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ADMINISTRATIVE INFORMATION 
 

Invented name of the medicinal 
product(s): 

Depigoid D. pteronyssinus + Milben-Mix, Leti prick 
and provocation test 

Novo-Helisen Depot, Novo-Helisen Oral 
Intracutaneous Test, Skin Prick test, Provocation Test 

Alutard SQ, Aquagen SQ, Soluprick SQ 

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

Dermatophagoides pteronyssinus 

Dermatophagoides farinae 

MAH (s): 

Leti Pharma 

Allergopharma Joachim Ganzer KG 

ALK Abello 

Pharmaco-therapeutic group 
(ATC Code): V01AA03 

Pharmaceutical form(s) and strength(s): Solution for injection, prick-test or provocation test and 
oral formulation. 

Rapporteur’s contact person: 
Name              Louise Himmelstrup 
Tel:   0045 44 88 97 88 
Email: LHI@dkma.dk  
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I. RECOMMENDATION 
 
Mite allergy in children is common and do occur in early childhood. An International panel of experts, on 
behalf of the World Health Organisation in the recent “Allergic Rhinitis and Its Impact on Asthma” paper 
accepted sublingual immunotherapy for routing clinical use in adults and children with the same 
indications as for subcutaneous immunotherapy and that the WHO statement acknowledge that the use of 
sublingual immunotherapy in children with respiratory allergies is evidence-based (Paediatric Allergy 
Immunol 2005; 16: 519-26; BMC Fam Pract 2008; 9: 59). However the quality of most of the earlier 
conducted clinical trials have been questioned as a Cochrane review focusing on the efficacy of 
subcutaneous injection specific immunotherapy in patients with seasonal rhinitis (pollen allergy) no 
accepted studies were conducted exclusively in children and further no specific outcomes were reported in 
the younger population (Cochrane Database Syst Rev 2007; (i): CD001936). 
 
The efficacy and safety of the products under question in the pediatric population could not be proven by 
the submitted documents. The PSUR data and the data of open post marketing surveillance studies allow 
only the assumption that for children up to now no higher risk than for adults was shown. Rapporteur has 
in agreement with a MS made a recommendation for texts to be implemented in the relevant SmPCs and 
PLs. The recommendation is included in section V of this report. 
 
 
II. INTRODUCTION 
 
Immunotherapy with allergen extracts containing Dermatophagoides pteronyssinus, Dermatophagoides 
farinae or a mixture of these house dust mites has been used in daily clinical practise for years in order to 
reduce symptoms associated with allergic rhinoconjunctivitis and bronchial asthma or to reduce the risk of 
developing asthma in children with allergic rhinoconjunctivitis due to these allergens via an immune 
modulation mechanism. Prior to initiation of immunotherapy extracts of D. pteronyssinus/D. farinae are 
used in prick-test in order to verify the diagnosis. Similarly the allergen extracts may be available in 
solution for nasal or bronchial provocation. 
 
Three MAHs submitted a number of paediatric studies for Dermatophagoides pteronyssinus and 
Dermatophagoides farinae in accordance with Article 45 of the Regulation (EC) No 1901/2006, as 
amended on medicinal products for paediatric use. 
 
A short critical expert overview was provided by all MAH. 
 
In addition the MAHs have addressed the point for clarification raised by CMS (DE & NL) in a sufficient 
way. 
 
The MAHs stated that the submitted paediatric studies do not influence the benefit risk for the products 
containing Dermatophagoides pteronyssinus and Dermatophagoides farinae and that there is no 
consequential regulatory action. 
 
All products presented by the MAHs are intended for use in children as allergic rhinoconjunctivitis and 
allergic asthma caused by dust mites are common in children, and the SPC wording of section 4.1 and 4.2 
are related to the paediatric use of the medical products. 
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III. SCIENTIFIC DISCUSSION 
 
III.1 Information on the pharmaceutical formulation used in the clinical studies 
 
Leti Pharma: Depigoid D. pteronyssinus + Milben-Mix, suspension for subcutaneous injection and Leti 
prick- and provocation test. 
 
Allergopharma Joachim Ganzer KG: Novo-Helisen (D. farinae, D. pteronyssinus, D. mix) suspension 
for subcutaneous injection, Novo-Helisen (D. farinae, D. pteronyssinus, D. mix) oral solution, 
Intracutaneous Test, Skin Prick test, Provocation Test. 
 
