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Abstract

Allergic rhinitis (AR) is a common, frequently occurring disease with increasing incidences eve-
ry year. House dust mite is one of the common indoor allergens that causes allergic rhinitis. So
this study was aimed to evaluate the efficacy and safety of Allergopharma house dust mite vac-
cine in the treatment of allergic rhinitis. A case self-control method was used to compare the to-
tal symptom using visual analog scale (VAS), nasal symptom score, as well as medication chang-
esin 68 cases of patientswith house dust mite-induced allergic rhinitis before and after receiving
one year of immunotherapy. Out of 68 patients, 55 completed immunother apy. After treatment,
the total symptom VAS and nasal symptom score of 55 patients were significantly reduced com-
pared with before treatment (P<0.01), and medication dosage was also lowered. Among a total of
1683 injections, local adver se reactions appeared 134 times, and mild systemic adver se reactions
17 times. However, no fatal systemic adver se reaction was observed. Aller gophar ma house dust
mite vaccine is an effective and safe method of treatment for house dust mite-induced allergic
rhinitis.
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I ntroduction Inclusion criteria

(D Age 5-55 years (male oerhale).@ Patients clearly
Allergic rhinitis (AR) is a frequently occurring shase diagnosed with AR according to the 2009 "Guidelifas
with increasing incidences every year [1]. Therdipeu Diagnosis and Treatment of Allergic Rhinitisriteria [5].
principles of AR include avoidance of contact watlter-  (3) House dust mite exposure-related clinical histary.
gens, pharmacological control of symptoms, allergigg+  Allergen detection results (within 3 months bef@#)
cific immunotherapy (SIT), and propaganda and educayhich satisfy the following two items: dermatophatps
tion. SIT is the only means of etiological treatmesc-  pteronyssinus and/or dermatophagoides farinaesick
ommened by the World Health Organization (WHO), test (SPT)> grade 2. Serum sIgE detection: dermato-
whose efficacy has beefully confirmed; SIT also re- phagoides pteronyssinus slgE 0.7 KU/L and/or der-

quires the use of standardized allergen vaccinesAl2  matophagoides farinae sIgE0.7 KU/L. ® Signing of
lergopharma house dust mite vaccine is a standatdiz jnformed consent.

allergen vaccine, which is in use, overseas, fdoray

time. However, till date, China has relatively dca®-  Exclusion criteria

perience in its application [3,4]. This study aitsdurthe (1) complicated with asthm&) Presence of sensitivity to

evaluat_e its efficacy and safgty when applied tn€$e  ner seasonal or perennial allergens in additoildr-

population, and to explore its maximum tolerateGedo a10phagoides pteronyssinus and dermatophagoides fa

during the maintenance treatment phase. nae, except for avoidable pets (until not in contaith

M aterials and Methods pets)._@ VAS < 3. @ SIT contraindications: such as se-
vere immunological diseases, major cardiovascuist d

Clinical case data eases, cancers and chronic infections, and seepaib

All the cases were from outpatients of the Depaminoé  and renal metabolic diseases. Co-administratior-of

Allergy, Beijing Shijitan Hospital affiliated to @ital blockers (including eye drops), or ACE inhibitoetc.

Medical University between April 2010-April 2012. B Women preparing for pregnancy, or already pregnant
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or lactating.® Patients who had received SIT in the pastgreatest clinical symptom distress, patients wekee to

(@ Subjects participated in other studies within 2
prior to enrollment.

martk a point on the line by themselves based on the se
verity of clinical symptoms, and then the researshe

Elimination criteria; Patients want to quit therapy, breachmeasured the linear distance from the left endptoitihe

of protocol, loss of follow-up.

Determination methods
Skin prick test solution from Allergopharma, German

marked line using the ruler as the VAS scaze.Nasal

symptom score: Symptom scores of patients were re-

corded every day within two weeks prior to visif2land
3, and the total daily symptom score was inforneethe

was used in the SPT, and Pharmacia CAP system wégsearchers on the day of visit, scoring itemsugelnasal

used in the determination of serum sIgE; operatind
judgment of results were done in strict accordanith
requirements.

