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TUMUYHbIE CUMINTOMbI AJINEPTUN

3aN10’KeHHOCTb HOCa UM HacmopKk  CnessAwmeca unm syasawme YuxaHue
KpacHble rnasa
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Rostrum

Knaccudmkauma mecTHbIX N060UHbIX 3¢ PeKToB cybAnHrBanbHoOM
MMMYHOTEpPanuu pecnupaTopHOii aNneprumn: pasroBop Ha 0A4HOM A3blKe

Grading local side effects of sublingual immunotherapy
for respiratory allergy: Speaking the same language

Giovanni Passalacqua, MD,” Carlos E. Baena-Cagnani, MD,® Jean Bousquet, MD,° Giorgio Walter Canonica, MD,”
Thomas B. Casale, MD,® Linda Cox, MD,*® Stephen R. Durham, MD, Desirée Larenas-Linnemann, MD,?

Dennis Ledford, MD," Ruby Pawankar, MD,’ Paul Potter, MD,’ Nelson Rosario, MD,* Dana Wallace, MD,' and

Richard F. Lockey, MD" Genoa, Italy, Cordoba, Argentina, Montpellier, France. Omaha, Neb, Ft Lauderdale and Tampa. Fla, London,

United Kingdom, Mexico City, Mexico, Tokvo, Japan, Groote Schuur, South Africa, Curitiba, Brazil, and Arlington Heights, 11l

TABLE 11. Knaccudukauma nobouHbix peakumi npu C/IUT

CumnTtom/npusHak
3ya/oTeK BO pTy, A3bIKa AU .
ry6, pasgpa>keHue ropna, u
TOWHOTA, 60/b B }XMBOTE, .

pBOTa, AMapesn, U3XKoOra,
YBY/NSIPHbIN OTEK

Knacc 1: Markue Knacc 2: YmepeHHble

He 6ecnokoswue * becnokosawme

wnun
He Tpebylowme * Tpebylowue
CMMNTOMaTUUYECKOro CMMNTOMaTUUYECKOro
neyeHusa NeyeHunsa

n
He cneayer * He cnegyert npekpawatb

npekpawatb CJIUT no C/IUT no npuumnHe
NPUYMHE I0Ka/IbHbIX no6ouHbIx apdeKToB
no6ouHbIX 3dpdeKToB

MecTHble No60o4Hble peakuun moryT 6biTb HemegneHHoro (< 30 MuH) uau

3amen/sieHHOro tuna

Knacc 3:Cepbe3sHbie

n

HeunsBecTHOM CTENEeHU TAXKECTH

Knacc 2 JleyueHue npeKpawaloT, HO 3TO
He cybbekTuBHoe/Mnm
06beKTMBHOE onucaHue
TAXECTM naumeHTa/Bpaya

C/IUT npekpaLwiatoT no

NPUYNHE NIOKa/NIbHbIX
no6ou4HbIX apPeKToB

falys™




Clinical Commentary Review

Local Side Effects of Sublingual and Oral
Immunotherapy

MMMYHOTepanum

Giovanni Passalacqua, MD”, Anna Nowak-Wegrzyn, MD", and Giorgio Walter Canonica, MD*

TABLE |I. Local AEs in the “large trials” with SLIT

Genoa. Ialy; and New York, NY

0630p KAMHUYECKUX 3aMeYvaHuni

Patients Age range

Author (year) enrolled (y) Allergen (preparation) Duration % patients with local AE in the active groups
Dahl (2006)" 634 1865  Grass (tablet) §mo  Oral itching, 46%; Mouth edema, 18%:; Throat itching, 9%
Durham (2006)" 855 IB-65 Grass, 3 doscs 6 mo 75%-90%, not detailed
(tablet)
Didier (2007)" 628 IB-45 Grass, 3 doses 6 mo Oral itching, 19.7%-25.8%: Mouth edema, 3.2%-6.3%: Throat itching,
(tablet) 9%-14.4%: Tongue edema, 3.2%-5.6%
Ot (2008)™ 211 R-65 Grass (solution) 4 mo’ 695, not detailed. Most AE defined as local
Wahn (2009) 278 5-17 Grass (solution) 5 mo Oral itching, 32%: Mouth edema, 13%:; Throat itching, 8%
Bufe (2009) 253 5-16 Grass (solution) 6 mo Oral itching, 33%: Swollen lips. 7%; Throat iching, 10%
Blaiss (2011)" 345 5-17 Grass (tablet) 6 mo 70% overall. Mainly oral itching, oral edema, throat itching, oral
swelling. Not detailed
Nelson (2011)* 439 1863 Grass (solution) 6 mo 83% overall. Oral itching, 35%: Mouth edema, 8%; Throat itching,
30%: swollen tongue, 5%
Wahn (2012)" 207 4-12 Grass (solution) 6mo  Oral itching, 72%: Throat itching, 11%
Cox (2012)™ 473 1865 Grass (tablet) 6 mo 82%. Mostly oropharyngeal pruritus
DeBot (2012)" 257 6-18 Mite (solution) 2y Oral-pharyngeal imitation/swelling, 11%: gastrointestinal complaints, 85%
Nolte (2013) 565 I8-50 Ragweed, 2 doses ly Oral itching, 19%: Mouth/tongue edema, 15%; Throat itching, 26%;
(tablet) pharyngeal edema, 4.2%
Creticos (2013)" 784 18-50 Ragweed, 3 doses 1y Oraltongue itching, 15%; Mouth edema, 8% Throat itching, 13%
(twblet)
Bergmann (2014)" 509 18-50 Mite, 2 doses ly+ Oraltongue itching 40%: Mouth/tongue edema 35%; Throat itching
(tablet) follow-up  33%: Pharyngeal edema 5%
Creticos (2014)" 429 1855 Ragweed {solution) 8§ mo Oraltongue itching 4%; Mouth edema 6%; Diarrhea/dyspepsia 4%
Mosbech (2014) 604 14-65 Mite, 3 doses ly Oraltongue itching, 2%-19%: Mouth edema, 4%-8%; Throat. iiching 3%-7%
(tablet)
Maloney (2014)° 1501 5-65 Grass (tablet) 8 mo Omaltongue itching, 18%; Mouth edema, 13%: Throat itching. 23%
Wang (2014)" 484 14-50 Mite (solution) ly Abdominal pain, swollen tongue, oral pruritus, cheilitis, and mouth edema,
all mild and more frequent in the active group (no detail)
Okamoto (2015)" 532 12-64 Cedar (solution) I8 mo  Mouth edema. 3.8%: stomatitis and throat irritation, 1.9%: ol itching. 1.1%

*Three seasons, coseasonal regimen

MecTtHble nob6ouHblie 3pPpeKTbl CybnnHreanbHom n OpanbHow

ITo pesynpraram
KJINHUYECKHX
UCIBITAHUU

y 35-90%
[TAaIEHTOB
ObLIN
MECTHEIE

I0OOYHBIE
peaKkuu

J Allergy Clin Immunol Pract 2017;5:13-21



Efficacy and safety of sublingual immunotherapy for
allergic rhinitis in pediatric patients: A meta-analysis of
randomized controlled trials

Bohai Feng, M.D., Jueting Wu, M.D., Bobei Chen, M.D., Haijie
Bangliang Li, M.D., and Si Chen, M.D.