ALK Abello: Alutard SQ, (D. farinae, D. pteronyssinus; D. mix) suspension for subcutaneous injection, 
 
Aquagen SQ (D. farinae, D. pteronyssinus, D. mix) suspension for subcutaneous injection and oral 
sublingual solution and 
 
Soluprick SQ (D. farinae, D. pteronyssinus, D. mix) solution for prick-test, 
 
Studies submitted by Allergopharma (Merck Group Compagny) is the same as for Allergo-Merck Depot 
Acaros. 
 
Studies submitted by ALK Abello is the same as for ALK-Scherax (DE). 
 
III.2 Non-clinical aspects 
 
Non-clinical studies were not provided by the MAHs. 
 
Discussion on non clinical aspects 
 
The dust mite allergen extracts have been used in clinical practise for several years in a significant 
numbers of patients and therefore non-clinical studies are not needed. 

 
III.3 Clinical aspects 
 

III.3.1. Introduction 
 

Leti Pharma has submitted the following clinical studies for evaluation (see table below) 
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In addition the MAH has finalized a multicentre, retrospective study in pollen or mite allergenic children 
assessing the efficacy and safety of immunotherapy with the Depigoid vaccines. No data has yet been 
submitted from this study. 
 
 

D. pteronyssinus, D. farinae 
DK/W/0004/pdWS/001  Page 6/33 



Allergopharma has submitted 42 clinical studies (see table below): 
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There is a typing error in the above table in the row Novo-Helisen Depot, File Identification 19344 “7 
patients (17-34) with allergic rhinitis. 27 were treated with Novo-Helisen Depot…”. 7 patients is incorrect, 
it should have been stated 27 patients. 
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ALK Abello has submitted 3 clinical studies (Hedlin G et al. J Allergy Clin Immunology 1999; 103: 609-
14, Haugaard L et al. J Allergy Clin Immunology 1993; 91: 709-12 and Panjo GB et al. Clin Exp. Allergy 
2001; 31: 1392-7) 
 

III.3.1. Clinical studies 
 

• Study 101-PG-PSC-52 
 
Objective 
This was a phase-IV, double-blind, placebo-controlled study assessing the efficacy and safety of one year 
treatment with an extract containing a 50% mixture of D. pteronyssinus and D. farinae in patients with 
mild to moderate allergic asthma and rhinoconjunctivitis. 
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Study design 
Placebo-controlled trial of 12 months duration. 
 
Study population/sample size 
64 patients including 22 children. 
 
Treatments 
LETI depigmented and polymerised extract of D. pteronyssinus and D. farinae. 
 
Outcomes/endpoints 
Bronchial provocation test with a standardized extract of D. pteronyssinus (primary endpoint) and prick-
test at baseline and at end of study, and assessment of weekly symptom and medication scores as well as 
safety parameters during the treatment period. 
 
Statistical Methods 
Routine statistical testes were applied including Mann-Whitney’s test, Wilcoxon´s test, Chi-square and 
Fisher´s exact test. A log-log regression analysis was conducted for evaluating the dose-response to skin 
prick test. 
 
Results 
 
Efficacy 
A significant improvement was observed in the primary endpoint at end of study as the active group 
needed a median of 11.05 times more allergen to achieve a value of PD20FEV1, whereas the placebo group 
did not improve (p > 0.001). In the dose-response to skin prick-test the active group showed a significant 
improvement at end of study as 2.04 more of the allergen extract was needed compared to baseline to 
produce the HEP value (p=0.029).  
Whereas the placebo group did not improve (p=0.9). A mean reduction of overall symptom score of 67% 
was observed in the active group (p=0.001), whereas the placebo group experienced a worsening. 
Similarly a significant reduction in mean medication score was only defected in the active group 
(p=0.013). 
 
Safety 
According to the investigators there were occasional local reactions in both the active and the placebo 
group. No serious adverse events were recorded and no patients stopped therapy due to adverse reactions. 
 
 

• Study 1300-PG-PSC-119 
 
Objective 
This was a phase IV, prospective observational study to evaluate the safety of Depigoid D. 
pteronyssinus/D. farinae or pollen extracts in an ultra-rush dose schedule in patients with allergic 
rhinoconjunctivitis and/or asthma. 
 
Study design 
Open label safety study. 
 
Study population/sample size 
Total number of patients 1068 with 199 children vaccinated with dust mite extracts. 
 
Treatment 
Depigmented and standardized allergen extracts to mites and/or pollens. 
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Outcomes/endpoints 
Safety recordings as recommended by the EAACI. No efficacy data were recorded. 
 
Statistical Methods 
Descriptive statistics were used to describe the number and percent of adverse events. 
 