I mmunotherapy
In this study, mite allergen injection (Novo-Heh& De-

obstruction, nasal itching, sneezing and nasalhdige,
and each item was scored on a 0~3 scale (0 = np-sym
tom, 1 = mild, 2 = moerate, 3 = severe) [6,7].

Based on previous literature, patients whose scufrése
above two symptoms improved over 30% after therapy

pot: 50% dermatophagoides pteronyssinus + 50% dewere considered to be clinically significant [8].

matophagoides farinae) manufactured by Allergopharm

Germany was injected subcutaneously to the patiéms,
concentration unit TU/ml (therapeutic unit) of theepa-
ration was categorized into grades 0, 1, 2 and t8¢tw
corresponded to the concentrations (5, 50, 5005800)
TU/ml; initial therapy (dose escalation phase):dregith
the lowest concentration (grade 1 or 0) of the minih
dose, for children and highlsensitive patients, the ther-
apy began with grade 0, injection interval was 7dags
during the dose escalation phase. Dose was estdtate
the individual's maximum tolerance. If the lastsdavas
not well tolerated, the same or a lower dose wasl;us
generally, each concentration increased with esiogla
doses of 0.05, 0.1, 0.2, 0.4, 0.6 and 0.8 mL gntibe 3

Secondary efficacy indicators

Medication status; the types, names, dosage, astnaini
tion methods and frequency of anti-allergic agemse
recorded for each patient during visits 1, 2 andaq
changes in medication status in patients beforeadieu
treatment were compared.

Assessment of adverse reactions

Patients were observed for at least half an hder ahch
injection and before the next injection of miteegdlen to
assess drug-related adverse reactions. Adversédoreac
were categorized based on the severity ifiioLocal re-
actions—(a) mild local reactions; skin rash witdiame-

was reached, therapy was maintained at grade 2 (doter less than 4 cm, itching, subsiding within 24tsp and
maintenance phase), the dose was the maximumttadera (b) strong local reactions; skin rash with a disengtreat-

dose for each patient, which differed among pagieand
did not exceed 1.0 mL of grade 3 concentratiorgcitipn
was given at an interval of once every 4~6 weekigu
the maintenance therapy phase. Total duration ety
is recommended to be not less than three yearsettw
in this study, efficacy was observed for only oul year.

Pharmacotherapy

At the beginning of or during the immunotherapyg tise
of anti-allergic drugs (such as antihistaminescgborti-
coids, leukotriene antagonists) was allowed to dgtio-
ued. The type, dose, administration method andi&ecy
of anti-allergic agents were adjusted accordingthe
changes in patients' conditions.

Efficacy evaluation

Symptoms and medication status of patients were a

quired and recorded during visit 1 (on the day &#s
initiated), visit 2 (6 months + 14 days from théiation
of SIT) and visit 3 (12 months = 14 days from théia-
tion of SIT), more specifically.

Primary efficacy indicators
(D VAS, a 10-cm long line, where the left endpoirgree
sents no symptom, and the right endpoint repregésts

12

er than 4 cm (redness, itching, irritation, pseuntii),
which lasted more than 24 hours, &@dSystemic reac-
tions: systemic adverse reactions were graded ubimg
assessment criteria established in the ARIA guidsli
(2008). Grade 0: no symptoms or non-specific symjsto
grade I: mild systemic reactions, symptoms of loealiz
urticaria, rhinitis or mild asthma (peak flow < 208é-
crease from baseline); grade Il: moderate systegac-
tions, symptoms of slow onset of generalized urnca
and/or moderate asthma (peak flow < 40% decrease fr
baseline); grade IlI: severe (non-life-threatenisyggtemic
reactions, symptoms of rapid onset (< 15 min) ofegal-
ized urticaria, angioedema, or severe asthma (ff@ak>

40% decrease from baseline); grade IV: anaphylactic

shock, symptoms of immediate evoked reaction df-itc
ing, flushing, erythema, generalized urticaria, iaag

C-

dema, immediate asthma, hypotension, etc.

