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Rinita alergica este o afectiune a cavititii nazale ale cérei
simptome apar dupi expunerea la alergene, avand ca substrat
reactia inflamatorie a mucoasei nazale mediata prin anticorpi
de tip IgE. Definitia clinica a rinitei, datand din 1929 descrie
»cele 3 simptome cardinale ale reactiei alergice nazale: stra-
nutul, obstructia nazali si rinoreea mucoasa.“

Rinita alergica reprezinti o problema globala de sinatate,
ce afecteaza pacienti din toate térile, toate grupurile etnice si
care apare la orice varsta. Rinita alergici asociazi morbiditate
semnificativa, afectind viata sociali a individului, somnul, per-
formantele scolare si randamentul in munci". Impactul eco-
nomic al rinitei alergice apare astfel substantial. Totusi, rinita
alergici este inca diagnosticata si tratati insuficient si ineficient'.

Peste 600 milioane de pacienti sufera de rinita alergici™,
cu diferente de incidenta intre zonele urbane si rurale, atat
in irile dezvoltate cat siin cele in curs de dezvoltare™", posi-
bil datoritd unor diferente in reactivitatea imunologici a indi-
vizilor afectati'”.

In 1999, cu ocazia workshop-ului patronat de Organizatia
Mondiala a Sanatatii si intitulat ARIA (Allergic Rhinitis and
its Impact on Asthma — Rinita alergicd si impactul rinitei
asupra astmului), a fost redactat un document bazat pe con-
ceptul ,,evidence-based medicine® (medicin bazata pe dovezi),
document ce include o revizuire aprofundati a datelor din
literaturd disponibile pani in decembrie 1999". Gradarea
calitatii evidentei adusa prin studiile clinice revizuite si care
au stat la baza elaborarii ghidului ARIA a urmat recomandarile
OMS si s-a bazat pe clasificarea descrisa de Shekelle si colab™.

Documentul ARIA a intentionat sa fie un document de
excelenta (,,state-of-the-art“) in domeniul rinitei alergice, atat
pentru specialisti, cat si pentru medicii de medicini genera-
1a si pentru alte cadre sanitare implicate in ingrijirea pacientilor
cu rinitd alergica. Fac parte dintre obiectivele ghidului ARIA:

* innoirea cunostintelor asupra rinitei alergice;

* Sublinierea impactului rinitei alergice asupra astmului;

* Furnizarea unei revizuiri bazata pe dovezi a metodelor

de diagnostic in rinita alergica;

" {n colaborare cu GA’LEN si AllerGen Nce.
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* Furnizarea unei revizuiri bazata pe dovezi a metodelor
de tratament disponibile in rinita alergica;
* Propunerea unui management al rinitei alergice in
functie de treptele de severitate.
O actualizare a ghidului ARIA 1999 s-a dovedit necesara
deoarece:
In ultimii 7 ani au fost publicate un numir mare de arti-
cole ce au extins granitele cunoasterii in rinita alergica ™
Clasificarea rinitei alergice propusd de ghidul ARIA in
1999, ca opinie a unui grup de experti, necesita validare in
termeni de clasificare si management". Noile studii au aritat
in mod repetat ca termenul de rinita ,intermitenta“ si ,per-
sistenti“ nu este sinonim cu termenul de ,sezonierd“ sau
~perena“"*. La ora actuali clasificarea ARIA a rinitei alergi-
ce in rinitd ,intermitentd” si ,persistenta“ este validata prin
cateva rapoarte™*. Desi unii autori propun extinderea seve-
rititii rinitei alergice pe trei nivele””, deoarece extinderea
treptelor de severitate nu conduce la modificari majore in tra-
tament, expertii ARIA propun in continuare clasificarea rini-
tei alergice in ,usoara“ si ,moderat/severa“.
1n asociere, existi arii de interes in primul ghid ARIA insu-
ficient acoperite, ce au fost evaluate in studii recente. Aspectele
recent evaluate in actualizarea ARIA 2008 includ:
* Unele metode terapeutice, cum ar fi medicina comple-
mentar3 si alternativi'’®.
* Rinita la atletii de performanta si relatia cu sportul"’”.
* Rinita si impactul rinitei asupra astmului la copii”™™".
Actualizarea ARIA a inceput in 2004. Mai multe capitole
ale ghidului ARIA au fost atent revizuite folosind modelul
Shekelle al medicinei bazate pe dovezi si au fost incluse arti-
cole publicate in jurnale ,peer-reviewed“ ce descriu urma-
toarele aspecte: metode de preventie tertiara a bolilor alergice,
medicina complementari si alternativa, farmacoterapia si trata-
mentul anti-IgE, imunoterapia specifici cu alergen, legaturile
dintre rinita si astm si mecanismele rinitei alergice”’zo. S-a tinut
cont de nevoia unui document global care si sublinieze inte-
ractiunile dintre ciile respiratorii superioare si inferioare in