Results 
In general the rapid us-scale of immunization was well-tolerated and all patients reached the maximum 
established dose the first day. 
A total of 7 local reactions were recorded and 5 patients experienced a mild to moderate systemic 
reactions. 
 
 

• Depilate study 
 
Objective 
To assess the tolerability and “efficacy” of LITE´s Depigoid vaccines. 
 
Study design 
Open label study of 6 month duration.  
 
Study population/sample size 
A total of 768 patients including 210 children. 
 
Treatments 
Depigoid dust mite or pollen vaccines. 
 
Outcomes/endpoints 
Frequency of adverse events and acceptability of the treatments. 
 
Statistical Methods 
Descriptive statistics. 
 
Results 
Continuation with immunization after 6 months of therapy was decided for 84% of the patients. Allergy 
related symptoms related to nose and eye improved in more than 67% of all patients. 
 
The tolerability as well ad the efficacy was judged “good or very good” by more than 80% of physicians 
and patients. 
 

• Allergopharma 
 
Controlled clinical trials 
One controlled clinical trial has been conducted with the approved product containing D. pteronyssinus 
and/or D. farinae in children with allergenic rhinoconjunctivitis or allergic asthma (Giovane et al, 1994). 
However it only included 18 children with allergic asthma that “improved” after 2 years of therapy with 
oral immunotherapy. 
 
Uncontrolled clinical trials 
The MAH has submitted a number of open label and retrospective clinical trials in which children with 
allergic rhinoconjunctivitis and/or allergic asthma received either subcutaneous or oral/sublingual 
immunisation with the dust mite extracts.  
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According to the report a significant proportion of the treated children experienced a clinical significant 
reduction in symptom scores and in general the therapy was well-tolerated in most children. 
 

• ALK Abello 
 
The MAH has not conducted specific clinical trials in children. 
The MAH make references to published studies and review articles. 
 
A safety overview indicate that 34% of the total number of reports in PSURs concerns patients below 18 
years of age exposed to the ALK dust mite products. 
 
Comments received from other Member states 
 

 
Response from ALK 

 

 
 
Assessor’s comments: 
The response from the MAH is acceptable. Point resolved. 
 

 
Response from ALK 
 

 
Assessor’s comments: 
A harmonisation of the different SmPC and PIL is outside the scope of this process. Point resolved. 
 

 
Response from ALK 
 

 
 

Response for Allergopharma 
 

The submitted data referred to therapy only. 
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Response from LETI Pharma 
 

 
Assessor’s comments: 
These are different allergen products for prick-test diagnosis and for immunotherapy. Point resolved. 
 

 
Response from Allergopharma 

 
Unfortunately, we do not have free access to the data of publications because we did not sponsor the 
respective investigations. But we can provide you with data form our own investigations, i.e. three post-
marketing surveillance studies concerning effectiveness and overall safety of our mite preparations: 
 

• Post-marketing surveillance study NHD® Mite December 2002 – December 2005 
• Post-marketing surveillance study Novo-Helisen® oral (NHO) September 1998 – October 2001 

 
• Post-marketing surveillance study Novo-Helisen® oral (NHO) June 2004 – November 2004 

 
These studies which are available form our database included a total of 228 patients (47 children, 50 
adolescents, 131 adults, 103 female and 124 male patients). 
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Response from LETI Pharma 
 
On page 12 of the AR submitted on 27th February 2009, Table 1, there is a column with the number of 
children included in each study. Numbers were also given according to age stratification (children and 
adolescents). Details on gender distribution were not shown. Information about gender has been added to 
Table 1 for all studies for which this information could be collected retrospectively. The VIKI study has 
been included in the table, since the clinical study report was available in May 2009. 
 

• Study 101-PG-PSC-52: Data have been enclosed in a separate file: “Study 101-PG-PSC-52-
Demographic data of children subpopulation.pdf”. 

 
• Study 1300-PG-PSC-119: Data have been enclosed in a separate file: “Study 1300-PG-PSC-119-

Demographic data- Age and Gender of children. 
 
• subpopulation.pdf”. 
 
• For the Depilate study: See file enclosed separately: “DEP_AWB_SUBAN1.pdf”. 

 
For the VIKI study, general information can be obtained from the demographic data for all Depigoid 
products (tree, grass pollen, mites, etc.). See enclosed files: 
 

• “Viki-Study-Demographic data-Age and Gender-English.pdf”. 
 
• “Supplement on paediatric data to Addendum_CTD_2_5DDp_modif from 27Feb2009-

04Jun2009.pdf”. 
 