3¢ dPeKTMBHOCTb M 6€30NaCHOCTb CY6NMHIBaIbHOW MMMYHOTEPANUU annepruyeckmx
PUHUTOB Yy AieTeil: MeTa-aHa/IM3 PAaHAOMU3NPOBAHHbIX KOHTPONPYEMbIX UCCAEA0BAHMIA

Tabnuua 2. 3apernctpupoBaHHble He6NaronpUATHbIE peakuumM NaLUMEHTOB U3 aKTUBHOI U naauebo rpynn. OueHKa 6e3onacHocTH

Knacc opraHos AEs LIT, no. (%) (n = 1167) Placebo, no. (%) (n = 1025)
Por 3y B NONOCTM pTa 273 (23.4) 47 (4.6)
OTek ry6 25 (2.1) 3(0.3)
OteK pTa 36 (2.8) 1(0.1)
Hoc OcCTpbIit pUHUT 164 (14.1) 124 (12.1)
HasanbHble cMMNTOMBI 123 (10.5) 122 (11.9)
‘ JKeNyAOK, KNLIEUHNK FacTPOUMHTECTMA/IbHbIE CUMMTOMbI 199 (17.1) 155 (15.1)
! *enyaouHble CUMNTOMBI 30 (2.3) 4(0.4)
c OTeK roTKM 16 (1.4) 3(0.3)
NoTka dapuHrenanbHas 60/b 14 (1.2) 4(04)
PasppaeHue ropna 102 (8.1) 32 (3.1)
Dpyrue O6ocTpeHmne acTmbl 23 (1.8) 2(0.2)
KOHHBIOKTUBA/IbHbIE CUMMTOMb! 168 (14.4) 169 (16.5)
3yA B ywax 20 (1.7) 2(0.2)
MecTHble annepruyeckme peakLumm Koxu 183 (15.7) 174 (17.0)
lTonoBHas 60/b
10 (0.9 7 (0.
NHbEKUMM BEPXHUX AbIXaTeNbHbIX NyTein \ 197 E16 )9) ) 184 E1872))
AE = Adverse event. (He6naronpuaTtHbie peakumm) 26 ncen eao0BaHU %

American Journal of Rhinology & Allergy, 31(1), 27-35.



MpuBepKeHHOCTb NaLUEHTOB

N3 obuwero yncna - 374 naumnenTa (12,8%), 191, KoTopbim BblNa Ha3HaYeHa
C/INT, npepsBann neyenune. NpeKkpaweHne nevyeHna bols1o No npuunHe NoboYHbIX
peakuun y 65 naumeHTos (2,5%), oTCyTCTBMA NPUBEPKEHHOCTU NedeHnto y 95
naumneHToB (0,5%), BbibbiBaHUA 35 nauneHToB (1,0%), nnhoxon apeKTUBHOCTH
nna 13 naymenTtos (0,5%), n HenonHown nHpopmaumm o 38 naumnenTax (1,4%). Mo
pe3ysibTaTaM OA4HOro Uccaeao0BaHMs He NPeaoCTaBNeHO CBEAEHUM O
NPeKpaLLEHNUN NeYyeHus.

American Journal of Rhinology & Allergy, 31(1), 27-35.
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Case Rep Gastroenterol. 2013 Sep 3:7(3):363-8. doi: 10.11593/000355161. eCollection 2013. MMMVHOTEPHHMEﬁ ﬂblnbLI.EBOﬁ annepruum

Induction of eosinophilic esophagitis by sublingual pollen immunotherapy.
Miehlke §', Alpan O, Schréder S, Straumann A,

# Author information I[EPEBLH

Abstract

Sublingual immunotherapy (SLIT) is increasingly investigated and utilized for the treatment of food and pollen allergies. Previous case reports
suggested that eosinophilic esophagitis (EoE) might develop as a long-term complication in children after completion of oral immunotherapy.
Here, we describe a 44-year-old female with a medical history of pollinosis who for the first time in her life developed complete manifestation
of EoE (peak eosinophils 164/high power field) 4 weeks after initiation of SLIT using specific soluble allergens (hazelnut, birch, alder)
according to previous specific serum IgE testing. After discontinuation of SLIT, EoE resolved completely within 4 weeks without any other
medical intervention. During 2 follow-up of 12 months the patient remained free of any esophageal symptoms. This is the first case report
demonstrating a close and therefore likely causative association between pollen SLIT and EoE in an adult patient.

J Allergy Clin Immunol. 2014 May; 133{3):1452-4. doi: 10,1016/ jaci.2014.01.030. Epub 2014 Mar 15.

Esophageal hypereosinophilia induced by grass sublingual immunotherapy.
Antico A', Fante R®.

J30¢areanbHas runepaosnHoGuaUa, UHAyLUpyemasn cybanHreanbHom
MMMyHOTepanueii ansieprum Ha nbinbLy Tpas TPABBI

Ann Allergy Asthma Immunal. 2016 Jun; 116(6):583-4. doi: 10.1016/.anai.2016.03.017. Epub 2016 Apr &.

Eosinophilic esophagitis after desensitization to dust mites with sublingual immunotherapy.

Béné J', Ley D Roboubi R®, Gottrand F2, Gautier 5. KJIQIHI/I HOMamHEﬁ IIbLJIN

303UHODUNbHbIN 330ParMHUT Nocne CybNUHIBAaNbHOM MMMYHOTEPANMM aNIePrn Ha KNeLLei JoMaLlHel nbian




Knacc1

Knacc 2

Knacc 3

Knacc 4

Knacc 5

Cumnmom(vi)/npusHak(u)
peakyuu cucmemol 1 op2aHa

Cumnmom(ei)/npusHak(u)

peakyuu cucmembi 6onee yem 1

HuyKHue AbixaTenbHble NyTH

Actma (Hanpumep, 40% PEF

HuXHue nnm BepxHue
AbiXaTeNibHble NYTU

opeaHa nwnan FEV, PecnunpaTopHble HapyLweHuA
KoxKHblie HET oTBeTa Ha BAbIXaeMbll C UM 6e3 NoTepm Co3HaHUA
leHepann3oBaHHbIN 3y, HuKHue gbixaTesbHble NyTH 6poHXoAMNaTaTop) Um
KpanuBHWULA, rMNepemus nnm Actma: Kalenb, cBUCTALLEe wim KapauosacKyaspHble

oLyLLEeHMe XKapa uauv Tenna
nunm

AQHTMOHEBPOTUYECKUI OTEK (HO
He ropTaHu, A3blKa UK
YBYNSAPHbIN)

nam

BepxHUX AbIXaTeNbHbIX NyTei

AblXaHWe, ogblwKa (Hanpumep,
meHee 40% PEF nnn FEV, B
peakunu Ha BAbIXaembli
6poHxoaunaTop)

nunu

FacTpouHTecTUaNbHble
CMasmbl }KMBOTa, PBOTA UM

PUHWTBI - (HaNp. YnxaHus, Avapes
PUHOPER, Ha3aNbHbIN 3y4 U/ uan  an
3a/10)KEHHOCTb HOCA) Opyrue '
uam CMasmbl MaTKK ‘ 4

3yA B ropsie B B ‘J )
uam

Kallenb U3 BEPXHUX
AbIXaTe/IbHbIX I'IYTGﬁ, He n3
NErknx, ropTaHun, nan Tpaxen
unn

KOHblOHKTUBaNbHbIE

AAAAI-ACAAI-EAACI-WAO cucrema

BepxHue AbixaTeNibHble NyTH
04EeMa ropTaHu, Heba uau
A3blKa ¢ uam 6es cTpugopa

MnepTeH3us ¢ unm 6es
NoTepU CO3HaHMA

N

CmepTb

| !
—

puTema, 3ya naum cnesotevyeHue

Apyruve

TOLLHOTA, MEeTa/IZINYECKMI BKYC,
M ronosHas 60b

KJIaCCI/I(l)I/IISaIII/II/I 2010 CUCTEMHBbBI X
PEAKIINUUN




CoBpemeHHble AaHHble 0 6e30NacHOCTU U NPaKTUYecKue coobparkeHus
no NpUMeHeHUIo CybAMHIrBaibHOM MMMYHOTepanuu aanepreHamu B CLUA

0630p KAMHUYECKUX UCNbITaHWUIA

Current Evidence on Safety and Practical
Considerations for Administration of Sublingual
Allergen Immunotherapy (SLIT) in the United States

Tolly G. Epstein, MD, MS®, Christopher Calabria, MD", Linda S. Cox, MD", and Sten Dreborg, MD"  Cincinnati, Ohio; San
Antonio, Tx: Fi. Lauderdale, Fla: and Uppsala. Sweden

FOR MILD TO MODERATE LOCAL REACTION

SLIT Local Reaction and
| i i MOUTH: bothersome itching, and/or mild sweliing of lips and/or tongue
SyStem'C AIIerglc Reaction Emergency Plan THROAT: bothersome itching, irritation, and/or mild tightness

EAR: bothersome itching
GASTROINTESTINAL: mild abdominal pain, nausea, and/or cramps

ACTION=> use antihistamine: mg or mL

Patient name: Age:
Allergies:

Additional health problems:

