ. 
Phleum pratense extract in children with seasonal allergic asthma: A randomised double-blind placebo-
controlled trial to evaluate the efficacy and safety of specific immunotherapy in grass pollen allergic 
children (3 – 16 years of age) (unpublished study five, UK21). 
 
A total of 39 children were randomised to either active immunotherapy (n = 19) or placebo  
(n = 17) treatment for 18 month. After stopping therapy a 50 % reduction in median symptom score and 
medication was observed in the Alutard SQ. However the difference to the placebo group was not 
statistically significant (p<0.09). No unexpected adverse events were recorded. 
 
Lack G. Open label safety evaluation of specific immunotherapy in subjects aged 5 – 17 years, suffering 
from seasonal allergic rhinoconjunctivitis due to grass pollen not responding to pharmacotherapy 
(unpublished study, UK 23). 
 
In this safety trial a total of 81 patients were enrolled to standard immunotherapy with Alutard SQ grass 
pollen extract. The dose escalation and maintenance dosing were according to SPC with a mean treatment 
period of 868 days corresponding to 37 injections. Due to safety alert with Alutard SQ Phleum pratense 
the recommended maximum maintenance dose of 100,000 SQ-U was reduced to 10,000 SQ-U by March 
2004. In the up-dosing period 67 children (83 %) reached the dose of 100,000 SQ-U prior to March 2004. 
In general the immunotherapy was well-tolerated. A total of 10 children stopped therapy due to adverse 
reactions. 
 
Assessor’s comments 
The MAH has submitted available clinical data on children exposed to ALK-Abelló Alutard SQ and 
Acquagen SQ and documented the efficacy and safety of these products in children. 
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Hal Allergy 
Supplementary Information on Purethal pollen (Hal allergy). 
 
The MAH has submitted an overview of the clinical experience with the use of Purethal in children 
referring to 6 studies (see table below). 
 
Study Aim Number of 

children 
included in the 
study 

Number of 
children treated 
with 
PURETHAL® 
Grasses 

Conclusions 

Zimmermann(1) To assess clinical 
efficacy and 
tolerance of 
PURETHAL® 
Grasses compared to 
a semi-depot 
preparation with 
established efficacy 
and safety 

20 (age range 
between 5 and 
21 years) 

15 (9 boys)  
Age range: 5 – 21 
years 
Gender distribution 
was not provided 

Treatment with 
PURETHAL® 
Grasses could be 
continued during 
the pollen season 
with same dose 
used pre-seasonally 
without an increase 
in adverse events 

Baumgarten(2) To investigate the 
side-effects and 
efficacy of the 
PURETHAL® 
Grasses in 
comparison to a 
semi-depot 
preparation, 
DEPOTHAL, in a 
perennial treatment 
without dosage-
reduction during the 
flowering-time of 
the grasses. For this 
purpose a  
randomized open 
label parallel design 
was used 

In total, 34 
patients with 
ages ranging 
between 12 and 
53 years were 
included in the 
study. However 
the total 
number of 
children is not 
available. 

Not available After three years of 
consecutive 
treatment it was 
concluded that 
PURETHAL® 
Grasses was 
equally effective as 
DEPOTHAL, with 
equal rate of side 
effects and 
providing a much 
simpler treatment 
scheme. No 
conclusions 
regarding patient 
under 18 years of 
age were made. 

Kroon(3) To assess the 
tolerability of 
PURETHAL® 
Grasses by means of 
Survey on the 
experiences with 
PURETHAL® 
Grasses in forty 
practices 

210 children Exact age and 
gender distribution 
is not available. 

It was concluded 
that PURETHAL 
Grasses had an 
excellent 
tolerability in 
children and adults, 
but no subgroup 
analysis with 
respect to children 
was performed. 
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Study Aim Number of 
children 
included in the 
study 

Number of 
children treated 
with 
PURETHAL® 
Grasses 

Conclusions 
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Study Aim Number of 
children 
included in the 
study 

Number of 
children treated 
with 
PURETHAL® 
Grasses 

Conclusions 

Kroon(4) This study was 
conducted as a 
retrospective survey 
on the safety and 
efficacy of 
PURETHAL 

245 (aged less 
than 15 years 

142 (58%) PURETHAL has 
high safety and 
efficacy and 
provides a high 
cumulative dose 
with a low number 
of injection and 
small injection 
volume. No 
specific 
conclusions 
regarding 
paediatric 
population were 
made 

Brewczynski(5) To test the efficacy 
and safety of 
PURETHAL® 
Grasses in a double 
blind placebo 
controlled setting 

The study 
population 
included 20 
patients aged 
between 14 and 
31 years. 
However, the 
total number of 
children is not 
available.

Not available From 20 patients 
included in the 
trial, 10 were 
treated with 
PURETHAL® 
Grasses. A clinical 
improvement 
matching the 
increases in IgG 
and IgG4 was 
observed. No 
specific 
conclusions 
regarding children 
were made 
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Study Aim Number of 
children 
included in the 
study 

Number of 
children treated 
with 
PURETHAL® 
Grasses 

Conclusions 

Kleinjans(6) To assess the 
efficacy and safety 
of PURETHAL® 
Grasses + Triticum 
in daily practice. 
The study was 
conducted following 
a open retrospective 
observational cohort 
study 

23 23 
Range 9-16 years 
Mean age 13 years 
(SD 1.9) 

The treating 
physicians assessed 
the treatment as 
“improved” or 
“much improved” 
in 78% percent of 
the paediatric 
cases. Tolerability 
among the children 
was assessed as 
“good “ or “very 
good” in 90 % of 
the cases. Only 2 
patients had an 
adverse event 
(9%). In 
conclusion 
PURETHAL® 
Grasses + Triticum 
was safe and 
effective for the 
treatment of IgE 
mediated allergic 
symptoms for all 
studied patients 
including the 
paediatric 
population  
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In addition the MAH presented PSUR that covered the period from 2003 to 2008 where a total of 83 
adverse events referred to Purethal grasses alone or in combination with other allergens. Out of the 83 
events, 34 (41 %) concerned children aged < 18 years. 
 