 
 
Assessor’s comments: 
No new data have been submitted by the MAHs. However, international consensus among allergologists 
exists recommending use of subcutaneous immunotherapy (SIT) in children with dust mite induced 
allergic rhinoconjunctivitis and bronchial asthma. Point resolved. 
 

 
 

Response from ALK 
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Response from Allergopharma 
 

The preparations were used in accordance with the dosage instructions given in the SPC. The 
recommended dose for adults is the same dose as recommended for children and adolescents. 
 

Response from LETI Pharma 
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Assessor´s comments: 
In daily clinical practise the doses of applied allergens is in accordance with approved posology which is 
identical in children and adults. Point resolved. 
 

 
 

Response from ALK 
 

 
 

Response from Allergopharma 
 

We have to admit that this is true. To compensate this we tried to provide you with the demographic data 
of three post-marketing surveillance studies (see above). Generally, the preparations demonstrated a 
sufficient efficacy as well as safety profile in children, adolescents and adults. As an example we mention 
the publication of Ullrich and co-workers (1) in which the efficacy of different cumulative allergen doses 
in children up to 14 years compared to adults was measured using a visual analogue scale. In this 
investigation during the first year of therapy the efficacy in children was even better than in adults: In 
total, for all subjects included in the three “dose groups” after the first year children showed an 
amelioration in median VAS from 8 to 3 and adults from 8 to 4, respectively (p < 0.01)’ (see figure 
below). Please note that the appropriate literature reference is enclosed as annex UlIrich D et al. Allergo J 
2007; 16: 193-8.pdf. 
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Response for LETI Pharma 
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Assessor’s comments: 
The response form the MAHs is acceptable. There is international consensus that these products are 
effective and safe in both the diagnostic procedures and in the immunotherapy of children with dust mite 
allergy. Point resolved. 
 

 
Response from ALK 
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Response from Allergopharma 

The demographic data listed above gives the numbers of children, adolescents and adults as well as male 

Response from LETI Pharma

 

and female patients that were included in three post-marketing surveillance studies. 
 

 
 

 

 

 
 

ssessor’s commentsA : 
According to international clinical guidelines the doses used in children are identical to those used in 
adults. Point resolved. 
 
8. Comment 

he MAH should provide detailed information on age and gender in the studied paediatric population. 

Response from ALK

 
T
This may not be possible for each referenced report. But as some of the studies may have been initiated by 
the MAH, data should be available from the company’s database. 
 

 

See response to comment 4. 
itiated by ALK. 

 

None of these studies were in
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Response from Allergopharma 

Please refer to

Response from LETI Pharma

 
 our response given for question 2 above. 

 
 

 

 
Assessor’s comments: 
No further information has been submitted by the MAHs. The numbers of children assessed in clinical 
trials are limited as previously stated. However, a significant numbers of children have received the 
products for years indicating that in common practise they are both effective and safe. 
Point resolved. 
 

 
 

Response from ALK 
 

 
 

Response from Allergopharma 

Please refer to our consolidated answering scheme, enclosed as annex Alpha – Consolidated answering 
scheme.pdf. 
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Response from LETI Pharma 

There has not  reactions related with the administration of either Prick 
est or Provocation Test D. pteronyssinus / D. farinae Leti in any clinical study. Moreover, no 

6.pdf. 
• PSUR Prick-Provo Mites nº4 01Jan06-31Dec08 - Final 27-02-2008.pdf. 

8jun09.pdf. 

 the last 5 years there were only three spontaneous reports of allergic reactions in children. No 
naphylactic shock has been communicated to date either with Depigoid® D. pteronyssinus or with 

 
 been any notification of adverse

T
spontaneous notification through the pharmacovigilance system has been reported either. Both prick and 
provocation test of mite allergens are safe. At recommended doses, and with the correct use of the 
preparations, no additional adverse reactions are expected other than those elicited by the provocation test 
per se in order to establish the diagnosis. Caution is nevertheless recommended, and is stated in the SmPC 
and patient leaflet. See following PSURs enclosed: 
 

• PSUR_PRICK_PROV_N.1_MITES_06010

• PSUR D. MiteMix nº7 22dec04-21apr09 FINAL -1
• PSUR D. Dpt nº 7 22Dec04-22Apr09 FINAL 18jun09.pdf. 

 
 
In
a
Depigoid® Milben Mix. Safety reporting gathered from clinical trials and post-marketing studies also 
showed that Depigoid mites is safe and very well tolerated in children. In addition to the good safety 
profile and excellence tolerance of Depigoid mites showed in the clinical trials, when we compare the 
highn number of Depigoid mites administered in Germany with the very low number of spontaneous 
communications of adverse drug reactions (which refers to the pharmacovigilance in all countries where 
these two products are sold), we can conclude that the safety of Depigoid® D. pteronyssinus and 
Depigoid® Milben Mix is indeed very high. 
 