IR FOR SEVERE LOCAL REACTION*

MOUTH/THROAT: swelling that causes hoarseness and/or throat closing

Concurrent medications:

Bce 3, pa3spelleHHble K NPUMEHEHUIO NpenapaTa, OR FOR SYSTEMIC REACTION*
Y, Y/ SKIN: hives all over body and/or redness all over body
CONPOBORAANNCE NHCTPYKLIMEN FDA' BNOKEHHON LUNG: shortness of breath, cough, and/or wheezing
B KaXXAyl0 YNaKOBKY, KOTOpaAa npeaycmaTpusana, HEART: weak pulse, dizziness, and/or passing out
GASTROINTESTINAL: severe abdominal pain, vomiting, diarrhea, and/or
4yTO Bpal-IVI/MeAMLI,MHCKMe pa6OTHMKM AONXKHbl cramping
«n ponMCb|BaTb ap,peHaﬂ MH B WIN pM ue, *You may only have a few symptoms. Symptoms can be life<threatening.
MHCTPYKTUPOBATL M 00y4aThb NaLMeHTOB O ero ACTION- Inject epinephrine in thigh using (circle one):
Hagnexaulem ﬂpMN\eHeHMM, M COBEeTOBaTb Adrenaclick (0.3 mg) Adrenaclick (0.15 mg)
o EpiPen (0.3 mg) EpiPen Jr. (0.15 mg)
60NbHbIM AO6MBaTbCﬂ HemMeaneHHou
o « Call 911 (before cailing contact)

meanumMHCKOU nomoLwim no ero NpuMeHeHMo». Emergency contact #1: home work cell

Emergency contact #2: home work cell
270 Tpe6OBaHMe ABNAETCA YHUKA/IbHbIM ANA Emergency contact #3: home work_ cell
3aperucTpmpoBaHHbIX B AMepuKe TabneToK Comments

Doctor's Signature/Date/Phone Number

Cy6J'II/IHI'BaII bHOIoO NpMMeHeEHUNA




Ucnonb3oBaHue :-mm-led)pm-la B K/IMHUYECKUX UCMbITaHUAX TabneToK Ana CVGI'IMHI'BaI'IbHOﬁ MMMYHOTEPanuun

Original Article

Epinephrine Use in Clinical Trials of Sublingual
Immunotherapy Tablets

Hendrik Nolte, MD, PhD", Thomas B. Casale, MD", Richard F. Lockey, MD", Bodil Svanholm Fogh, MSc®, Amarjot Kaur, PhD",
Susan Lu, PharmD", and Harold S. Nelson, MD"  Kenilworth. NJ; Tampa, Fla: Hersholm, Denmark; and Denver, Colo

CuctemHble annepruyeckue peakumn B MecTHble peakuum m Peakuuu, He cBA3aHHbIE ¢ npuemom Tabnetok ana CNINT
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SLIT-tablet Placebo SLIT-tablet Placebo SLIT-tablet Placebo
(N=2.,497) (N=2,139) (N=1,725) (N=770) (N=3.930) (N=2.246)
TabneTtkn annepreHos Tpas TabneTkn annepreHoB ambposmm Tabnetkn annepreHoB Kaelien AoMaLIHEeN Nblan

Ha3sHauyeHue annHedpuHa npu nccneposaHunax C/INT tabnetkamu annepreros: 1.8 Ha 100 000 po3



Tabamua E2 Cucremuble annepruyeckme peakuum, cBasaHHble co CJ/IUT TabneTtkamu annepreHoB NbiibLbl Mpae, NposevyeHHble SNMHePPUHOM

Epinephrine Discontinued
Preferred term Symptoms/signs of the reaction Intensity  Day of onset Treatment self-administered trial
Anaphylactic reaction Swelling of lips, oral itch, and Moderate | Epinephrine, cetirizine  No Yes
dysphagia
Drug hypersensitivity  Chest discomfort, dysphagia, Mild 1 Epinephrine, loratadine, No Yes
dysphonia, oral pharyngeal itch, prednisone
swelling and irritation, rash
Anaphylactic reaction Oral itch, sneezing, rhinorrhea, and Mild | Epinephrine, loratadine  No No
throat irritation
Hypersensitivity Lip swelling, dysphagia, and Moderate 1 Epinephrine No Yes

intermittent cough

Tabnuua E3  CuctemHble annepruueckue peakuuu, ceasaHHble co CJ/IUT tabnetkammn annepreHos ambBpo3uu, nponevyeHHble ANUHEPPMHOM

Day of Epinephrine Discontinued
Preferred term Symptoms/signs of the reaction Intensity onset Treatment self-administered trial
Anaphylactic  Oral symptoms, throat swelling, Severe 6 Epinephrine, diphenhydramine, Yes Yes
reaction dyspnea, nausea, prednisone, ranitidine

light-headedness

Tabnuua E4  CuctemHble annepruueckue peakumm, ceasanHble co C/IUT Tabnetkamu annepreHos Kaeweii domawHeil nbiau, nponeyeHHble ANMHePpPUHOM

Symptoms/signs of Epinephrine Discontinued
Preferred term the reaction Intensity Day of onset Treatment self-administered trial
Hypersensitivity  Itchy palms, facial flushing, Moderate 1 Epinephrine, desloratadine, No Yes
dyspnea, presynocope, pseudoephedrine

throat swelling

6 N06OYHbIX peaKkumm CHATbI INNHEPPUHOM



EudraVigilance - European database
of suspected adverse drug reaction reports

EBpOﬂEVICKaﬂ 6a3a AdHHDbIX O BEPOATHbLIX No6o4YHbIX peaKkunax 1eKapCcreseHHbIX cpeacts

* 3a nocneaHune 5 net EBponencKkoe areHTCTBO NO OLEHKe NEKAaPCTBEHHbIX CPeACTB
3apMKCcHMpoBano 45 oTyeToB O BEPOATHLIX aHADUNAKTUYECKNX PEaKLUAX,
CBA3aHHbIX C NPpUEMom TabneTok annepreHoBs nbiabubl TUMOodpeeBkn ana C/INT, 9
N3 KOTOPbIX OblNIM ONMaCHbI A5 *KU3HU

KonunuecTBo YacTHbIX c/lydaeB NO60UYHBIX peaKLuMii Y pas/IMuHbIX BO3PACTHbIX rpynn

Age Group Cases
Mot Specified 453
0-1 Month 1

2 Months - 2 Years p

3-11 Years 374
12-17 Years 438
15-64 Years 1,052
65-83 Years 24
More than 85 Years 0
Total 2,404
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2 Months - 2 Years
3-11 Years || '
12-17 Yezrs || -::
65-85 Years JJjf 44
More than 85 Years
0 200 400 600 800 1,000 1,200

KonunyectBo 4acTHbIX cny4vyaes



Karouesble NoN0oXMeHUA

* MecTHble noboyHble peakuun npu CJ/IUT aBnAoTCA pacnpoOCTPaHEHHbIMMU,
4aCTO BbIHYXAAOWMMN NPepBaTb KypC 1evyeHuns

* CUCTEMHbIE PEAKLMN TaKKe MOTYT C/Iy4aTbCA NPU annepreHHom
NMMYHOTEpPanmu

* AHaduMNaKTUUYECKUe peakumu asaatoTca peakumm npm C/IAT, ogHako, B
nnTepaType n MeXayHapoaHbix 6a3ax AaHHbIX papmaKkoHaa30pa
3adUKCUPOBAHbI Cly4an aHaPUNAKTUYECKUX peaKLui

* B HEKOTOpPbIX CTpaHax dNUHePPUH Ha3HaYatloT ogHoBpemMeHHO co C/TUT
HaTUBHbIMMW aNnepreHammu
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] obxopn, IgE-B3anmoaencTems




MoHoMepHbBIN aJ1JIeProua



JKCTPAKTbI

MoaUPULMNPOBAHHbDIX aN/1IepreHos:

TpaB nyrosbix

NMocTeHHuubI

Ambpo3um

Onusbl
bepesbl

MonbiHU
KowKku

Knewew

ByxapHWK WepPCTUCTbIN,
Tumodeeska nyrosas,
MaATanK nyrosom

MocTeHHMUA nygemnckas,
MocTeHHMUA NeKapCTBEHHAA
Ambp0O3MA NONbIHONNCTHAA

OnuBa eBpoOnemncKas

Onbxa cepan, bepésa
nosucnasn

MonbiHb 0O6bIKHOBEHHAS

JloOMalLHAA KOLKa

D. pteronisinus, D. farinae

AOMaLLHEHN Nbinun

No3npoBKa:

300 - 1 000 annepreHHbiXx eanHul, (AE)/TabneTtka



[-p ®anarnanm [-p Muctpenno
[naBHbIN Bpay PyKkoBoauTenb HayyHoO-
nccnenoBaTeNnbCKUX paboT



NMmyHoOI0THYeCKHEe U (PU3HUKO-XUMHUYECKHE
XaPaKTePUCTUKH MOHOMEPHBIX AJIJIEProuI0B

MoHoMepHble XuMUyeckn-mogudpuumnupoBaHHbIe aniepreHbl:
MMMYHOI0rM4Yeckana u GU3nKo-XxmummnuecKkaa XxapakTepucTmKa

Monomeric chemically modified allergens:
immunologic and physicochemical
characterization

Mistrello G, Brenna O, Roncarolo D, Zanoni D, Gentili M, Falagiani P. G. Mistrello’, 0. 'Bnnm',
Monomeric chemically modified allergens: immunologic and D. Roncarolo', D. Zanoni',
physicochemical characterization. M. Gentili’, P. Falagiani'

Allergy 1996: 51: 8-15. © Munksgaard 1996. "Department of Research, Laboratorio Farmaceutico

2 = . Lofarma, Milan; *Department STAAM, Faculty of
Allergenic extracts (Der p, grass, and Parietaria) or single allergens such s | Agicuure, University of Molise, via Tiberio 21,

Par j 1 (the major allergen of Parietaria) and ovalbumin (OA), a food 86100 Campobasso, ltaly Supplemacs K Viderne A4 - 2908
allergen widely used in animal models, were chemically modified by
reaction with potassium cyanate (KCNO), which transforms the g-amino
group of the lysine of proteinaceous allergens into ureido groups.
KCNO-modified (carbamylated) allergens have low allergenic potency, as Key words: aliergens; monomeric modified

XXVE Corgren of the Buropean Academy of Adergy
wed Cirieal Imrwnoliogy Abaerace Book
Warszawa, Pobed

610 une 2000

demonstrated in vitro (RAST inhibition) and in vivo (passive cutaneous allergens; potassium cyanate, RAST inhibition

anaphylaxis). When used to immunize rabbits, carbamylated allergens still | , . - Mistrelo T e e
induce IgG antibodies able to cross-react with native allergens Research Department el o ¥
(immunoblotting experiments). An interesting feature distinguishing Laboratorio Farmaceutico Lofarma 1.l b r- e — -
carbamylated allergens from other chemically modified allergens is the Viale Cassala 40 Tl | >y - rey
preservation of the native monomeric dimension as demonstrated by 20143 Milan .

SDS-PAGE analysis. Results are discussed from the perspective of clinical haly

application of carbamylated allergens. Accepted for publication 14 September 1995 Yo S
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MoHOoMepHbIN KapbamuaupoBaHHbIU anneproun

MoOHOMEpPHbIN KapbaMUAMPOBAHHbLIN anneprona noayyYatoT B pe3ynbTaTe peakuuu
KapbammnmpoBaHMsa UMaHATOM Kanua (He nymame ¢ yuaHucmeim Kaauem, KCN) npwu
WenoYyHom pH, 4To NPUBOAUT K NPEBPALEHUD E-aMUHOMPYNn AM3MHA B ypeugHble
rpynnbl. 9TO NO3BOJIAET COKPATUTb YMCNAO B3ammopgeuctsum co cneuyunduueckumm IgE u
cnocobCcTBYET NOABNEHUIO YCTOMUYMBOCTM K NPOTEOAUTHUYECKUM HEepPMEHTaAM

U3 aAAepreHa B aaaeproua

H H
I o | o
H,N-C-C H,N-C-C
- | OH ’ | OH
(CH,); (CIHz)s 2
H-C- NHz €-amuHorpynna il (|: | T 2 NH, YpeungHas rpynna
|!| H H

TomouMTPYANH



KAPEAMHU/IHPOBAHHbBIH
AJUIEPI O/ :
CHuoicenue e3aumooeiicmeuii ¢ IgE

10000 4

CpaBHeHue aKTUBHOCTU
HAaTUBHOIO U
MoandunpoBaHHOIro 0 1
3KCTPaAKTOB TpaB

¢ nomoubio EAST-

HaTtuBHbIN
3KCTPAKT Tpas

WHrMbupoBaHus : | MoanduumMposaHHbiii
(3H3I/IM- = 400 - | SKCTPaKT TpaB
' ¢50=58.0

anneprocopbeHTHbLIN TeCT) 000 -

Mistrello et al. Allergy. 1996 Jan;51(1):8-15



EUROPEAN JOURNAL OF ALLERGY
AND CLINICAL IMMUNOLDGY l.: ‘ lc;

Safety of sublingual immunotherapy with monomeric
all_ergoid in adults: multicenter post-marketing
surveillance study

C. Lombardi, S. Gargioni, A.Melchiorre, A.Tiri, P.Falagiani, G.Walter Canonica,

G. Passalacqua
BesonacHocTb cyb1MHBaNbHOM MMMYHOTEPaNM MOHOMEPHbIMU aNIeEProngamm y
B3POC/bIX: MHOTOUEHTPOBbIE NOCT-MapPKETUHIOBbIE MOHUTOPUHIOBblE NCCNEOOBAHUA

% OF
SIDE EFFECT PATIENTS

198 nauueHTOB
32 800 pos3

MpoaomxutenbHocTsb : 3 roaa

Rhinitis

Mbinbya, Knewm gomaluHen

Conjunctivitis :

TIME OF
ONSET

Moderate 45 min

< 60 min

- 0ra||tch|ng

Asthma

Anaphyla)(ls

15 mild

2 moderate




Dose-finding study of carbamylated  (f)Lofarma
monomeric allergoid tablets in grass-allergic
rhinoconjunctivitis patients

Ralph Mésges™ -2, Christina Rohdenburg'!, Andrea Eichel®?, Gregor Zadoyan'!, Elena-Manja
Kasche'!, Kija Shah-Hosseini', Walter Lehmacher!, Petra Schmalz* & Enrico Compalati®

lInstitute of Medical Statistics, Informatics and Epidemiology, Medical Faculty, University of Cologne, Cologne, Germany
Bbl60p ONTUMAJIbHOTO peXXuMa A03NpoBaHUA KapsaMMﬂMpOBaHHOFO MOHOMeEpPHOro
aaneprouvpa s Tabnertkax Yy nauunueHTos C aaneprmyeCKMm puUHOKOHbIOHKTUBUTOM Ha
NbiAbLUy TPaB

158 cnyvyanHbim 06pa3om oToOpaHHbIX -

B3POC/bIX NaLMEHTOB -
Immunotherapy
300 AE/peHb (n = 36),

600 AE/peHb (n = 43),
1000 AE/peHb (n = 39),
2000 AE/peHb (n =37)

Hayano neyeHun 3a 12 Hegenb (3 mecauya)
[10 Ce30Ha LBeTeHus

Immunotherapy, 2017, Nov; 9(15):1225-1238



Tabnnua 6 HexenatenbHble ABNEHUA NPU NEYEHUWN aNNEPTUU

Type of adverse event Total 300 UA/day 600 UA /day 1000 UA /day 2000 UA /day

Local 5
Gastrointestinal 7

.
1
Mild systemic 9 4
Unspecific 5 1

7

2
1
3
1
3

2
1
1
1
Other 12 2
7

- O N = =k O

Total 38 14 10

UA: Unit of allergy.

 HET cepbesHbix HexenaTtesibHbIX SBneHumn
 HET aHadunaktnyeckux peakumum
 HET HeobxogmMmocTn npuHMMaTb annHedpuH

M3 155 naumeHTos y 106 nauueHToB (68.4%) OTCYTCTBOBANIU HeXKenaTte/ibHble ABNEeHUA
coBcem, 38 HeXenatenbHbIX ABIeHUM 6blIn CBA3aHbI C NPOBOAUMOMN TEpanNUen, uYTo
cooTseTcTBYeT 3 HeXkenaTtesbHbiX ABneHna Ha 1000 npuHATbIX TabneTokK

Haunbonee 4acTtble HexenaTtesibHble SABIEHUS,
CBSI3aHHble C Teparnuen:

anapes (n = 5; 3.2%), BpoHxuT (N = 2; 1.3%),
CUMMNTOMbI PUHOKOHBIOKTUBUTA (N = 4; 2.6%), rornioBHas 6onb (N = 2; 1.3%)
oTeKk ofHoro rnasa (n = 3; 1.9%), 6onb B xmeoTe (N = 2; 1.3%)

rmnepToHus (n = 3; 1.9%),
yctanoctb/ynagok cun (n = 2; 1.3%)



Dose escalation using carbamylated monomeric tree pollen drops is well tolerated in
patients with allergic rhinoconjunctivitis and points towards clinical effects
— Letter to the Editor

E Raskopf, S Allekotte, E Compalati, J Singh, C Acikel, R M&sges

MosblweHne A03bl KAP6aMUAMPOBAHHOTO MOHOMEPHOIO a/iIeproMaa Nbiblbl AepeEBbEB B
KanafaX XopoLwo NepeHoCUTCA Y NALMEHTOB C aNi/IePrmyecKMM PUHOKOHBIOHKTUBUTOM M
AEMOHCTPUPYET KANHUYECKUit 3pdeKT

N=37 N=15 Day Visit Number of | Concentration of Lais® Dose of Dose of Lais®
Patients s::reened Screening Failures: sigE < 0.7 drops Frihbluher sublingual drops | placebo Friahblaher
kUIL (N=15) [UA/mL] [UA] sublingual drops
[UA]
1 V22 2 20,000 0 2,000
N=21 N=1
Patients randomised Withdrawal of consent 5 20,000 0 5,000
2 100,000 0 10,000
2to 3 B 2 100,000 0 10,000
l I
N6 N=15 4 V3?2 3 100,000 0 15,000
Placebo Tree pollen drops 5 100,000 0 25,000
| | 5to 7 2 5 100,000 0 25,000
[ | [ |
N=§ N=0 N=13 N=2 8 V42 10 100,000 0 50,000
Completed Drop out Completed Drop out 9to 71 b 10 100,000 0 50,000
N=2 N=6 N=T | N=13 N=0 N=2 . .
PP I PP I PP nr CDa3a. lla

* [1n3alH: ABOMHOE CNenoe,
PaHAOMW3NPOBAHHOE

* CpegHAaa Npoao/IKNTENbHOCTb NeYeHuna : 68.0
AHen (MuH: 8 gHen, makKc: 77 aHen)
[8 aHel HavanbHbIM Nepuoa, 60 gHeNn
noaaepKmnBatoLLnii]



Coobuwaemblie NauMEHTOM Ha NMPUEME N CNOHTaHHbIE MECTHbIE HeXenaTenbHbIE ABMEHUS
cnydanuce B 1.4% n3 920 Ha3Ha4YeHnN

4 COO6LLI,aeMbIX NayMeHTOM Ha npueme 1 3 CNOHTAHHbIX MECTHbIX peaKkuuu 6bin 3a¢MKCI/IpOBaHbI y 2
naymneHToB Yyepe3 30 MMH Nocne HazHavyeHuA

He 6b1210 3aPUKCUMPOBAHO CUCTEMHbIX peaKkuui |l cteneHn nam Bbille

CuctemHble annepruyeckue peakumm Ha o4HOro NauneHTa, NoAy4varoLWwero 1e4eHmne: nocne yBeandeHus
n03bl 0 25 000 AE, y nauueHToB bbliv OTMeYeHbl 6 CUCTEMHbIX peakuuin (pUHKUT) | cteneHun Taxkectn 1 6

MECTHbIX peakunmn # 3302000
15+ e
- 300000

144
F 134
© =3 CnoHTaHHble
g 124 - 250000
x mm CoobluaemMble NaLMeHTOM Ha npueme y Bpada
E 114 =
s 107 L 200000 3
) <
[ 9 g
$ 3
g 84 ®

I

e s - 150000 B
o 7 o
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T ©7 2
g B L 100000 3
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I
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[o3a cybauHrsanbHoro ananepronga nbliblbl 6epesbl B Kanaax (AE)
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CyOuunrsaabHas ummyHorepanusa (CJIUT)

BpemeHHOM nepuog,

@

MNpukpenneHune
annepreHa (MuH)

Cnusucrasa 060s104Ka

@

3axBar annepreHa
OEeHTPUTHbIMU
KNeTkamu

(15 - 30 muH)

.
-
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“ /.
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s J
- 29
l AnnepreH

CobcTBEHHasA NNacTUH
C/IU3UCTON

MopcnusuncTbiii cnoii

®

Mwurpauuma K

APeHupylowmum
numdaTtnyeckum
y3nam (12 — 24 y)

@
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Clinical and Experimental Allergy, 2001, Volume 31, pages 54-60

Pharmacokinetics of an allergen and a monomeric allergoid
for oromucosal immunotherapy in allergic volunteers
M. BAGNASCO, G. PASSALACQUA*, G. VILLAt, C. AUGERI{, G. FLAMIGNIT{,

E. BORINI, P. FALAGIANIi, G. MISTRELLO}, G.W. CANONICA* and
G. MARIANIY

Allergy and Clinical Immunology and *Allergy and Respiratory Diseases and t Nuclear Medicine Service, Department of
Internal Medicine, Genoa, $Lofarma S.p.A., Milan, Italy

dapmMaKkoKUHeTUKa annepreHa U MOHOMepPHOro
anneprouvga npyu opomMyKosanbHOM UMMyHOTepanum y
Ao6GpoBonbLEeB-anneprukos

LATERALE 9-19"

¥ npornatbiBaHWe



PaanoakTUBHOCTb Naasmbl, % Ao3a/AnTp

Bpema nocne npuema, yacol

I Anneproup, B Tabnetke l
~AnnepreH B pactesope ’

AnnepreH B Tabnetke J
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YCTOMYMBOCTD K SJH3UMATHYECKOH JIerpajanuu

MpupogHbIA annepreH *
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ORIGINAL PAPER GLINICAL &
EXEPERIMENTAL

Sublingual immunotherapy with Dermatophagoides monomeric allergoid
down-regulates allergen-specific immunoglobulin E and increases both

interferon-vy- and interleukin-10-production

L Cosmi' *, V. Samtarlasci' *, R. Angeli®, F. Liotta", L Maggi®, . Frosali®, O. Rossi”, P. Falagiani’, G, Riva’, S. Romagnani®, F. Annunziato”
and E. Maggi*

enter of Reseorch, fromfer. Migh Edocotion DENCthe, Unfuersity oF Ronence. Frevie ond " loformo Allergeni, So8 Mitana, oty

CybnuHreanbHaa MMMyHoTepanmMa MOHOMEpPHbIM anneprongom Dermatophagoides cHUXKaeT ypoBeHb
annepreHcneundpuueckmx IgE n ysennumsaet npoayKumio y-uHTeppepoHa U UHTepaenknHa-10
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Cosmi - Maggi - Romagnani . Clin Exp Allergy2006



dddexT CyOIMHIBAIBHOM
NMMYHOTEPAIINA MOHOMCPHBIMH
auicprouiamMm TpaB Ha nponmbepaumo
ajuiepreu-cnenupuyeckux T-kiaeToxk u
NPOAYKUMIO MHTEPJICNKNHA-10

Effect of sublingual
immunotherapy with grass
monomeric allergoid on
allergen-specific T-cell

* proliferation and interleukin 10
production

12

14

IL-10

BASEUNE

16 18

nocne CJZINT

Mponudupauma T-KNeToK, ycpeaHeHHble NoOKa3aTenm

W no
@ nocne

nil Phip1 Grass tetanus
antigen

BepOFITHOCTH bl AnanasoH

Tabn. 2 Yucno IL-10-nonoxutenbHbIX KNeTok cpegu CD3+

T-numdouymuTos (%)