255



Pneumologia vol. 58, nr. 4, 2009

termeni de diagnostic, epidemiologie, factori de risc comuni,
management si preventie. In plus, perspectiva globali asu-
pra bolilor alergice trebuie sa tinteasci si tarile in curs de dez-
voltare™”. Updatarea 2008 a ghidului ARIA a fost recent
publicats™.

Gradarea evidentei si recomandairile pentru sistemul de
management bazat pe evidente al rinitei alergice ce apare in
ghidul ARIA 2008 nu utilizeaza sistemul GRADE (Grading of
Recommendations Assessment, Development and Evalua-
tion)™™. Este astfel de asteptat ca unele recomandiri oferite
de actualizarea 2008 a ghidului ARIA sa fie diferite atunci cand
sistemul GRADE va fi implementat.

Un numir mare de metode terapeutice au fost conside-
rate si revizute in 2008 a ghidul ARIA 2008™. Cu privire la
tratamentul farmacologic, corticosteroizii cu administrare
topicid intranazala sunt prima linie de tratament pentru for-
mele moderat-severe de riniti alergica, iar eficienta lor se
extinde si asupra simptomelor oculare””. Antihistaminicele
H, sunt elemente-cheie in schema terapeutici a tuturor
pacien;ilor39 si au fost validate in termeni de eficientd pentru
formele persistente de rinitd"*"". Antagonistii receptorilor pen-
tru leucotriene sunt eficienti indeosebi la pacientii cu rinita
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alergica si astm™". Pe de alti parte, preventia tertiari a boli-
lor alergice este inci in dezbatere, deoarece majoritatea stu-
diilor clinice nu au aritat eficienta masurilor de evitare a unui
anume alergen". Imunoterapia specifici cu alergen cu admi-
nistrare sublinguali s-a dovedit un mijloc terapeutic sigur si
eficient”™™, dar este Inci necesari standardizarea studiilor cli-
nice"”. Algoritmul de management al rinitei alergice conform
ghidului ARIA 2008 este aritat in figura 1. Nu trebuie uitat
insa cid progresul continuu in intelegerea mecanismelor rini-
tei alergice si noile optiuni terapeutice sunt reflectate constant
in publicatiile ce continui s3 apari dupi publicarea ghidului™.

Rinita non-alergici este inci larg dezbituta™ si poate ridi-
ca probleme speciale de tratament™.

Un alt aspect important evaluat in ghidul ARIA 2008 a fost
considerarea co-morbidititilor rinitei alergice, indeosebi a aso-
cierii astmului cu rinita alergica. Studii epidemiologice au aratat
in mod constant co-existenta frecventi a astmului si rinitei la
acelasi pacient, indiferent de regiunea geografica™™
majoritate a pacientilor cu astm au rinita, dar prevalenta
. Trata-

. Marea

astmului la pacientii cu rinitd este inca in evaluare
mentul inflamatiei nazale nu are un impact major asupra cailor
respiratorii inferioare, desi existd date incurajatoare in acest

Figura 1.
Algoritm de management al rinitei alergice conform ghidului ARIA 2008
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sens, date ce sugereazi nevoia de noi studii cu metode ino-

: = 59,60 .
vative care si reevalueze acest aspect . Imunoterapla spe-

cificd cu alergen adminstratid pacientilor cu rinita alergica
diminua incidenta astmului de novo, efect prelungit dupa si
dupi oprirea imunoterapiei”.

Perceptia pacientilor si a medicilor asupra legiturilor din-
tre rinita si astm diferd intre tiri, dar pare sa fie mai profunda
decit asteptat™™. in mod contrar, aceste cunostinte nu se
reflectd in mod direct in practica clinici, deoarece un numar
mic de medici prescriu tratament concomitent pentru rinita
si pentru astm la acelasi pacient.