Satistical analysis
SPSS 11.0 statisticadoftware was used, measurement
data were expressed &sts, and compared by thetest,
count data were expressed as percentages, and reaimpa
by thex® test,P<0.05 was considered statistically signifi-
cant.
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Results

Enrollment and completion status
A total of 68 patients were enrolled, including Biales

2.32 (0.73~85.60). A total of 55 patients completied
full course of treatment which lasted for one fydar.
One patient quitted the therapy due to unsatisfactti-
cacy, another patient withdrew from the therapyabee

and 37 females aged between 7-55 years with a me&hlocal reactions, 5 patients quitted the therdpg to the

ageof 33.4 years, and had 1-26 year/s of medistbtyi
with a mean value of 4.82 years; SPT mite allengesi-
tive (++) / (+++) / (++++) 11/37/20; mite-specifigE
(KU/L)

time and inability to stick to the injections, a@gatients
were lost during follow-up. Efficacy was not evak
when the course of therapy was less than one fear,
ever, safety evaluation was still performed.

10 *—_

9

8
Vv Zj \
A
S 5

4 e

3

2

1

0

0 month 6 months 12 months
Figurel. VASat variousvisit periods

12 0\
T 8
N6
S
S 4

2

0

0 month 6 months 12 months

Figure 2. Nasal symptom scores at various visit periods

VAS score

It can be seen that during the immunotherapy, Vé@es

of patients showed a decreasing trend, which wegpa

larly evident after 1 yearP&0.01, Fig. 1). Efficacy eval-
uation after one year showed that among 55 patidiits
patients had over 30% reduction in total symptoores

than before, which suggests an efficacy rate cf@%b.

Nasal symptom score

patients also showed a decreasing trend along théh

course of therapyP<0.01, Fig. 2). One year later, effi-
cacy was calculated based on the nasal symptora, tor

patients had over 30% reduction in symptom scoams th
before, so the efficacy rate was 81.81%.

Medication changes
One year later, among 55 patients, medication was r
duced in 49 cases, unchanged in 6 cases, and sedréa

As can be seen, the total nasal symptom score (JTNISS 0 case; medication reduction rate was 89.09%.
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Safety evaluation
During 1 year of therapy and observation, a totdlG83
injections were given, and 134 times of local riesst
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and abroad [14-20]. Whether other factors suclyasaad
gender are associated with the incidence of systewh
verse reactions was not analyzed due to too sraaiber

occurred, most of which were immediate reactionsof subjects. This however needs to be investigatate

Among them, 6 patients had 19 times of severe lezal-
tions, 2 of them showed severe local reactions whén
0.8 ml of grade 2 concentration was injected atirtit&l

phase of therapy, and 4 had severe local reactibes
0.6-0.8 ml of grade 3 concentration was injectedhat
initial phase of therapy. The rest were all milddbreac-
tions. Four patients had 17 times of systemic asvee-

future. The efficacy of immunotherapy is correlateith
the dose; low-dose immunotherapy is ineffectivejlavh
excessively high dose may result in unacceptablerse
systemic reactions. Therefore, the ideal dosefigattas
the allergen vaccine dose that can induce cliratfalacy
in most patients without causing unacceptable sifie
fects. The exploration of appropriate maintenanosed

actions when 0.6-1.0 ml of grade 3 concentratiors wafor Chinese patients is very important. As the nemif

injected at the initial phase of therapy, of which were
immediate reactions, and 5 were delayed reactithres,

cases in this study is relatively small, we coutd come
to a firm conclusion. Similar studies done previguest

incidence of systemic adverse reactions was 1.01%o0me maintained the dose up to 0.8 ml at gradee8. W
Among them, grade | reactions appeared 15 timed, arfound that the majority of the cases could be iej@avith

grade Il reactions 2 times, no grade Il or IV adbeereac-
tions occurred. Symptoms were relieved immediaksly
reducing the dosage or pharmacotherapy in all caghs
adverse reactions.