AoHop po CINT

~ 0 -

8
11

CpegHee

0.68
0.71
2.18
0.90
1.42
0.90
0.71-1.42

nocne C/INT

1.22
3.29
4.63
2.98
5.49
3.29
2.98-4.63

Burastero et al, Ann Allergy Asthma Immunol. 2008, 100:343-350




Karoyesble NoN0oXeHUA

* MoHoMmepHbIN Anneprouna Lais® Hannyywmm obpasom BAUAET HA
COOTHOLWEeHMe puck/nonb3a

* Lais® obnapaet 3aMeTHO CHUKEHHOW aNlnIepreHHOMN PeaKTUBHOCTbIO
* Lais® coxpaHAeT pa3amepbl MOJIEKY HAaTUBHbIX aNN1E€PreHoB
* Lais® obnapgaet ynyyweHHbIM npodunem bMogocTtynHoCTm

* Lais® oKa3blBaeT Ha MMMYHHYIO CUCTEMY NPO-TO/IEPOTreHHOE BAUAHUE



CUCTEMATUYECKMIA OB3OP ) _
_ Carbamylated monomeric allergoids

as a therapeutic option for sublingual

KapbamunupoeaHHble MOHOMepHbIe asaep2oudsl KaK

cpedcmaso 018 cybnuHesanbHOU UMMyHOmMepanuu . . . .
PUHOKOHBOKMUBUMOS , 8bI3bI18AEMbIX KAeWamMu iy H}f/ e7 ﬂ[) 4 Qfd’ (st 1nile— Hﬂd’ 5'7' (7AX]
domauwiHell noiau u nelasyoli mpas: cucmemamudecKkuli . . . . . a_ e
B v —— ——. pollen—indiced allergic riunoconjunctivitis:

mabnemkamu Jlatic ® c mMema-aHanU3OM

a systemnatic reviei of published trials with a

mela-analysis of treatment using Lais® tablets

— R. Mésges, B. Ritter, G. Kayoko, and S. Allekotte

nccnesoBaHnA, NoTomy
YTO He CBA3aHbI C —_—
Tabnetkamu Lais®

Dermatophagoides: 52

O6Lyee YMCN0 NPOBEAEHHBIX
vccnenosaHuii: 91

nevel nap:
Dermatophagoides 8 He aKTyanbHble
: nccnenoBaHuna, NOTOMy 4To

He cBA3aHbI C TabneTkammn
CBegeHUit 0 Lais® I'pacc: 82
pesynbTaTax
nccneposanua Lais®
Dermatophagoides 8
TabneTkax Het: 1

He akTyanbHble nccnefoBaHms,
T.K. HECMOTPA Ha TO, 4TO
Tepanua cBA3aHa c TabneTkamu
Lais pacc, He 6b110 0630pa
pe3ynbTaTos: 3

AKTyanbHble

A 6 nccnepoBaHum MccneaosanwA nocre 6 uccnepoBaHuUiA

nepBoro aHanusa: 6

[1BoMHbIe cnenble naauebo-
KOHTPOAMPYEMblE UCC/Iea0BaHUA,
HabnoaaTeNbHblE UCCAel0BaHMS,
PaHAOMU3NPOBAHHbIE
KOHTPOAMPYEMble UCCNea0BaHUA U
PETPOCNEKTUBHbIE UCCNeA0BaHUSA




-34% CHUXeHune CUMNTOMOB

-48% CHUXKeHne NoTpebHOCTM B MeanKaMeHTax

Ony6nukoBaHHbIe
nccrnegoBaHus nedeHus

anneprm4eckmnx

PUHOKOHBIOKTUBUTOB,
NHAYUMPOBAHHbIX

NblNbLOW TpaB

Author

V Bordignon
(1994)

C Caffarelli
(2000)

G Cavagni
(1996)

C Lombardi
(2001)

ML Pacor
(1996)

AG Palma-
Carlos (2006)

Method

Double-blind,
placebo-controlled
trial

Double-blind,
placebo-controlled
trial

Double-blind,
placebo-controlled
trial

Open controlled
trial

Observational
study

Double-blind,

placebo-controlled
trial

Study participants

Allergoid Placebo,

tablets control
30 30

24 20

24 20

26 25

34

17 16

Duration Intervention

3 yIs

1 yr

2 yrs

3 yrs

2 yrs

2 yrs

SLIT ws. placebo

SLIT vs. placebo

SLIT vs. placebo

SLIT vs. control

SLIT

SLIT vs. Placebo

Outcomes
Relative improve-

ment in symptom
score

38.5% (p < 0.03)

31.66% (p < 0.01)

30.45% (p < 0.01)

Rhinitis: 17.27%
(p=0.01)
Asthma: 60.47%
(p=0.01)

$<0.001

p<0.03

Relative
improvement
in medications
score

74.60% (p <
0.007)

22.63% (p<0.05)

Rhinitis: 55.55%
(¢ = 0.01)
Asthma: 68.43%
(p = 0.017)

1.s.

p=<0.02



-22% CHUXeHne CMMTOMOB
-24% CHUXeHUe NoTPebHOCTU B MeaNKaMeHTaxX

CraHpapTHOE OTKNOHEeHUue CraHpapTHOe OTKNOHEeHue
& ——
= o

. B: BTOpO/ roa neyeHusn
A: NepBbIi rof neyeHus

Ony6nukoBaHHbIe Study participants Outcomes
- __ Relative
nccnegoBaHuA Author Method Allergoid Placebo, Duration Intervention rfl{leél;:li‘:slnlrgr:(‘)z; improvement
nevenud tablets  control s in medications
annepruyeckunx score score
PVUHOKOHBIOKTUBUTOB, L Cosmi Open, parallel
2 ) > - 2 0/ < 0.05) 39.51% < 0.05

BbI3BAHHBIX KITeLLami (2006) group design 11 9 2 ys SLIT vs. control 2.44% (p < 0.05) 39.51% (p < 0.05)
JoMaLlHen nbinn Randomized trial,

M La Rosa & =

11996) parallel group de- 30 21 SCIT 19 mos SLIT vs. SCIT ns. ns.

{ sign

M Marogna S o 5 . ;

(2007) Retrospective trial 53 1 1—4 yrs SLIT vs. control  p < 0.001 P <0001

]f-\[L }’acor Open observational 14 Do SLIT 2 e

(1995) study :

G Passalacqua Sl

1998 E placebo-controlled 10 9 23 mos SLIT vs. placebo  48.4% (p < 0.0002) ns.

{ ) trial

&5 Passslacams. oo L,

"’0(;6) e placebo-controlled 28 28 3 ys SLIT vs. placebo  13.9% (p < 0.05)  7.83% (p = 0.036)

e trial

Note: n.s. = not specified



BcecemupHas anieproioru4eckasi OpraHu3auusi
CoracoBaHHbIH JOKYMEHT

Ca ¥ "

LS ?

1986 1997 Bayn'o:::“ et al.
Abso: and
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A NEPTONOTHYECKHEH
o N 6, 2013

B nomepe:
* Komuniit 6apnep, xcepos i xynepos

* 3oa it crad M HOAMDOSHALT PRIOCHIYCHT

* Bponxuarbuan acTMa: XOMOPGRINDIC COCTOMIRA,
nebyraitsepuan Tepamus

* Aesapcrpenman asveprmn. Metoamiecsne pexomengaunn

I 4 p

30-50% 50-70% 70-90%
Puc. 4. Cy0LeKTHBHAS OlCHKA NANHeHTaMH YPPEeKTHBHOCTH
CJIUT aieproniom Lais* (1aKkossie Tpasel). Haa cronibu-

KaMH YKa3aHo a0Co110THOE YHCI0 NAHEHTOB

. {8 i A 7 .
HOBOCTH bIHKA (pApM. CBTHUYECCKHUX ITPEIIapaTos 1 M€, MHCKOM TEXHHUKH

YAK: 616-08-039.71

OI1BIT ITIPUMEHEHUS KAPBAMMAMPOBAHHOIO
MOHOMEPHOTO AAAEPTOMAA LAIS®

AASI CYBAMHIBAABHOM MUMMYHOTEPAI TN
IIALIMEHTOB C AAAEPITMYECKMM
PMHOKOHBIOHKTUBMUTOM, BHI3BAHHBIM
IIBIABLIOV 3AAKOBBIX TPAB :

M.B. Aaunawruena, HW. Mabuna, A E. lllyarkenko
OTBY «I'HL Uuctiryr ummynosormn» OMBA Pocenn, r. Mocksa

KrroueBoie croba: aarepruuecKuit pyHOKOHBIOHKTHBHT, CYOAMHIBIALHAS MMMYHOTE pamisI,
KapOaMHAMPOBAHHEIH MOHOMEPHEIN AAAEPIOMA

120
00
65,7%
e
&0
36,7% 0
20
0
3 3.3% S5 2206 2005 (6 06 1205 1906 3605 8307 1957 707 M 107 (748
A > Pre. 1 Koies rpauns ssuiieess seped sianos 8 Mocase &
AP APUWEA AP MATA  PelodM 2012 K 2013 rowne

Puc. 1. Pacnpejesiense NaHEeHTOB, NPHHSIBIIHX YYacTHe
B HCC/IEI0BAHHHA, 10 HO30J0THYCCKHM (QOopMaM.

AP — annepruueckuit punut: BA — OponxuansHas
act™a; At/l — aronudecKnit epMaTuT

® YnyyweHve (74,1%)

8 OrtcytcTENe
apexTa (18,5%)

= Yxynwenue (7.4%)

Puc. 3. DpdexrusHocts CJIUT amteprontom Lais* (31a-
KOBBIE TPABHI)



e Hosoctu PERIHEA Q)apmagemwmecmt,\' IIpETIapaTos 1 A\\eAl'il;MHCKOf’i TEXHUKHU *

YOK: 616.211-002

OI1bIT IPMMEHEHMS KAPBAMMUAMPOBAHHOTO
MOHOMEPHOI'O AAAEPTOMAA LAIS”
AN CYBAMHIBAABHOM MMMYHOTEPATTMA

1205

ITAIIMEHTOB C AAAEPTHMYECKMM
S PMHOKOHBIOHKTMBMUTOM, BbISBAHHBIM
e T e ITBIABLIOM 3AAKOBBLIX TPAB 1 KAEITAMM
s s DERMATOPHAGOIDES PTERONYSSINUS
'"....._.......;:- " M DERMATOPHAGOIDES FARINAE

M.B. Aanuasruena, H.U. Mabpnna, AE. [llyabkenko

@IBY «THL Mucturyt ummyHnosorun» GMBA Poccun, r. Mocksa

Kasoueboie caoba: araepruueckuil pHHOKOHBIOHKTHUBUT, Cy OAMHIBaABHAS HMMYHOTEPATTHS,
KapbaMMAMPOBAHHEIH MOHOMEPHBIH AAAEPIOMA
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v Ynyswienwe
80 » Beaadpekta
60 ® Yoynuexue
40
20 l
0
4 naumenTta 1 naumeHT 3 naumeHta 1 naumensT

Puc. 4. Dddexrnsnocts CJTHT anzeprownom Jlasic® (kaemu
Puc. 5, Cumkenne noTpedHocTH B AeKonrectanrax (% TOMAIHEH NLUTH)



1. lMpenapatbl  ABNAKOTCA  BbICOKOIOODEKTMBHBIMM  ANA  NE€YEeHUA
NAUMEHTOB C aJNEePrMyeckKMmM PUHUTOM U KOHDBIOHKTUBUTOM C
CeEHCMbunnsaunen K nbinblLe 31aKOBbIX TPaB M Kaewam AoMallHeM
Nbl/n;

2. Obnapatot xopowmnm npodpunem 6e3onacHoOCTy;

3. ObecneunBatoT BbICOKYIO MPMUBEPKEHHOCTb K
NlevyeHunto.

MpenapaTbl MOryT 6bITb PEKOMEHAOBAHbI ANA LUMPOKOTO UCMONb30BaHMUS
B /Ie4YEHUN MALMEHTOB C aNNNIEPTUYECKMM PUHUTOM N KOHBIOHKTUBUTOM C
ceHcubunmsaumnen K Nblable 3/1aKOBbIX TPAaB U PUHUTOM Y NALUEHTOB C
ceHcUbunmsaumnen K Knewam AoMaLlHEN NbIAW.




Karoyesble NoN0oXeHUA

* MoHOMepHble annepromapl Lais® nokasanm KAMHUYECKYIO
3PPEKTUBHOCTb NPU IeYEHUN ANNEPTUYECKMUX PUHMUTA U ACTMbl Y
B3POC/IbIX U AETEN

* Lais® BHec bonblow BKIaa B mexxayHapoaHble nccnegosanma C/INT

* Lais® poctyneH B Poccumn Ans nevyeHma anneprmm Ha nblaibly TpaB U
Knewemn goMallHeN nblau

* Lais® lpacc u Lais® JepmaTtodaromnaec ycnewHo npMmMeHsoTCs B
Poccuu



3a4eM HyXKeH anneprouvna ?

anneprex annepromp,

T ; ﬁ ".'(;-’:}

Be3onacHbi, XOpPOLLO NepeHOCUMbDIN,
3¢ PeKTUBHbDbIN,
C NONOXUTENbHOU AUHAMUNKOUN NPUMEHEHUA



YacTo 334aBaembie BONPOCHI

[1Copeput nn Lais® Bce 3Ha4YMmble annepreHbl?
[JKakmm naymeHTam Heobxoamm Lais®?
[JHY»XHbI i1 cneymanbHbie Mepbl NPeaoCTOPOKHOCTU?
[1Kakon cnocob npumeHeHusa nyyuwe?
[IMpepnaraembin rpadpuKk nevyeHma?
[IMopaepusatowme no3bl?

[JKaK ynpaBnatb peakumm noboyHbimm spPpektammu?
[JKaK oonro ne4ymtb naymeHToB?



BanseT am xummyeckaa mogmdukauma Ha
CBOMCTBA a/1/1epreHoB B BaKLMHeE?
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Aldlergen identification and e gy AND CLINICAL IMMUNOLOGY

characterisation of lysime modification imn

monomeric allergoids

NpoeHTnduKauma annepreHoB m

1. = 1. = =, = 1.

Waschil, CC': Steinaer, M ': Mistrello, G~ Briza, P '; XapaKTepuCTMKa MOLI,VICI)VIKaLI,VIVI NN3NHA Y

Ferrsira-Briza, F'; Hirmily, k"

"Molecular Biology, Paris Lodron Uniwversity of MOHOMEPHbIX aninepronanos
Salzburg, Salzburg, Austria; Lofarma spa, Research

and Dewvelopment, Milan, Austria

BONbLWWMHCTBO OCTAaTKOB JIM3UHA
Macc cnekTpomeTpua +

MOANPULMPOBAHHbBIX SKCTPAKTOB Hblnn
XNAKOCTHaA XpomaTtorpadus

Kap6aMVIJ'IVIpOBaHbI
Phleum prartense (TumodeeBKka nyrosasn) Dermatophagoides pteronyssinus,
Holcus lanatus (ByxapHuk wepcmucmeoiii) Dermatophagoides farinae
Poa pratense (Mamnuk nyzoeoli)
Der f 1-2-3-7-10-11-14-18

Phl p1-2-4-5-6-7-11-12-13 Der p 1-2-3-7-9-10-11

Hol I11-5

Poa p1-5

AnnepreHbl, 06HapyKeHHble nocsie moanduKkaumm




Kaknm naupeHTam Heobxoamm LAIS®?




MoHomepHbin Anneprouna, ana CNAT :
NPU3HAKKW ANA NOKa3aHUA K Ha3HAYEeHUIO

* JKCTPAKT TpaB

(Phleum pratense (TumodeeBka nyrosas) 33%, Holcus lanatus (byxapHuK
wepctncTbin) 33%, Poa Pratensis (matnuk nyrosoi) 33%)

* DKCTPAKT KNewen goMallHeN NbiAu

ermatophagoides pteronissinus 50%, Dermatophagoides farinae 50%
(D hagoid issinus 50%, D hagoides farinae 50%)

‘1

AcTma PUHO-KOHDBHOKTUBUT



KakoB npeanaraemoi nnaH ne4yeHma?
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[MhaH neyeHuUn

TpaauLMOHHaA cXema HapallMBaHMA [03bl: -

1-bih 1tabnetka 300 AU
2-ou 2 Tabnetkn 300 AU
3-un 3 tabnetkn 300 AU
4-bin 4 Tabnetkn 300 AU
noaAeprKkKka 1 tabnetka 1000 AU

Cxema 6e3 HapawmMBaHUA A03bl:

1-bin 1tabnetka 1000 AU



(xema neyenus™

30 2 Mecsiya 40 HOYANQ (E30HO LUBETEHKA U BO BPEMA HerO.
TaGreTkw fepxar ROJ M3biKOM [0 NonHoro paccockisaems (1-2 mueryTni).
* Oa3a onpefieneHHA MKTMANLHOR TEPANEBTHYECKOM 03bi:

Bk
[ Skl 1 C B
Fit gews — 1 To6n. (300 AE), 2t pews — 2 Ta6n. (600 AE),

3t gews — 3 To6n. (900 AE), 4-it pews — 4 To6n. (1200 AE).
o Dasa neveHus:

- o|o|e
r SRl C B

no | vobn. (1000 AE) & gens 5 pas & negenio (Honpumep, ¢ noHegensHIKa N0 ARTHALY).

ACHT pexomenposano npooguTs oT 3 fo 5 ner. [
* Mpepnoxetsbie Cemb NeveHus NpHBeeHb! HIKMIOYHTENLHO B KOHECTBE POKOMEHUHH. " 8 "\}9‘
Cremy npuema npenapata onpegjensieT BPaY-GINEPIoNOT HO OCHOBOHHK HOGMIONEHWN W GHOMHE3D, . ¢ ki &~ -
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Y S LR
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Imm- c"w CnA:s < 4 ‘é( L P P
20143, Vranus, Munaw, Buane Kaccana, 2. 40. } ¥ '*’,1,;.':'{ A
“ ),



(xema neyeus™

TobneTkw fepxar nog A3bIKOM A nomoro paccocsisatms (1-2 mimyTsi).
« (Do3a onpefieneHu MOKCHMONbHOA TEPanNeBTHUECKOM [O3bi:

Ak
I ol | C B
Tt e — 1 1a6n. (300 AE), 2- gens — 2 vobin. (600 AE),

» Qaza nevenus:

- -
a8 C Y gam C B

no 1 va6n. (1000 AE), o7 2 o 5 pas & Hepiemo No yMOTpeHMIO BPOYA.
ACHT pexomenposano nposofwTs o1 3 Ao 5 ner.

* lpegnoxenibie Cems! Ne4eHns NPHBENEHS HKTIOYHTENBHO B KOYECTBE PEKOMEHAOLMH. &
Mwmmmmmﬂmpﬁumx
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Nodpapua CnA -

20143, Uranus, Munau, Buane Kaccana, a. 40.

=

F
4
&
o) ,
:
g
%
n

. o
o~




daKTopbl, KOTOpbIE HeObXoAMMO =" @

VYUTLIBATL A1 KOPPEKTHOIO o Avg
Ha3Ha4eHUA 3
Bl
1. IgE onocpenoBaHHbIM mexaHn3m (CKuUH TecT/CAP cbIBOPOTKHM)
2. YeTKaa B3aMMoOCBA3b CUMNTOMOB C NPUYUHOMU U CNeaCcTBUEM
3. WcKnoyeHue apyrux npuvmnH
4. BnmAHne CMMNTOMOB Ha Ka4yeCTBO XU3HU, TPYAO0CNOCOOHOCTb

n yyeby

Cnabbin addeKT oT cTaHaapTHOM dapmaKkoTepanmm
[Mobo4yHble ABNeHUA OT papmaKoTepanunm

OTKa3 oT uHbekummn (MKUT)

[OTOBHOCTb K A/IUTENIbHOMY JIEYEHUIO

OTcyTCTBME NPOTUBOMNOKA3aHMNM

© 0 N oW




[1pOTMBOMNOKAa3aHUA

* HenepeHOCUMOCTb NaKTO3bl,

* Cepbe3Hble cucTeMHble 3aboneBaHus,

* AyZTOMMMYHHbIe 3ab0n1eBaHNA B aKTUBHOW Pa3e,
* UMMyHOAEPULUAT,

* XpOHMYECKNE BOCNANNTE/NbHbIE
3aboneBaHus,

e CepaeyHaa HeAOCTaTOYHOCTD,

* Heonnas3us, Alert
* BupycCHble nHdeKkumn,

* CUNbHO Bblpa*KeHHaa HEKOHTPO/IMPYyemas acTMma,

* OPB1 <70%

* [IpOTMBONOKA3aHUA K aapPEHANNHY




Cnocobbl npnema

Cy6AMHIBaNIbHbIN C NPOrNaTbiBaHUEM J N

* MMopepKkuTte TabneTKy Nog, A3bIKOM NApPy MUHYT Ha rO/I0AHbIN
YKEeNyaokK, 3aTem NporIoTUTE OCTaTKU

* He npuHMmath c eaomn

* [lepByt0 403y MOXKHO NPUHATbL NoA HabatogeHem Bpaya

* [TauMeHT A0NXKEH ObITb MPOUHCTPYKTMPOBAH O TOM, YTO, B C/ly4ae
Cepbe3HbIX CUCTEMHbIX PeaKkUMi, HYXKHO 06paTMUTbCA K Bpayuy U
NMPMOCTAaHOBUTbL NpMEM npenapaTa




OcobeHHOCTM NpUMEHEHUA

!

=
N3berante npuem &B;wﬂ
ANIKOTONA U CUbHbIX oo
PU3nyecKkmx Harpysok s

[locne npnema BO3MOXKHO YYBCTBO
YyCTaNoCTH

C OCTOPOXHOCTb NPU BOXKAEHUU U
NCMO/1b30BaHNN MEXAHN3MOB




OcobeHHOCTM NPUMEHEHUS

He HauMHaliTe npnem Bo Bpemsi bepemMeHHOCTH
NN BCKapM/IMBAHUA

ConyTcTBylowme ocTpble 3aboneBaHms (nMxopaaxa,
rpunn..): BPEMEHHO NPEKPATUTL NPUEM A0
BbI3A0POBAEHUSA

BocnaneHmna poToBOM NOMIOCTU: Y NALUEHTOB C
CepPbE3HbIMM BOCMA/IEHUSAMU POTOBOM MONOCTHU
(KpacHbIM NIOCKUI NnLLIAN, A3Bbl, CTOMATUTbI), paHaMM
B POTOBOM NOJIOCTU, NOC/SIe ONepaLun B pOTOBOM
NO/I0CTK, BKAOYAA yaaneHue 3ybos nam notepto 3yoa,
Heobxo4ANMO OT/IOKUTb Hauyano JIe4yeHUn




OcobeHHOCT NpUMEHEHUA

AHTNOaKTepManbHAA BaKUMHALUMA:
npeKkpaTnTb 3a 1 Hegento Ao
M BO30OHOBUTbL Yepes 2 Heaenu nocne

PaccmoTpuTe anbTepHaTUBHbIE NpenapaTbl Uau
COOTHOLIEHMEe PUCK/No/b3a

[1o Havana cneymndunyeckon MMMyHOTEpPanum
CMMNTOMbI aNJIEPTUKN A0NXKHbI ObITb
cTabnan3npoBaHbl COOTBETCTBYIOLLNM
bapMaKonormyeckum fe4eHmem

Vaccination

for health protection




OcobeHHOCT NpUMEHEHUA

Y nayMeHTOB C aCTMOM, Ha NepPBOM 3Tane,
C/IUT ponKHa NPUMEHATLCA B 40MOJIHEHUE K
dbapmaKkonorm4yeckom Tepanmm NPOTUB aCTMbl,
a He B KQYecTBe 3aMeLllatoler No OTHOLWEHMUIO
K npeALecTByOWenN Tepanum

PekomeHayeTcA He NpepbiBaTb BHE3aNHO
npuem npenapara, McnoJibsyemoro aAnAa
KOHTPO/1A aCTMbI

Mpuem npenapaTta 419 KOHTPO/IA aCTMb
[0/1KeH COKPALWATLCA NOCTENEHHO, MO,
HabnoaeHnem Bpaya, U B COOTBETCTBUM C
NPOTOKONOM Ne4YEHUA aCTMbl







Thank you
for your attention!

(%Z6acs 3a BHUMaHKe!

A-p DHpuKo Komnanatu
Dr. Enrico Compalati
compalati@lofarma.it
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