Recomandarile workshop-ului ARIA din 1999 sunt inci
valabile®, siin particular, se sublineazi nevoia ca pacientii cu
rinita alergicd, indeosebi cu forma persistentd, si fie evaluati
pentru co-existenta astmului. Pacientii cu astm trebuie eva-
luati pentru co-existenta rinitei, iar strategia de tratament tre-
buie si combine mijloace de tratament concomitent pentru
ciile respiratorii superioare si inferioare, eficient si fara suma-
rea reactiilor adverse.

Bibliografie
1. Canonica GW, Bousquet J, Mullol J, Scadding GK, Virchow JC. A survey
of the burden of allergic rhinitis in Europe. Allergy. 2007;62 Suppl 85:17-25.
2. Schatz M. A survey of the burden of allergic rhinitis in the USA. Allergy.
2007;62 Suppl 85:9-16.
3. Walker S, Khan-Wasti S, Fletcher M, Cullinan P, Harris J, Sheikh A. Seasonal
allergic rhinitis is associated with a detrimental effect on examination perform-
ance in United Kingdom teenagers: case-control study. J Allergy Clin Immunol.
2007 Aug;120(2):381-7.
4.  Maurer M, Zuberbier T. Undertreatment of rhinitis symptoms in Europe: find-
ings from a cross-sectional questionnaire survey. Allergy. 2007 Sep;62(9):1057-63.
5. Bousquet J, Dahl R, Khaltaev N. Global alliance against chronic respirato-
ry diseases. Allergy. 2007 Mar;62(3):216-23.
6. Bousquet J, Khaltaev N. Global surveillance, prevention and control of
Chronic Respiratory Diseases. A comprehensive approach. Global Alliance against
Chronic Respiratory Diseases. World Health Organization. ISBN 978 92 4 156346
8.2007:148 pages.
7. Asher MI, Montefort S, Bjorksten B, Lai CK, Strachan DP, Weiland SK, et
al. Worldwide time trends in the prevalence of symptoms of asthma, allergic
rhinoconjunctivitis, and eczema in childhood: ISAAC Phases One and Three repeat
multicountry cross-sectional surveys. Lancet. 2006 Aug 26;368(9537):733-43.
8. Ait-Khaled N, Odhiambo J, Pearce N, Adjoh KS, Maesano IA, Benhabyles
B, et al. Prevalence of symptoms of asthma, rhinitis and eczema in 13- to 14-
year-old children in Africa: the International Study of Asthma and Allergies in
Childhood Phase III. Allergy. 2007 Mar;62(3):247-58.
9. Pekkarinen PT, von Hertzen L, Laatikainen T, Makela M], Jousilahti P,
Kosunen TU, et al. A disparity in the association of asthma, rhinitis, and eczema
with allergen-specific IgE between Finnish and Russian Karelia. Allergy. 2007
Mar;62(3):281-7.
10. Majkowska-Wojciechowska B, Pelka J, Korzon L, Kozlowska A, Kaczala M,
Jarzebska M, et al. Prevalence of allergy, patterns of allergic sensitization and aller-
gy risk factors in rural and urban children. Allergy. 2007 Sep;62(9):1044-50.
11. Viinanen A, Munhbayarlah S, Zevgee T, Narantsetseg L, Naidansuren T,
Koskenvuo M, et al. The protective effect of rural living against atopy in Mongolia.
Allergy. 2007 Mar;62(3):272-80.
12. van Ree R, Yazdanbakhsh M. Allergic disorders in African countries: link-
ing immunology to accurate phenotype. Allergy. 2007 Mar;62(3):237-46.
13. Bousquet J, Van Cauwenberge P, Khaltaev N. Allergic rhinitis and its impact
on asthma. J Allergy Clin Immunol. 2001;108(5 Suppl):S147-334.
14. Shekelle PG, Woolf SH, Eccles M, Grimshaw J. Clinical guidelines: devel-
oping guidelines. BMJ. 1999;318(7183):593-6.
15. Custovic A, Wijk RG. The effectiveness of measures to change the indoor
environment in the treatment of allergic rhinitis and asthma: ARIA update (in
collaboration with GA(2)LEN). Allergy. 2005 Sep;60(9):1112-5.
16. Passalacqua G, Bousquet PJ, Carlsen KH, Kemp J, Lockey RF, Niggemann
B, et al. ARIA update: I—Systematic review of complementary and alterna-
tive medicine for rhinitis and asthma. J Allergy Clin Immunol. 2006
May;117(5):1054-62.