Assessor’s comments 
The MAH has submitted available clinical data on Purethal grasses and shown that the efficacy and safety 
profile are identical in children and adults. 
 
Allergopharma 
Allergopharma has submitted an Expert Overview with specific reference to the use of products 
containing Timomothy Grass Allergens (Novo-Helisen Oral formulation and Novo-Helisen Depot and 
Allergovit). 
 
An overview of published studies is presented below. 
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Assessor’s comments 
The MAH has presented available efficacy and safety data on the products containing Timothy grass 
allergens. The efficacy and safety profile are identical in adults and in children. No specific studies were 
conducted in the paediatric population. However it is the opinion of the rapporteur that based on the 
extensive clinical data the product can be used according to the approved SPC. 
 
Discussion on clinical aspects 
 
The submitted clinical trials in children exposed to the various grass pollen allergens have documented 
both the efficacy and safety of these products in common clinical practise. Formal controlled clinical 
studies and dose-response studies are lacking but available information suggest that the posology is 
identical in children and adults. It has been suggested by CMS that the SPC should be harmonized during 
this procedure. 
However the product in question have obtained national procedure in a number of EU member states and 
therefore the SPC are different in different countries and the intension for the EU work sharing project 
assessment of paediatric data of existing products is not to be a harmonisation process for SPC and PIL 
throughout Europe. 
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The CMS’s suggest that the following modification is accepted: 
“Establishing a positive skin prick test is an important tool together with the clinical history and 
seasonality of symptoms to confirm pollen allergy”. 
 
In addition one MAH (ALK-Abelló) has provided a synopsis of all PSUR indication that no significant 
difference could be detected regarding the safety profile of ALK grass pollen products. Also the MAH has 
submitted reference to the use of the prick-test allergen. 
 
The experience with the HAL allergy and Allergopharma products were not included in the Preliminary 
Assessment Report but is included in this Final Assessment Rapport. 
 
ALK-Abelló Alutard SQ and Aquagen SQ are significant to document the efficacy and safety of these 
products in children. Hal Allergy should submit the documentation for the use of Purethal in children 
(reference 1 – 6 in expert report).   
 
 
V. RAPPORTEUR’S OVERALL CONCLUSION AND 

RECOMMENDATION 
 
Overall Conclusion 
 
The products approved for diagnosis and immunotherapy of grass allergy are often used in children 
sensitized to grass pollen and the approved diagnostic procedure and immunotherapy dose regimen is 
identical in adults and children. The efficacy and safety of the various products in children have been 
established through extensive clinical use. 
 
Recommendation 
 
No further action is required. The approved SPCs’ for the relevant product should therefore not be 
modified, apart from emphasising that the posology is identical in both children and adults. 
 

V.1. Discussions on SmPC following circulation of Final AR 
 
Following circulation of final assessment report, comments were received form a MS which could not 
accept the recommendation proposed by RMS. It was accepted by RMS to include the following texts in 
SPC and PIL in accordance with e.g. newly ended WS DK/W/006/PdWS/001. 
 
SPC section 4.2: 

Children under 5 years of age are normally not considered suitable candidates for hyposensitization 
because acceptance and cooperation problems are more likely in this age group than for adults. For 
children >5 years of age clinical data of efficacy are sparse and cannot prove efficacy, however data on 
safety do not reveal a higher risk as for adults. 

Proposal for PIL: 
“The product is normally not recommended for treatment of allergy in children under the age of 5 years.” 
 
For the prick-test allergens the following statement should be implemented in the current SPC 4.2. 
"Prick-testing in children is already possible after the first year of life depending on the child’s 
constitution, but in general should not be performed before the age of 4."   
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Following circulation af the opinion regarding the above recommendations, comments were received from 
one MS that the harmonised paediatric recommendation as proposed by the Rapporteur could not be 
accepted. It is the Rapporteurs opinion that agreement on a fully EU harmonised paediatric 
recommendation can not be achieved in this particular case, because of differences in the already 
approved paediatric use among MS.  
 
The procedure will be finalised in accordance with the Rapporteur’s final recommendation for paediatric 
use (see above) and implementation of the harmonised use in MS via appropriate regulatory procedures is 
recommended. However, we acknowledge that one MS is not in agreement with the proposed changes.  
 
The Rapporteur recommends that the MAH achieve full harmonisation with regard to paediatric use 
through use of appropriate regulatory procedures. 
 
 
VI. LIST OF MEDICINCAL PRODUCTS AND MARKETING 

AUTHORISATION HOLDERS INVOLVED 
 
Alutard SQ, ALK-Abelló 
Aquagen SQ, ALK-Abelló 
Soluprick SQ, ALK-Abelló 
Purethal Pollen, HAL Allergy 
Novo-Helisen Depot, Allergopharma 
Novo-Helisen Oral, Allergopharma 
Intracutaneous Test Solution, Allergopharma 
Provocation Test Solution, Allergopharma 
Skin Prick Test Solution, Allergopharma 
Allergovit, Allergopharma 
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