Discussion

SIT has more than 100 years of history of clinayaplica-
tion, its efficacy has long been confirmed; deveigp
from the original crude allergen extracts to thespnt
standardized vaccines, the aim is to ensure theaejf as
far as possible while reducing treatment-relatedeesk
reactions. House dust mite is one of the most itapor
allergens that causes allergic diseases, so ttg sfuNo-
vo Helisen Depot, one of its standardized vaccirsesf

important significance [3,4]. We conducted a onarye

study taking patients’ VAS score, total nasal symmpt
score and medication dosage as efficacy evaluatidin
cators, all of which were significantly improvednapared

with before treatment. VAS score patients has been

confirmed by several studies as an easy anglsimeth-
od of evaluating SIT [9-11]. Hence the efficacyNdvo
Helisen Depot is worthy of recognition. Out of #ile

adverse reactions observed and recorded, the iyajori

were local reactions. The proportion of systemiceaske
reactions was relatively low, and their severitysvedso
relatively mild, all of which were alleviated afteeduc-
tion of dosage or symptomatic treatment. All adears-
actions, especially systemic adverse reactionsgtwbt-
curred mostly within 30 minutes after injectionutsh be
treated timely. This was found to be consistent wiite
literature [12,13]. It is worth noting that therere indeed

some patients whose systemic adverse reactions were

manifested as delayed reactions, so in the clisietiings,
the dosage can still be specifically selected riidividual
patients. This study also showed a significant ciaion
between the incidence of adverse reactions anthjbe
tion dose, when the patients were injected withdgra

concentration, the incidence of adverse reactioms ig

creased; which is consistent with similar studiebane
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maintenance dose up to 1.0 ml of grade 3, but a&ter
maintenance dose of 0.6-0.8 ml of grade 3 was tiggkc
the possibility of adverse reactions increased ek
Whether this is linked to the physical toleranc&€bfnese
people have to be studied in the future.

In conclusion, we believe that as one of the statizied
vaccines, immunotherapy with Novo-Helisen Depo# is
safe and effective method of treatment for patievith
house dust mite-induced AR.

Conflict of interest if any:

There is not any conflict of interest about thegrap
Acknowledgement: There is not special Acknowledge-
ment of the paper.

References

=

Compalati CE, Penagos M, Henley K, Canonica GW.
Allergy prevalence survey by the World Allergy Or-
ganization. ACII-JWAO 2007; 19: 82-90.

2. Bousquet J, Lockey R, Malling HJ. Allergen immuno-
therapy: therapeutic vaccines for allergic diseases
A WHO position paper. Journal of Allergy and Cliaic
Immunology 1998; 102: 558-562.

3. Kettner J, Meyer H, Cromwell O, Narkus A, Jost K.
Specific immunotherapy with recombinant birch polle
allergen rBet v 1-FV results of 2 years of treattnen
(Phase Il trial). 2007; Allergy, 62: 264-265.

4. Ullrich D, Thum-Oltimer S, Mussler S, Jaeschke B.

Successful specific subcutaneous immunotherapy

(SCIT) with non-modified semi-depot pollen and mite

preparations. Allergo J 2007; 16: 193-198.

Rhinology Group, Editorial Board of Chinese Journal

of Otorhinolaryngology Head and Neck Surgery, Rhi-

nology Group, Branch of Otorhinolaryngology Head
and Neck Surgery of Chinese Medical Association.

Chinese Journal of Otorhinolaryngology Head and

Neck Surgery 2009; 12: 977-978.

Pre-Authorisation Evaluation of Medicines for Human

Use. European Medicines Agency 2008: 203-205.

Biomed Res- India 2015 Volume 26 Issue 1



Efficacy and safety of Allergopharma

7.

10.

11.

12.

13.

14.

15.

16.