9 Pneumologie 4.2009:Pneumologie 2.2009 12/8/09 3:11 PM P@?; 257

Pneumologia vol. 58, nr. 4, 2009

17. Bonini S, Bonini M, Bousquet ], Brusasco V, Canonica GW, Carlsen KH,
et al. Rhinitis and asthma in athletes: an ARIA document in collaboration with
GA2LEN. Allergy. 2006 Jun;61(6):681-92.

18. Bousquet J, van Cauwenberge P, Ait Khaled N, Bachert C, Baena-Cagnani
CE, Bouchard J, et al. Pharmacologic and anti-IgE treatment of allergic rhinitis
ARIA update (in collaboration with GALEN). Allergy. 2006 Sep;61(9):1086-96.
19. Passalacqua G, Durham SR. Allergic rhinitis and its impact on asthma update:
allergen immunotherapy. J Allergy Clin Immunol. 2007 Apr;119(4):881-91.
20. Cruz AA, Popov T, Pawankar R, Annesi-Maesano I, Fokkens W, Kemp J, et
al. Common characteristics of upper and lower airways in rhinitis and asthma:
ARIA update, in collaboration with GA(2)LEN. Allergy. 2007;62 Suppl 84:1-41.
21. Bauchau V, Durham SR. Prevalence and rate of diagnosis of allergic rhini-
tis in Europe. Eur Respir J. 2004 Nov;24(5):758-64.

22. Demoly P, Allaert FA, Lecasble M, Bousquet J. Validation of the classifica-
tion of ARIA (allergic rhinitis and its impact on asthma). Allergy. 2003
Jul;58(7):672-5.

23. Bachert G, van Cauwenberge P, Olbrecht J, van Schoor J. Prevalence, clas-
sification and perception of allergic and nonallergic rhinitis in Belgium. Allergy.
2006 Jun;61(6):693-8.

24. Todo-Bom A, Loureiro C, Almeida MM, Nunes C, Delgado L, Castel-Branco
G, et al. Epidemiology of rhinitis in Portugal: evaluation of the intermittent and
the persistent types. Allergy. 2007 Sep;62(9):1038-43.

25. Van Hoecke H, Vastesaeger N, Dewulf L, De Bacquer D, van Cauwenberge
P. Is the allergic rhinitis and its impact on asthma classification useful in daily
primary care practice? ] Allergy Clin Immunol. 2006 Sep;118(3):758-9.

26. Valero A, Ferrer M, Sastre J, Navarro AM, Monclus L, Marti-Guadano E,
et al. A new criterion by which to discriminate between patients with moderate
allergic rhinitis and patients with severe allergic rhinitis based on the Allergic
Rhinitis and its Impact on Asthma severity items. J Allergy Clin Immunol. 2007
Aug;120(2):359-65.

27. Bonini M, Lapucci G, Petrelli G, Todaro A, Pamich T, Rasi G, et al. Predictive
value of allergy and pulmonary function tests for the diagnosis of asthma in elite
athletes. Allergy. 2007 Oct;62(10):1166-70.

28. Burgess JA, Walters EH, Byrnes GB, Matheson MC, Jenkins MA, Wharton
CL, et al. Childhood allergic rhinitis predicts asthma incidence and persistence
to middle age: a longitudinal study. J Allergy Clin Immunol. 2007
Oct;120(4):863-9.

29. Chatkin MN, Menezes AM, Victora CG, Barros FC. High prevalence of asth-
ma in preschool children in Southern Brazil: a population-based study. Pediatric
pulmonology. 2003 Apr;35(4):296-301.

30. Giovannini M, Agostoni C, Riva E, Salvini F, Ruscitto A, Zuccotti GV, et al.
A Randomized Prospective Double Blind Controlled Trial on Effects of Long-Term
Consumption of Fermented Milk Containing Lactobacillus casei in Pre-School
Children With Allergic Asthma and/or Rhinitis. Pediatr Res. 2007 Jun 25.