Assessor’s comments: 
The safety profile of the products is identical in children and adults according to available safety data 
bases. Point resolved. 
 

 
 

Response from ALK 
 

 
Assessor’s comments: 
The response from the MAH is acceptable. Point resolved. 
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Assessor’s comments: 
The response form the MAH is acceptable. Point resolved. 
 

 
Assessor’s comments: 
Agreed. Will be added accordingly. 
 

 
Assessor’s comments: 
Agreed. Will be added accordingly. 
 

 
 
Assessor’s comments: 
Studies submitted by Allergopharma (Merck Group Company) is the same ad for Allergo-Merck Depot 
Acaros. Studies submitted by ALK Abello is the same as for ALK-Scherax (DE). 
Point resolved. 
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MS Comments 
 
The English translations of the SPCs of all concerning products are requested for the purpose of a 
discussion within the involved countries. The wordings of section 4.1 and 4.2 of the SPCs concerning the 
use in children can be assessed and be updated to the current guideline on summary of products. 
 

Response from ALK 
 

Please find attached a list (attachment 3) containing English translation the wording of section 4.1, 4.2, 
4.3, 4.4 and 5.2 for the concerned products. 
 

Response from Allergopharma 
 

Please find enclosed English translations of our concerned SmPCs. See attachment {date}-de-spc-
{product name}-en.pdf. 
 

Response from LETI Pharma 
 

English translations of SmPCs are attached to this document. 
 
Assessor’s comments: 
The MAHs have provided the requested documents. Point resolved. 
 

 
Response from ALK 
 

 
 

Response from Allergopharma 
 

We assume that this question refers to rapporteur DK only. 
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Response from LETI Pharma 
 

 

 
 
Assessor’s comments: 
As no new information was submitted by the MAHs further information in SPC 5.1 is not needed at the 
moment. Point resolved. 
 

 
 

Response from ALK 
 

 
Response from Allergopharma 
 

We assume that this question refers to rapporteur DK only. 
 

Response from LETI Pharma 
 

 
 
Assessor’s comments: 
The clinical experience gathered during decades of use of these products in common daily practise in 
children outweighs the lack of specific clinical studies in children. Point resolved. 
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Discussion on clinical aspects 
 
House dust mite extracts have been used in daily clinical practise for years for diagnosis and 
immunotherapy in children with allergic rhinoconjunctivitis and mild-to-moderate asthma and that 
immunotherapy according to international position papers have a clearly defines role in treating these 
children. 
 
The products were introduced and marketed at a time where the requirements were significantly less 
restrictive and therefore specific controlled clinical studies in children are lacking. 
 
Post-marketing surveillance data have documented the safe use of these products with current labelling 
that is identical in children and adults. 
 
Day 115 MS comments 
 
A MS does not agree with the overall conclusions of the Rapporteur for the following reasons: 
 
The efficacy and safety of the products under question in the pediatric population could not be proven by 
the submitted documents. The fact, that specific allergen immunotherapy with subcutaneous injection of 
the allergen is widely used in pediatric patients with perennial allergy due to house dust mites did not 
allow the assumption of the Rapporteur that it is an efficacious treatment in children. The PSUR data and 
the data of open post marketing surveillance studies allow only the assumption that for children up to now 
no higher risk than for adults was shown. 
Further comment 12 and 13 on the PPdAR were agreed by the Rapporteur, but the corrections have not 
been made in FPdAR accordingly. 
 
 
IV. RAPPORTEUR’S OVERALL CONCLUSION AND RECOMMENDATION 
 
Overall Conclusion 
 
Dust mite extracts containing D. pteronyssinus and D. farinae have been used in daily clinical setting for 
several years for diagnosis and immunotherapy in children with allergic rhinoconjunctivitis and mild-to-
moderate allergic Asthma and according to international position papers have a role in treating these 
children. There is no difference in the responds to treatment in adults and children. 
 

 Recommendation  
 
For all therapeutic allergens the following statement should be implemented:  
 
 
 
 
SmPC 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.” 
 
And the corresponding section in the PL: 
 
 “[Name] is normally not recommended for treatment of allergy in children under the age of 5 years.”  
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For the prick-test allergens the following text should be implemented in SmPC section 4.2 and the 
corresponding section in the PL: 
 "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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