Colas C, Monzén S, Venturini M, Lezaun A. Double- 17.

blind, placebo-controlled study with a modified ridze
peutic vaccine of Salsola kali (Russian thistleinads-
tered through use of a cluster schedule. Journall-of
lergy and Clinical Immunology 2006; 117: 810-816.
Malling HJ. Immunotherapy as an effective tool In a
lergy treatment. Allergy 1998; 53: 461-472.

Bousquet J, Khaltaev N, Cruz AA. Allergic Rhinitiad

its Impact on Asthma (ARIA). Allergy 2008; 63: 846
Senti G, Vavricka BM, Graf N, Johansen P, Wuthich
Kindig TM. Evaluation of visual analog scales fhe t
assessment of symptom severity in allergic rhinecon
junctivitis. Ann Allergy Asthma Immunol 2007; 98:
134-138.

Bousquet PJ, Combescure C, Neukirch F, Klossek JM

Mechin H, Daures JP, Bousquet J. Visual analogescal 20.

can assess the severity of rhinitis graded accgrtbn
ARIA guidelines. Allergy 2007; 62: 367-372.

Chen JJ, Xiang JS, Kong WJ, Su H, Shi QM. A Luoge
desensitization treatment of allergic rhinitis $pfstud-
ies. Journal of Clinical Otorhinolaryngology 2008:
208-209.

Qu SH, Li TY, Xu G, Wen WP, Shi JB, Lin ZB, Chen
YQ. Immunotherapy in allergic rhinitis and its ingba
on the dynamic assessment of the impact of asthma.
Journal of Sun Yat-sen University (Medical Sciefces
2006; 27: 575-578.

Qu SH, Li TY, Xu G, Wen WP, Shi JB, Lin ZB, Chen
YQ. Immunotherapy in allergic rhinitis and its im-
pact on the dynamic assessment of the impact of
asthma. Journal of Sun Yat-sen University (Medical
Sciences) 2006; 27: 575-578.

Xiang L, Shen KL, Zhang HY, He JX, Zhao JM.
Asthmatic children on standardized dust mite immu-
notherapy tolerated dose escalation phase. Chinese
Journal of Practical Pediatrics 2006; 21: 924-926.
Wang HY, Lin XP, Hao CL, Zhang CQ, Sun BQ,

21.

Xiao ZA, He XB, Wu WJ, Yang S, Tian JY, Yang
CY, Xie DH, Huang BY. A Luoge allergen skin test
and specific desensitization in the diagnosis and
treatment of allergic rhinitis significance. Chiees
Journal of Otorhinolaryngology-skull Base Surgery
2007; 13: 212-215.

18. Wang KP, Wang X, Yin KS. Dust mite allergen vac-

cine subcutaneous treatment of allergic asthma.
Journal of Nanjing Military Medical College 2003;
25: 237-239.

19. Huang LJ, Deng XH, Ruan J, Liu YZ. Mixed mite

treatment of children with allergic rhinitis vaceief-
ficacy. Chinese Journal of Asthma (Electronic Ver-
sion) 2009; 3: 20-22.

Shi HY, Wang XY, Ren HL, Zhuang Y. Dust mite
allergen specific immunotherapy of chronic eczema
efficacy analysis. The Chinese Journal of Derma-
tovenereology 2010; 24: 424-426.

Wu QR, Lai H, Zou Y. Allergen immunotherapy for
allergic rhinitis and its mechanisms. Qinghai Medi-
cal Journal 2006; 36: 2-4.

Correspondenceto:

Zheng JP, Chen P, Sheng JY, Wu YY, Zhong NSXueyan Wang
Standardized house dust mite immunotherapy vaddepartment of Allergy
cine efficacy against allergic bronchial asthmardou Beijing Shijitan Hospital
nal of Tuberculosis and Respiratory Diseases. ChiCapital Medical University
nese Journal of Tuberculosis and Respiratory DisBeijing, China

eases 2006; 29: 679-687.

Biomed Res- India 2015 Volume 26 Issue 1

115