31. ChoiSH, Yoo Y, Yu J, Rhee CS, Min YG, Koh YY. Bronchial hyperrespon-
siveness in young children with allergic rhinitis and its risk factors. Allergy. 2007
Sep;62(9):1051-6.

32. Bateman ED, Jithoo A. Asthma and allergy - a global perspective. Allergy.
2007 Mar;62(3):218-5.

33. English RG, Fairall LR, Bateman ED. Keeping allergy on the agenda: inte-
grated guidelines for respiratory disease in developing countries. Allergy. 2007
Mar;62(3):224-9.

34. Bousquet J, Khaltaev N, Cruz A, Denburg J, Fokkens W, Weel CV, et al.
ARIA Update. Allergy. 2008;63(suppl.).

35. Schunemann HJ, Hill SR, Kakad M, Vist GE, Bellamy R, Stockman L, et
al. Transparent development of the WHO rapid advice guidelines. PLoS Med.
2007 May;4(5):e119.

36. Brozek JL, Baena-Cagnani CE, Bonini S, Canonica GW, Rasi G, van Wijk
RG, et al. Methodology for development of the Allergic Rhinitis and its Impact
on Asthma guideline 2008 update. Allergy. 2008 Jan;63(1):38-46.

37. Kaiser HB, Naclerio RM, Given J, Toler TN, Ellsworth A, Philpot EE.
Fluticasone furoate nasal spray: A single treatment option for the symptoms of
seasonal allergic rhinitis. ] Allergy Clin Immunol. 2007 Apr 4.

38. Fokkens W], Jogi R, Reinartz S, Sidorenko I, Sitkauskiene B, van Oene C,
et al. Once daily fluticasone furoate nasal spray is effective in seasonal allergic
rhinitis caused by grass pollen. Allergy. 2007 Sep;62(9):1078-84.

39. Devillier P, Bousquet J. Inhibition of the histamine-induced weal and flare
response: a valid surrogate measure for antihistamine clinical efficacy? Clin Exp
Allergy. 2007 Mar;37(3):400-14.

40. Bachert C, Bousquet J, Canonica GW, Durham SR, Klimek L, Mullol J, et
al. Levocetirizine improves quality of life and reduces costs in long-term man-
agement of persistent allergic rhinitis. J Allergy Clin Immunol. 2004
Oct;114(4):838-44.

257

o



Pneumologia vol. 58, nr. 4, 2009

41. Canonica GW, Bousquet J, Van Hammee G, Bachert C, Durham SR, Klimek
L, et al. Levocetirizine improves health-related quality of life and health status
in persistent allergic rhinitis. Respir Med. 2006 May 22.

42. Virchow JC, Bachert C. Efficacy and safety of montelukast in adults with
asthma and allergic rhinitis. Respir Med. 2006 Apr 12.

43. Philip G, Nayak AS, Berger WE, Leynadier F, Vrijens F, Dass SB, et al. The
effect of montelukast on rhinitis symptoms in patients with asthma and season-
al allergic rhinitis. Curr Med Res Opin. 2004 Oct;20(10):1549-58.

44. Barnes ML, Menzies D, Fardon TC, Burns P, Wilson AM, Lipworth BJ.
Combined mediator blockade or topical steroid for treating the unified allergic
airway. Allergy. 2007 Jan;62(1):73-80.

45. Durham SR, Riis B. Grass allergen tablet immunotherapy relieves individ-
ual seasonal eye and nasal symptoms, including nasal blockage. Allergy. 2007
Aug;62(8):954-7.

46. Durham SR, Yang WH, Pedersen MR, Johansen N, Rak S. Sublingual
immunotherapy with once-daily grass allergen tablets: a randomized controlled
trial in seasonal allergic rhinoconjunctivitis. J Allergy Clin Immunol. 2006
Apr;117(4):802-9.

47. DahlR, Kapp A, Colombo G, de Monchy JG, Rak S, Emminger W, et al. Efficacy
and safety of sublingual immunotherapy with grass allergen tablets for seasonal aller-
gic rhinoconjunctivitis. J Allergy Clin Immunol. 2006 Aug;118(2):434-40.

48. Didier A, Malling HJ, Worm M, Horak F, Jager S, Montagut A, et al. Optimal
dose, efficacy, and safety of once-daily sublingual immunotherapy with a 5-grass
pollen tablet for seasonal allergic rhinitis. J Allergy Clin Immunol. 2007
Dec;120(6):1338-45.

49. Canonica GW, Baena-Cagnani CE, Bousquet J, Bousquet PJ, Lockey RF,
Malling HJ, et al. Recommendations for standardization of clinical trials with
Allergen Specific Immunotherapy for respiratory allergy. A statement of a World
Allergy Organization (WAO) taskforce. Allergy. 2007 Mar;62(3):317-24.

50. Casale TB, Romero FA, Spierings EL. Intranasal noninhaled carbon diox-
ide for the symptomatic treatment of seasonal allergic rhinitis. J Allergy Clin
Immunol. 2007 Oct 26.

51. Molgaard E, Thomsen SF, Lund T, Pedersen L, Nolte H, Backer V.
Differences between allergic and nonallergic rhinitis in a large sample of ado-
lescents and adults. Allergy. 2007 Jun 18.

52. Greiner AN, Meltzer EO. Pharmacologic rationale for treating allergic and
nonallergic rhinitis. J Allergy Clin Immunol. 2006 Nov;118(5):985-98.

9 Pneumologie 4.2009:Pneumologie 2.2009 12/8/09 3:11 PM P@%; 258

53. Linneberg A, Jorgensen T, Nielsen NH, Madsen F, Frolund L, Dirksen A.
The prevalence of skin-test-positive allergic rhinitis in Danish adults: two cross-
sectional surveys 8 years apart. The Copenhagen Allergy Study. Allergy. 2000
Aug;55(8):767-72.

54. Terreehorst I, Oosting AJ, Tempels-Pavlica Z, de Monchy JG, Bruijnzeel-
Koomen CA, Hak E, et al. Prevalence and severity of allergic rhinitis in house
dust mite-allergic patients with bronchial asthma or atopic dermatitis. Clin Exp
Allergy. 2002 Aug;32(8):1160-5.

55. Georgy V, Fahim HI, El Gaafary M, Walters S. Prevalence and socioeco-
nomic associations of asthma and allergic rhinitis in Cairo, Egypt. Eur Respir J.
2006 May 31.

56. Kuyucu S, Saraclar Y, Tuncer A, Geyik PO, Adalioglu G, Akpinarli A, et al.
Epidemiologic characteristics of rhinitis in Turkish children: the International
Study of Asthma and Allergies in Childhood (ISAAC) phase 2. Pediatr Allergy
Immunol. 2006 Jun;17(4):269-77.

57. Antonicelli L, Micucci C, Voltolini S, Feliziani V, Senna GE, Di Blasi P, et
al. Allergic rhinitis and asthma comorbidity: ARIA classification of rhinitis does
not correlate with the prevalence of asthma. Clin Exp Allergy. 2007
Jun;37(6):954-60.

58. Antonicelli L, Micucci C, Voltolini S, Senna GE, Di Blasi P, Visona G, et al.
Relationship between ARIA classification and drug treatment in allergic rhini-
tis and asthma. Allergy. 2007 Sep;62(9):1064-70.

59. Stelmach R, do Patrocinio TNM, Ribeiro M, Cukier A. Effect of treating aller-
gic rhinitis with corticosteroids in patients with mild-to-moderate persistent asth-
ma. Chest. 2005 Nov;128(5):3140-7.

60. Camargos P, Ibiapina C, Lasmar L, Cruz AA. Obtaining concomitant con-
trol of allergic rhinitis and asthma with a nasally inhaled corticosteroid. Allergy.
2007 Mar;62(3):310-6.

61. Jacobsen L, Niggemann B, Dreborg S, Ferdousi HA, Halken S, Host A, et al.
Specific immunotherapy has long-term preventive effect of seasonal and peren-
nial asthma: 10-year follow-up on the PAT study. Allergy. 2007 Aug;62(8):943-8.
62. Civelek E, Soyer OU, Gemicioglu B, Sekerel BE. Turkish physicians’ percep-
tion of allergic rhinitis and its impact on asthma. Allergy. 2006 Dec;61(12):1454-8.
63. Demoly P, Concas V, Urbinelli R, Allaert F. Evaluation de I'influence des
recommandations OMS-ARIA sur la prise en charge de la rhinite allergique en
pratique de ville en France. Enguéte ERNANI. Rev Fr Allergol Immunol Clin.
2006;46:626-32.

258




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice




