[loKa3zaHuAa u
NPOTUBONOKA3aHUA K
nposeaeHnto ACUT

Anekceun Bnagumunposud JlyHuoB

K.M.H., Bpad anneprosior-mmmyHosnor, pykosoguteno PecnybnukaHckoro LleHTpa KnnMHU4YecKon
nMmmyHosriormm wn annepronorun, FAY3 «PecnybnukaHckas knuHudeckast OonbHuua M3 PTy,
KNMMHWYECKUI npenogasartesib nporpamMmmbl pe3ngeHTypbl KI'MY, KasaHb

1 | ALK Corporate presentation



[lona naumeHToB ¢ OPOHXMANbHOM acTMON be3
COMYTCTBYOLWMX 3aD0NEBAHNN

100% -

90% -
80% -
70% -
60% -

50% -
40% -

30% -
20% -

10% -

El

18 - 45 net 46 - 64 ropga 65+ net
n=8364 n=11823 n=>5788

0% -

Sumino K. et al. J Asthma, 2014; 51(3): 306-314



KoMopbunaHble COCTOAHMA NPU aCTME

PURHUT:
annepruyeckun,

Heannepruyecknii,
NO/INMO3HbIN

XpoHUYecKum
CUHYCUT

r3PE J

|

ApTepunanbHaA OupeHue I
rmnepTeHsua 1
NBC

COAC |

hxhh_

[OpMOHasibHble
HapyLeHnA

|

LP Boulet, Eur Respir J 33:897-906, 2009

MMNepBeHTUNALNOHHbIN

CUHAPOM

ACTMA '

N

[McuxoreHHaa natonorus

4

KypeHune
HWKOTMHOBAA 3aBUCMMOCTb

— 3
XOBbJ1
3

PecnupaTtopHblie
NHbEKUNMU

[Npoymne cocToAHUA:
ATONMYECKUN aepmaTmT
BpoOHX03KTa3bl

AB/A




% naumeHTosB

70

60

50

40

30

20

10

[lona nauneHToB C apTepuanbHOM rmnepTeH3nen

18 - 45 net
n=8364

46 - 64 rona 65+ net

n=11823

n=5788

Sumino K. et al//) Asthma, 2014; 51(3): 306—-314



Jlona nauneHToB C AenpeccUBHbIMU paCﬂpOﬁﬂBaMM Npn aCtme

% naumeHTosB

50
45
40
35
30
25
20
15
10

ﬂ,enpeccvm ysenanumeaeT PpUCK OGOCTpEHMﬂ

acTmbl B 10.8 pas?

18 - 45 net
n =8364

B

46 - 64 ropa

n=11823

2.

1.

65+ ner
n=5788

Sumino K et al//) Asthma, 2014; 51(3): 306—314
ten Brinke A et al// Eur Respir J 2007; 26:812-818



NpoTtusonoKasaHua gna npoeeaeHna ACUT.:

YTBepxaeHo

lpesuuymonm PAAKH 1. Tsaxenble MMMYHOMNAaTONOIrM4eCcKkne COCTOAHMA n
23 pexabpa 2013 .

NMMMYHOAEDULNTDI
2. OHKonormnyeckue 3abonesaHmsA
3. Tarkenble NCUXMUYECKME PaCCTPOMNCTBA
4. JleyeHne OeTa-6n10KaTOpPamMKM, BKAKOYAA TOMMUYECKUE

dopmbl
QEAEPA/IbHBIE KTHHUECKHE PEKOMEH IALIMH 110 5. Mpuem  uHrMbutopoB MAO B  coyeTaHum C
TPOBEAEHHHO ALIEPTEH-CTELIGUYECKOI
UMMYHOTEPAIIUU CMMNAaTOMUMETUKAMUN

6. HeBO3MOXHOCTb cobAOAEHMA  MALUMEHTOM  CXEMbI
Ha3HAYeHHOro IeYeHun

7. OTtcytcTBME KOHTpons 6poHxmanbHon actmbl (OPB1
meHee 70% Ha ¢oHe ageKBaTHOM dapmaKkoTepanuu, B
TOM yuncne Taxkenas popma 6pPOHXMANBbHOM aCTMbI

8. CeppaeyHo-cocyauctble 3aboneBaHMA, NpU  KOTOPbIX
BO3MOKHblI OC/NIOXKHEHMUS npu MCMONb30BaAHUMU
agpeHannHa

9. Hannume B aHamHe3e aHAUNAKTUYECKOro LWOKA Mpwu
nposegeHnn ACUT (ans noakoxHon ACUT)

10. et mnaawe 5 net (ana noakoxHon ACUT)

11. bepemeHHOCTb, rpyaHOE BCKapManBaHue

Mocksa

2013r.




KnnHunyeckme npoTnBonoKasaHus K anfepretx-
cneundunyeckon UMMyHOTEpanun.
nosnumoHHbIn okymeHT EAACI
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KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

» KnuHunyeckoe npotmsonokasaHue Kk ACUT — a1o
cuUTyauus, Korga us-3a coobpakeHun 6e3onacHocTu
OKCTPAaKT anfiepreHa He OOJTKeH Ha3HayaTbCA
nauneHTy (HanpumMep, 1U3-3a ConyTCTBYOLLNX
3aboneBaHNN UNK nNeYyeHna gpyrmmm MeguunHCKUMA
cpeacrtBamm)?t,

[TpoTMBOMNOKa3aHMA AOMKHbI ObITb OOHO3HAYHO,
McYepnbiBaloLLE N OTYETNINBO COOPMYNMUPOBAaHbI
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KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

. bbina cdpopmurpoBaHa onepaTmBHaga rpynna Ellazponel}icxoﬂ akagemMun
annepronorn n knuHmndeckon nmmyHonorun (EAACI) no
«npoTtmBonokasaHnam K ACUT» ang oueHkn 1 ob3opa KnnHNYEeCKnx
I'I%OTI/IBOI'IOKa3aHI/WI B COBpPEMEHHOW NinTepartype, a Takke angd
ODHOBIIEHUS pekomeHgaumn ons cybnmieanbHou 1 nogkoxxHon ACUT
npun pecnmpaTtopHoOu UMMYHOTEpPaANnUM N MMMYyHOTEpPanMn agamu

« B obwen cnoxHocTtn, 2333 onybrnnkoBaHHLIX cTaTten Obinn geTarnbHO
npoaHann3npoBaHbl

* BonbLIMHCTBO M3 HUX ObINK TeMaTU4ecKne AOoKNaabl UNN Cepun KNUHUYECKUX
cry4aes

« 150 cTtateun cogepxanun 3Ha4MMy0 MHOPMALMIO O KITMHUYECKUX
NPOTUBOMOKa3aHUAX

« AHanmamposanucb U ndyvyanucb HauuoHanbHble N MexagyHapogHble
[TO3VLUMOHHbIE OOKYMEHTLI U PyKOBOACTBA
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KnnHnyeckune npotmuBonokasaHusa Kk ACUT:
no3nuynoHHbIN gokymeHT EAACI

[MpoaHanu3npoBaHbl criegyowme KIMHUYeckne npoTMBornoKasaHus:

. AcTtma

2 AYTOMMMYHHbI€ HapyLleHns

s 3JI0Ka4yeCcTBeHHble HOBOODOpa3oBaHUS

.. R-6nokaTopbl

5. HrmbuTtopbl Alo

&.  MHrmMontopbl MoOHoaMuHokcmngasel (MMAO)

.. CeppedHo-cocyancTtble 3aboneBaHus

. [leTn mnagwe 5 net

.. bepemMeHHOCTb

0. [1pnobpeteHHble ummyHoaeduumtel (BUY n CI1AL)

1 [pyrne xpoHundeckne 3abonesaHus (XpoOHUYeCKne NHPEKLNN, BPOXKOEHHbIE
NMMYHOOEeUUNTBI, NCUXMYeckme 3aboneBaHunst, XpOHNUYeCKne BocnanuTernbHble

3aboneBaHust), COCTOAHUA, Tpebyowme HazHa4YEHUSI UMMYHOOENPECCAHTOB, HECMOCOBHOCTL
0OLLEHMS N NFoXasa NPUBEPKEHHOCTb K NIEYEHMUIO.
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KnnHnyeckne npotuBonokasaHua K ACUT:
nosnumoHHbIn okymeHT EAACI

o JKCMepTbl CUCTEMATUYECKN OLIEHUIN KaXa0e
COCTOSAHME/NPOTUBONOKAa3aHne, oTBeYasa Ha cneaytolme
BOMPOCHI:

. ECTb N OT;)M%aTeanoe BnnsHmne ACUT Ha conyTtcTByloLlee
COCTOSAHMNe/3abonesaHne?

.. OXunpgaetca nu nosiBeHne donee 4YacTbiX UMK TAXKENbIX

HeXxenaTernbHbIX ABneHnn, ceasaHHbiXx ¢ ACUT y aTtux
nayneHToB?

. Oxunpaetcs nn, yto ACUT byoeTt meHee adbdeKTUBHON?

YposeHb QokasameribHOCMU U 3Ha4UMOCMb Kaxx0ou pekomeHdayuu oyeHusarnuck 8 coomeemcemesuu ¢ «Knaccugukayuel 0oKkazamesibcme U pekomeHoayul»,
npuHsmou Lllekenewm (7, 10).

OkoH4aTenbHoe pelleHne no HasHavyeHno ACUT gonmxHo ObITb OCHOBAHO Ha

NHOUBMOYaNbHOM OLEeHKe Noboro 3abonieBaHNs 1 OLLEHKE COOTHOLLEHUS
«puck/nonb3a» Anst KaXxxaoro nauneHTa.
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KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

[NKWT y naumneHTOB C bA

1. He oxungaetcsa nosiBneHns kakoro-nmbo otpuuatenbHoro BnmaHns ACUT Ha TedeHune
aCTMbl, O4HAKO MNP NIOX0 KOHTPOSIMPYEMON acTMe U, BO3MOXHO, Mpu YaCcTUYHO
KOHTPOIIMPYEMON aCTMe MOXET BO3HUKHYTb KpaTKoBpeMeHHoe yxyaiwleHune. (Ib)

2. bbIno gokasaHo, YTO HEKOHTPONMpyemMas actMma ABnseTca oakTopoM puUcka ON1d pas3BUTUS
Bbornee 4YacTbIX U CePbE3HbIX HEXernaTenbHbIX BNeHnn, ceasaHHbix ¢ ACUT. [aHHble No
KOHTPOIIMPYEMOMN acTMe ABMAITCS NpoTnBopednsbiMu. (1b)

3. Oxupaetcs, 4to ACUT byaeT He meHee adp(PeKTUBHOM Y NALMEHTOB C TAXKESTON UNU
HEeKOHTponmpyemon actmoun. (Ib)

Slinical contraindications to allergen immunotherapy: an
ZAACI position paper
. Pitsios”, P. Demolx”, M. B. Bilo", R. Gerth van Wijk®, 0. Pfaar®’, G. J. Sturm®

". Rodriguez del Rio®, M. Tsoumani 11
i.G. Papadopoulos'® g M. A c’:ld;::;rﬁgwhk + G. Paraskevopoulos'?, F, Ruéff', E. Valovirta'®
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d i bli |
immuntherapy is safe n ptients with CyonuHreanbHas ACUT annepreHom knewa
mild-to-moderate, persistent asthma: a

cliical tral AOMaLLUHeun Nbinu 6e3onacHa y naumMeHToB C Nierkoun

Devillier P!, Fadel R2, de Beaumont 02

U cpeaHen TAXeCTU NepcucTupyloLLen

BACKGROUND: The safety of allergen immunotherapy 6 po H x M an b H o ﬁ aCTM o ﬁ

(AIT) in asthma has not always been sufficiently
documented; accordingly, fear of asthma

exacerbations has made physicians somewhat .
reluctant to prescribe AIT in this context. In a double- AKTyaJ-I b H OCTb "

blind, placebo-controlled, randomized clinical trial, v
house dust mite (HDM) sublingual AIT was found to 1. ACMT = .rIeL‘IeHl/Ie C ,U,O Ka3aHHOM
be efficacious in moderate, persistent asthma. The

trial's safety results are now reported in detail. Sq)cpe KTM BHOCTbI.O I'I pl/l AP '/I EA

METHODS: Asthmatic adults were randomized 2: 1 to '

twelve months of daily treatment with a sublingual

solution of Dermatophagoides pteronyssinus and 2 . EOnbLUMHCTBO lulaHHbIX no 6e30naCHOCTM ACMT
Dermatophagoides farinae extracts or a placebo.

Adverse events (AEs) at least possibly related to the rl p VI EA 3a rl OC” eﬂ H I/I e ﬂ,eCﬂTl/lﬂ eTM ﬂ n Oﬂ yL‘I e H O

investigational product were classified by the

investigatzrs as"ad:erseldrug ‘reaEtioni(ADRs)l. . M3 MCCJ‘I eﬂo BaH I/I |7| C HM3KM M KOJ‘I VI\_IeCTBOM
RESULTS: Overall, the patients in the safety analysis

) bty el ol ot o OOnbHbIX, Yalle — C annepruiyeckuM pUHMTOM B
[mild in 290 patients (59.9%), moderate in 183 (37.8%)

and severe in 11 (2.3%)]. No treatment-related serious COL‘I eTa H VI VI C n e rKOP’I aCTM 0'7|

AEs were reported. A total of 87.0% and 75.9% of the

patents e acie and lacebo grous, 3. HepasBHuin KoxpenHoBckun o63op no CnACUT

respectively, experienced at least one AE (mostly
mild), and 78.9% and 48.1% experienced an ADR

(mostly mild or moderate oral reactions). The an EA BblﬂBM” pe,ﬂ,KVle Cepbe3Hb|e nO6OL‘|Hb|e

incidence of asthma exacerbations (symptoms o
requiring a short course of oral corticosteroids) during Sd)q)eKTbl Ho 60” bLu l/l HCTBO MCC” eﬂo BaH V”/l
the study was similar in the active treatment group )

(3.7%) and the placebo group (4.3%). There were no

significant intergroup differences or intragroup OnﬂTb )Ke BK” I'OL‘I aﬂ I/I B Ce6ﬂ naL'.VIeHTOB C

changes over time in respiratory AEs, lung function or

asthma-related quality of life. MHTepM I/ITTM pyl'o LL'le';I '/I ﬂerKOM

CONCLUSIONS: HDM sublingual AIT was safe and well

A A
tolerated in adult patients with mild-to-moderate,
persistent asthma (Clinical Trials.gov: NCT00660452). nepCMCTM pyl-o LL"eVI aCTMOM -

4. OnaceHuns oboctpeHun BA npmBoOAT K oTKasy
Bpaden oT nposeaeHna ACUT npun BA.

February 2016
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House dust mite sublingual
immunotherapy is safe in patients with
mild-to-moderate, persistent asthma: a
clinical trial.

Devillier P!, Fadel R2, de Beaumont 02

+ Author information

Abstract

BACKGROUND: The safety of allergen immunotherapy
(AIT) in asthma has not always been sufficiently
documented; accordingly, fear of asthma
exacerbations has made physicians somewhat
reluctant to prescribe AIT in this context. In a double-
blind, placebo-controlled, randomized clinical trial,
house dust mite (HDM) sublingual AIT was found to
be efficacious in moderate, persistent asthma. The
trial's safety results are now reported in detail.

METHODS: Asthmatic adults were randomized 2: 1 to
twelve months of daily treatment with a sublingual
solution of Dermatophagoides pteronyssinus and
Dermatophagoides farinae extracts or a placebo.
Adverse events (AEs) at least possibly related to the
investigational product were classified by the
investigators as adverse drug reactions (ADRs).

RESULTS: Qverall, the patients in the safety analysis
set (n = 484; active treatment: n = 322; placebo: n =
162) had mostly well-controlled, persistent asthma
[mild in 290 patients (59.9%), moderate in 183 (37.8%)
and severe in 11 (2.3%)]. No treatment-related serious
AEs were reported. A total of 87.0% and 75.9% of the
patients in the active and placebo groups,
respectively, experienced at least one AE (mostly
mild), and 78.9% and 48.1% experienced an ADR
(mostly mild or moderate oral reactions). The
incidence of asthma exacerbations (symptoms
requiring a short course of oral corticosteroids) during
the study was similar in the active treatment group
(3.7%) and the placebo group (4.3%). There were no
significant intergroup differences or intragroup
changes over time in respiratory AEs, lung function or
asthma-related quality of life.

CONCLUSIONS: HDM sublingual AIT was safe and well
tolerated in adult patients with mild-to-moderate,
persistent asthma (Clinical Trials.gov: NCT00660452).

© 2015 John Wiley & Sons A/S. Published by John Wiley &
Sons Ltd.

CybaunHresanbHaa ACUT annepreHom Knew,a AO0MallHeEN
nbiin 6e3onacHa y NauueHTOB C IerKOn U cpeaHen TAXKECTU
nepcucTupytowen 6poHXmnanbHO acTmom

[lBoMHOE cnenoe, Nnauebo-KoHTpoAnpyemoe, paHA0MU3NPOBAHHOE
nccnesoBaHme

464 naymeHTa B Bo3pacTte ot 16 go 50 net, paHaommn3nposaHbl 2:1:
484 — aktnsoe neyeHmne ACUT
162 — nnauebo

290 nauwneHToB (59,9%) — nerkas actma (200-400 mKr 6yaecoHnaa)
183 nauyueHTa (37,8% - cpegHen Taxkectn (400-800 mkr byaecoHnaa)
11 naumenTOoB (2,3%) — TAxkenas BA (6onee 800 mKr byaecoHnaa)

KoHTponb BA — ACQ: meHee 0,75 — xopownit KOHTposb, bonee 1,5 —
4YaCTUYHbIN KOHTPO/Ib U/IN €ro OTCYTCTBME

Bo3amoxeH npuem To/bKo: byaecoHwua, canbbyTamosn, fiopaTaguH,
npeaHN3010H U aHTUBUOTUKKN Npu obocTpeHnn BA

February 2016
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Abstract

BACKGROUND: The safety of allergen immunotherapy
(AIT) in asthma has not always been sufficiently
documented; accordingly, fear of asthma
exacerbations has made physicians somewhat
reluctant to prescribe AIT in this context. In a double-
blind, placebo-controlled, randomized clinical trial,
house dust mite (HDM) sublingual AIT was found to
be efficacious in moderate, persistent asthma. The
trial's safety results are now reported in detail.

METHODS: Asthmatic adults were randomized 2: 1 to
twelve months of daily treatment with a sublingual
solution of Dermatophagoides pteronyssinus and
Dermatophagoides farinae extracts or a placebo.
Adverse events (AEs) at least possibly related to the
investigational product were classified by the
investigators as adverse drug reactions (ADRs).

RESULTS: Qverall, the patients in the safety analysis
set (n = 484; active treatment: n = 322; placebo: n =
162) had mostly well-controlled, persistent asthma
[mild in 290 patients (59.9%), moderate in 183 (37.8%)
and severe in 11 (2.3%)]. No treatment-related serious
AEs were reported. A total of 87.0% and 75.9% of the
patients in the active and placebo groups,
respectively, experienced at least one AE (mostly
mild), and 78.9% and 48.1% experienced an ADR
(mostly mild or moderate oral reactions). The
incidence of asthma exacerbations (symptoms
requiring a short course of oral corticosteroids) during
the study was similar in the active treatment group
(3.7%) and the placebo group (4.3%). There were no
significant intergroup differences or intragroup
changes over time in respiratory AEs, lung function or
asthma-related quality of life.

CONCLUSIONS: HDM sublingual AIT was safe and well
tolerated in adult patients with mild-to-moderate,
persistent asthma (Clinical Trials.gov: NCT00660452).

© 2015 John Wiley & Sons A/S. Published by John Wiley &
Sons Ltd.

CybaunHresanbHaa ACUT annepreHom Knew,a AO0MallHeEN
nbiin 6e3onacHa y NauueHTOB C IerKOn U cpeaHen TAXKECTU
nepcucTupytowen 6poHXmnanbHO acTmom

[n3anH nccnepgoBaHuA:
CKpUHUHI-Nepunoa 3 Hegenw,
MepBnyHOE HabnoaeHne - 3 mec
MNepunop neyeHna ACUT — 12 mec

CeHcmnbunmnzaums K d.pter m d. Farinae:
MpuKk-Tect - Bonabipb bonee 4 mm
N IgE cneu, 6onee 0,7 ME/mn

Obpatumas 6poHxmanbHaa obcTtpykuna (OPB1>12% nocne
HPOHXONNTNKA) U NONOKUTENbHBIN PEe3yNbTaT NHFANALNOHHOIO
TecTta C MeTaxo/JIMHOM 3a nocnegHue 12 mec.

KpVITepVIM UCK/TIOYEHUNA! CeHCM6VII'IVI3aLI,VIFI K anjnepreHam
HKNBOTHbLIX U coadepraHMe 3TONro XKMBOTHOro Aoma, WU ApyraAd
KINHNYECKU 3HAYNMMAA CEHCI/I6MJ'II/I3aLI,I/IFI.

February 2016
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Abstract

BACKGROUND: The safety of allergen immunotherapy
(AIT) in asthma has not always been sufficiently
documented; accordingly, fear of asthma
exacerbations has made physicians somewhat
reluctant to prescribe AIT in this context. In a double-
blind, placebo-controlled, randomized clinical trial,
house dust mite (HDM) sublingual AIT was found to
be efficacious in moderate, persistent asthma. The
trial's safety results are now reported in detail.

METHODS: Asthmatic adults were randomized 2: 1 to
twelve months of daily treatment with a sublingual
solution of Dermatophagoides pteronyssinus and
Dermatophagoides farinae extracts or a placebo.
Adverse events (AEs) at least possibly related to the
investigational product were classified by the
investigators as adverse drug reactions (ADRs).

RESULTS: Qverall, the patients in the safety analysis
set (n = 484; active treatment: n = 322; placebo: n =
162) had mostly well-controlled, persistent asthma
[mild in 290 patients (59.9%), moderate in 183 (37.8%)
and severe in 11 (2.3%)]. No treatment-related serious
AEs were reported. A total of 87.0% and 75.9% of the
patients in the active and placebo groups,
respectively, experienced at least one AE (mostly
mild), and 78.9% and 48.1% experienced an ADR
(mostly mild or moderate oral reactions). The
incidence of asthma exacerbations (symptoms
requiring a short course of oral corticosteroids) during
the study was similar in the active treatment group
(3.7%) and the placebo group (4.3%). There were no
significant intergroup differences or intragroup
changes over time in respiratory AEs, lung function or
asthma-related quality of life.

CONCLUSIONS: HDM sublingual AIT was safe and well
tolerated in adult patients with mild-to-moderate,
persistent asthma (Clinical Trials.gov: NCT00660452).

© 2015 John Wiley & Sons A/S. Published by John Wiley &
Sons Ltd.

CybaunHresanbHaa ACUT annepreHom Knew,a AO0MallHeEN
nbiin 6e3onacHa y NauueHTOB C IerKOn U cpeaHen TAXKECTU
nepcucTupytowen 6poHXmnanbHO acTmom

MoHUTOPUHT Be3onacHOCTH:

1.

BbiaBneHMe HexkenatenbHbix siBneHnn (AEs): nerkue, cpeaHen
TAMKECTN, TAXKeNblEe

BoiasneHne cpean AES nobOYHbIX NEKAPCTBEHHbIX peakuui
(ADRs), accoummpoBaHHbIx ¢ ACUT

KoHTponb KonunyectBa obocTpeHui BA: KOHCTAaTMPOBAOCH
NPV BO3HMKHOBEHMWN NOTPebHOCTM B cucTeMHbIX MKC.
BenoeHne aHeBHMKa

CnnpomeTtpus

NabopaTtopHbie TecTbl (OAK, BAK)

February 2016
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Abstract

BACKGROUND: The safety of allergen immunotherapy
(AIT) in asthma has not always been sufficiently
documented; accordingly, fear of asthma
exacerbations has made physicians somewhat
reluctant to prescribe AIT in this context. In a double-
blind, placebo-controlled, randomized clinical trial,
house dust mite (HDM) sublingual AIT was found to
be efficacious in moderate, persistent asthma. The
trial's safety results are now reported in detail.

METHODS: Asthmatic adults were randomized 2: 1 to
twelve months of daily treatment with a sublingual
solution of Dermatophagoides pteronyssinus and
Dermatophagoides farinae extracts or a placebo.
Adverse events (AEs) at least possibly related to the
investigational product were classified by the
investigators as adverse drug reactions (ADRs).

RESULTS: Qverall, the patients in the safety analysis
set (n = 484; active treatment: n = 322; placebo: n =
162) had mostly well-controlled, persistent asthma
[mild in 290 patients (59.9%), moderate in 183 (37.8%)
and severe in 11 (2.3%)]. No treatment-related serious
AEs were reported. A total of 87.0% and 75.9% of the
patients in the active and placebo groups,
respectively, experienced at least one AE (mostly
mild), and 78.9% and 48.1% experienced an ADR
(mostly mild or moderate oral reactions). The
incidence of asthma exacerbations (symptoms
requiring a short course of oral corticosteroids) during
the study was similar in the active treatment group
(3.7%) and the placebo group (4.3%). There were no
significant intergroup differences or intragroup
changes over time in respiratory AEs, lung function or
asthma-related quality of life.

CONCLUSIONS: HDM sublingual AIT was safe and well
tolerated in adult patients with mild-to-moderate,
persistent asthma (Clinical Trials.gov: NCT00660452).

@ 2015 John Wiley & Sons A/S. Published by John Wiley &
Sons Ltd.

Cy6anHresanbHaa ACUT annepreHom Knewia AoMmalluHen
nbiiv 6e3onacHa y NauueHTOB C IETKOU U cpeaHen TAXKeCTU
nepcucTupytower 6poHxnanbHOM acTMoMn

HexkenatenbHble ABAEHUA, NOOOUYHbIE NEKAPCTBEHHbIE PEAKLUUN:
pe3ynbTaThl

Table 2 Overview of AEs by treatment group in the SAS

Active Placebo
: : _ (n = 322) (n=162)

Patients withPatients Comparison
at least one n % n % P value
AE 2807 -ByQ. 123 &£75.9 10.0029
ADR 2545 789 78 -48.1 <D.0001
SAE 4 1.2 1 0.6 ' A:s.
Serious ADR 0z D 0 a0 -
AE leading to premature 7o 2.2 1 0:6 = n.s.

study termination
ADR leading to premature 0 @ il 0 =

study termination
AE leading to death 02 B 8 -0 -

AE. adverse event; ADR, adverse drug reaction; SAE, serious
adverse event: n.s., not significant; P value: in Fisher's exact test.
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house dust mite (HDM) sublingual AIT was found to
be efficacious in moderate, persistent asthma. The
trial's safety results are now reported in detail.

METHODS: Asthmatic adults were randomized 2: 1 to
twelve months of daily treatment with a sublingual
solution of Dermatophagoides pteronyssinus and
Dermatophagoides farinae extracts or a placebo.
Adverse events (AEs) at least possibly related to the
investigational product were classified by the
investigators as adverse drug reactions (ADRs).

RESULTS: Qverall, the patients in the safety analysis
set (n = 484; active treatment: n = 322; placebo: n =
162) had mostly well-controlled, persistent asthma
[mild in 290 patients (59.9%), moderate in 183 (37.8%)
and severe in 11 (2.3%)]. No treatment-related serious
AEs were reported. A total of 87.0% and 75.9% of the
patients in the active and placebo groups,
respectively, experienced at least one AE (mostly
mild), and 78.9% and 48.1% experienced an ADR
(mostly mild or moderate oral reactions). The
incidence of asthma exacerbations (symptoms
requiring a short course of oral corticosteroids) during
the study was similar in the active treatment group
(3.7%) and the placebo group (4.3%). There were no
significant intergroup differences or intragroup
changes over time in respiratory AEs, lung function or
asthma-related quality of life.

CONCLUSIONS: HDM sublingual AIT was safe and well
tolerated in adult patients with mild-to-moderate,
persistent asthma (Clinical Trials.gov: NCT00660452).

@ 2015 John Wiley & Sons A/S. Published by John Wiley &
Sons Ltd.

Cy6anHresanbHaa ACUT annepreHom Knewia AoMmalluHen
nbiiv 6e3onacHa y NauueHTOB C IETKOU U cpeaHen TAXKeCTU
nepcucTupytower 6poHxnanbHOM acTMoMn

Table 3 Summary of AEs and ADRs by severity and treatment

group in the SAS

Active Placebo
(n=322) (n=162)
Comparison
Severity n % n % P value
AEs
Mild 259 80.4 101 62.3 <0.0001
Moderate 149 46.3 63 38.9 n.s.
Severe 17 5.3 10 6.2 n.s.
Life-threatening 0 0 0 0 -
or disabling
Death 0 0 0 0 -
ADRs
Mild 228 70.8 70 43.2 <0.0001
Moderate 96 29.8 24 14.8 0.0003
Severe 10 Sl 3 1.9 n.s.
Life-threatening 0 0 0 0 -
or disabling
Death 0 0 0 0 -

AE, adverse event; ADR, adverse

cant; P value: in Fisher’'s exact test.

drug reaction; n.s., not signifi-
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documented; accordingly, fear of asthma
exacerbations has made physicians somewhat
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blind, placebo-controlled, randomized clinical trial,
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be efficacious in moderate, persistent asthma. The
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twelve months of daily treatment with a sublingual
solution of Dermatophagoides pteronyssinus and
Dermatophagoides farinae extracts or a placebo.
Adverse events (AEs) at least possibly related to the
investigational product were classified by the
investigators as adverse drug reactions (ADRs).

RESULTS: Qverall, the patients in the safety analysis
set (n = 484; active treatment: n = 322; placebo: n =
162) had mostly well-controlled, persistent asthma
[mild in 290 patients (59.9%), moderate in 183 (37.8%)
and severe in 11 (2.3%)]. No treatment-related serious
AEs were reported. A total of 87.0% and 75.9% of the
patients in the active and placebo groups,
respectively, experienced at least one AE (mostly
mild), and 78.9% and 48.1% experienced an ADR
(mostly mild or moderate oral reactions). The
incidence of asthma exacerbations (symptoms
requiring a short course of oral corticosteroids) during
the study was similar in the active treatment group
(3.7%) and the placebo group (4.3%). There were no
significant intergroup differences or intragroup
changes over time in respiratory AEs, lung function or
asthma-related quality of life.

CONCLUSIONS: HDM sublingual AIT was safe and well
tolerated in adult patients with mild-to-moderate,
persistent asthma (Clinical Trials.gov: NCT00660452).

@ 2015 John Wiley & Sons A/S. Published by John Wiley &
Sons Ltd.

CybaunHresanbHaa ACUT annepreHom Knew,a AO0MallHeEN
nbiin 6e3onacHa y NauueHTOB C IerKOn U cpeaHen TAXKECTU

nepcucTupytowen 6poHXmnanbHO acTmom

Table 4 Summary of SAEs by treatment group in the SAS

Active Placebo
(n = 322) (n=162)
n % n %
At least one SAE 4 1.2 1 0.6
Hepatobiliary disorders 1 03 0 0
Arnold-Chiari syndrome 1 0.3 0 0
Infections and infestations 1 0.3 0 0
Pneumonia 1 0.3 0 0
Injury, poisoning 1 0.3 1 0.6
and procedural
complications
Lower limb fracture 1 0.3 0 0
Traumatic brain injury 0 0 1 0.6
Reproductive 1 0.3 0 0
system and
breast disorders
Ovarian cyst ruptured 1 0.3 0 0
Skin and subcutaneous 1 0.3 0 0
tissue disorders
Dermatitis contact 1 0.3 0 0
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Abstract
BACKGROUND: The safety of allergen immunotherapy
(AIT) in asthma has not always been sufficiently

documented; accordingly, fear of asthma Table 5 Summary of treatment-emergent ADRs (affecting >59% of
exacerbations has made physicians somewhat s 2 !

reluctant to prescribe AIT in this context. In a double- patlents in the Correspondlng treatment grOUp) by system organ
blind, placebo-controlled, randomized clinical trial, "

house dust mite (HDM) sublingual AIT was found to class and preferred term in the SAS

be efficacious in moderate, persistent asthma. The
trial's safety results are now reported in detail.

METHODS: Asthmatic adults were randomized 2: 1 to Active Placebo

twelve months of daily treatment with a sublingual

solution of Dermatophagoides pteronyssinus and (n e 322) (n = 1 62)

Dermatophagoides farinae extracts or a placebo. Comparison
Adverse events (AEs) at least possibly related to the : 3

investigational product were classified by the Patients with at least one n % n % P value
investigators as adverse drug reactions (ADRs).

RESULTS: Qverall, the patients in the safety analysis

set (n = 484; active treatment: n = 322; placebo: n = ADR (a” SOCS) 254 789 78 481 <OOOO1
162) had mostly well-controlled, persistent asthma . . .

[m”d in 290 patients (599%)' moderate in 183 [37.8%) GHSUOIntQStInG' dISOrderS 239 742 58 358 <OOOO1
and severe in 11 (2.3%)]. No treatment-related serious

AEs were reported. A total of 87.0% and 75.9% of the SWO”en tongue 85 264 2 1 2 <OOOO1
patients in the active and placebo groups, . 3

respectively, experienced at least one AE (mostly Abdom|nal pa|n 81 252 1 7 105 <OOOO1
mild), and 78.9% and 48.1% experienced an ADR Oral prUFitUS 75 23 3 23 “4 2 O 0224
(mostly mild or moderate oral reactions). The g 3 ?
incidence of asthma exacerbations (symptoms GlOSSitiS 64 19.9 117 1 05 00096
requiring a short course of oral corticosteroids) during S .

the study was similar in the active treatment group Cheilitis 36 112 8 49 0.0285
(3.7%) and the placebo group (4.3%). There were no

significant intergroup differences or intragroup Oedema mouth 26 81 O O <00001
changes over time in respiratory AEs, lung function or £ & 2

asthma-related quality of life. Infections and infestations 67 20.8 30 18.5 n.s.
CONCLUSIONS: HDM sublingual AIT was safe and well asm s

tolerated in adult patients with mild-to-moderate, Rhlnltls 67 208 28 1 73 n.s.
persistent asthma (Clinical Trials.gov: NCT00660452). TR

@ 2015 John Wiley & Sons A/S. Published by John Wiley &
Sons Ltd.

ADR, adverse drug reaction; SOC, system organ class. n.s. not
significant; P value: in Fisher's exact test.

February 2016



Allergy. 2016 Feb;71(2):249-57. doi: 10.1111/all.12791. Epub 2015
Nov &

House dust mite sublingual
immunotherapy is safe in patients with
mild-to-moderate, persistent asthma: a
clinical trial.

Devillier P!, Fadel R2, de Beaumont 02

# Author information

Abstract

BACKGROUND: The safety of allergen immunotherapy
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documented; accordingly, fear of asthma
exacerbations has made physicians somewhat
reluctant to prescribe AIT in this context. In a double-
blind, placebo-controlled, randomized clinical trial,
house dust mite (HDM) sublingual AIT was found to
be efficacious in moderate, persistent asthma. The
trial's safety results are now reported in detail.

METHODS: Asthmatic adults were randomized 2: 1 to
twelve months of daily treatment with a sublingual
solution of Dermatophagoides pteronyssinus and
Dermatophagoides farinae extracts or a placebo.
Adverse events (AEs) at least possibly related to the
investigational product were classified by the
investigators as adverse drug reactions (ADRs).

RESULTS: Qverall, the patients in the safety analysis
set (n = 484; active treatment: n = 322; placebo: n =
162) had mostly well-controlled, persistent asthma
[mild in 290 patients (59.9%), moderate in 183 (37.8%)
and severe in 11 (2.3%)]. No treatment-related serious
AEs were reported. A total of 87.0% and 75.9% of the
patients in the active and placebo groups,
respectively, experienced at least one AE (mostly
mild), and 78.9% and 48.1% experienced an ADR
(mostly mild or moderate oral reactions). The
incidence of asthma exacerbations (symptoms
requiring a short course of oral corticosteroids) during
the study was similar in the active treatment group
(3.7%) and the placebo group (4.3%). There were no
significant intergroup differences or intragroup
changes over time in respiratory AEs, lung function or
asthma-related quality of life.

CONCLUSIONS: HDM sublingual AIT was safe and well
tolerated in adult patients with mild-to-moderate,
persistent asthma (Clinical Trials.gov: NCT00660452).

@ 2015 John Wiley & Sons A/S. Published by John Wiley &
Sons Ltd.

CybnuHresanbHaa ACUT annepreHom Knew,a A0MaLLHeN
NbiaiM 6e30nacHa y NaLMEeHTOB C J1IETKOW U CpeaHEeN TAXKeCTU
nepcucTupylowein 6poHxnanbHoOM acTmon

Ob6ocTpeHns, KOHTPO/Ib cNpoMmeTpuK, nokasatenn ACQ : pesynbTaThl

O6ocTpeHus

fpynna ACUT - 3,7%

O®B1

ACQ

JlabopaTopHble TecTbl

Mnaue6o-rpynna 4,3%

be3 cTaTUcTUYeCcKn 3HaYMMbIX
pasnn4nin

bes3 cTaTUCTUYECKN 3HaYNMMbIX
pasnn4nin

be3 cTaTUcTUYECKn 3HaYNMMbIX
pasnn4nin
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BACKGROUND: The safety of allergen immunotherapy
(AIT) in asthma has not always been sufficiently
documented; accordingly, fear of asthma
exacerbations has made physicians somewhat
reluctant to prescribe AIT in this context. In a double-
blind, placebo-controlled, randomized clinical trial,
house dust mite (HDM) sublingual AIT was found to
be efficacious in moderate, persistent asthma. The
trial's safety results are now reported in detail.

METHODS: Asthmatic adults were randomized 2: 1 to
twelve months of daily treatment with a sublingual
solution of Dermatophagoides pteronyssinus and
Dermatophagoides farinae extracts or a placebo.
Adverse events (AEs) at least possibly related to the
investigational product were classified by the
investigators as adverse drug reactions (ADRs).

RESULTS: Qverall, the patients in the safety analysis
set (n = 484; active treatment: n = 322; placebo: n =
162) had mostly well-controlled, persistent asthma
[mild in 290 patients (59.9%), moderate in 183 (37.8%)
and severe in 11 (2.3%)]. No treatment-related serious
AEs were reported. A total of 87.0% and 75.9% of the
patients in the active and placebo groups,
respectively, experienced at least one AE (mostly
mild), and 78.9% and 48.1% experienced an ADR
(mostly mild or moderate oral reactions). The
incidence of asthma exacerbations (symptoms
requiring a short course of oral corticosteroids) during
the study was similar in the active treatment group
(3.7%) and the placebo group (4.3%). There were no
significant intergroup differences or intragroup
changes over time in respiratory AEs, lung function or
asthma-related quality of life.

CONCLUSIONS: HDM sublingual AIT was safe and well
tolerated in adult patients with mild-to-moderate,
persistent asthma (Clinical Trials.gov: NCT00660452).

© 2015 John Wiley & Sons A/S. Published by John Wiley &
Sons Ltd.

CybaunHresanbHaa ACUT annepreHom Knew,a AO0MallHeEN
nbiin 6e3onacHa y NauueHTOB C IerKOn U cpeaHen TAXKECTU
nepcucTupytowen 6poHXmnanbHO acTmom

BbiBOAbI:

1.

Mposeaenne ChACUT annepreHom Kneuwem AoMallHEN Nbl/In
6e30nacHO U XOpOoLWO MepeHOCUTCA NMPU NEPCUCTUPYIOLLLEN
OpPOHXMANbHOM acTMe NIeTKOMN U CpeiHEN TAXKECTU

Mpn 3TOM YNOMAHYTbI OFPaHUYEHUA B UCC/IeA0BaHUN:

1.

2.

He oueHmBanacb MHTEHCMBHOCTb 3KCMO3ULUUMN aNNepreHoBs B
AOMALLHUX YCNOBUAX UK Ha paboyem mecTe

AnntenbHOCTb Tepanuu coctasnana 12 mecaues, a He 3 roga,
KaK 0O6bl4HO peKomMmeHayeTcA

Byaywme wuccnegoBaHUs AO0MKHbI ObiTb HanpasB/ieHbl Ha

BbIiB/IEHME NYyTEN UAEHTUDUKALMM MabIX TPYNn NaunUeHTOB
C PUCKAaMM CEPbE3HbIX HeXenaTenbHbix ABneHn npun ACUT
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KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

C/IUT y nauneHToB c BA

1. He oxungaetcsa kakoro-nmbo otpuuatensHoro sodgenctama CITAT Ha TeueHue
actmbl. (1V)

2. HeT gaHHbIX, CBMOETENbCTBYOLWMX O Bonee 4acTbiX UM CEPbE3HbIX
HeXXenaTterbHbIX SIBMIEHUSIX, CBA3aHHbIX C Hanninem actmsbl. (1V)

3. EcTb orpaHnyeHHoe KonnyecTBo AaHHbIX 06 adbdekTnsHocTn CITAT npu
TsHKENOW/HEKoHTponupyemon actme. He oxngaetcs, uto CJIIUT 6yoet meHee
adopekTnUBHOM Npun TsXKENOU popme acTmebl. (1V)

slinical contraindications to allergen immunotherapy: an
ZAACI position paper
; isis' P. Demoly™, M. B. Bilo", R Gerth van Wijk’, 0. Pfaar®”, G. J. Sturm®

". Rodriguez del Rio®, M. Tsoumani iK'
. G. Papadopoulos’'é g M. A Calld'e:tfg?w'lk .G. ParaSkGVODOulos'z, F. RUéff‘al E. ValOViI'ta"
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KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

ACUT apamu

Yy naumeHTos c bA

1. He oxxnpaetcsa kakoro-nmbo oTpmuatensHOro BO34encTBnUS MMMyHOTepanum
a4aMn Ha TedeHue actmbl. (HeT 6asbl (HB)

2. HeT paHHbIX, CBNOETENbCTBYIOWMX O Boree YacTbiX UMK Cepbe3HbIX
HexenaTesibHbIX SBMeHUSaX Npu UMMyHoTepanun saammn y naumeHToB ¢ BA. (HB)

3. He oxupgaetcs, 4To MMMYyHOoTepanua sgamu byoet meHee adoPeKTUBHON Npu
Tskenon oopme actmeol. (HB)

slinical contraindications to allergen immunotherapy: an
ZAACI position paper
; isis' P. Demoly™, M. B. Bilo", R Gerth van Wijk’, 0. Pfaar®”, G. J. Sturm®

". Rodriguez del Rio®, M. Tsoumani 11
i.G. Papadopoulos™ ™ & M. A Cal d'e:‘;rggwllk + G. Paraskevopoulos™, F. Ruéff'3, E. Valovirta'*
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KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

,/ -

~ « Tnoxo KoHTponupyemas / HEKOHTpoNMpyemas acTma
ABnsaeTca abContoTHbIM (HO, BO3MOXXHO, BPEMEHHbLIM)
npotneonokasaHmem ans ACUT

« YacTnyHo KOHTpONuMpyemasa actMma ABMSETCH
OTHOCUTENbLHLIM NpoTuBornokasaHnem ana ACUT

Cuna pekomernaaunn: A ana NKAT; D ana CIAT; n
HBb ona ACUT apnamun
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KnnHnyeckune npotmuBonokasaHusa Kk ACUT:
no3nunmoHHbIn okymeHT EAACI

AYTOMMMYHHbIE

3ab60/1eBaHUA

1. He cywecTtByeT gokasatenbcTtB Toro, 4To ACUT Bbi3biBaeT ayTOMMMYHHbIE
3aboneBaHus nnu HapylleHus. [JaHHble HEKOTOPbIX LOKIaa0B, yKa3bliBalowme Ha
B3anmocBsasb mexay NKUT n aytomMmmyHHbIMK 3abonieBaHnsMU He
noaTBepxaatTcsa 6onblunM peecTpom obcepBaumoHHbIX nccnegosaHuu. (1)

2. HeT paHHbIX 0 Boree 4YacTbiX N Cepbe3HbIX HexXenaTtenbHbIX asrieHnsax. (1V)

3. HeT gaHHbIX 0 MeHbluen acpdektnsHoct ACUT y naumeHToB ¢
ayTOMMMYHHbIMK 3aboneBaHusimu. (1V)

slinical contraindications to allergen immunotherapy: an
ZAACI position paper
; isis' P. Demoly™, M. B. Bilo", R Gerth van Wijk’, 0. Pfaar®”, G. J. Sturm®

". Rodriguez del Rio®, M. Tsoumani 11
1.G. Papadopouloss™® & M. A Cal d'e:trg?‘"llk + G. Paraskevopoulos™, F. Ruéff'3, E. Valovirta'*
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KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

//o AyTOI/IMMyHHbIe 3aboneBaHnsa B

cragum pemMmnccuninn ABrAOTCAH
OTHOCUTEJIbHBIM

npotuBonokasaHnem gna ACAT

o AyTommmgHHue 3aboneBaHus B
cTaann obOCTPEHNA ABNAOTCH
abCOMNTHbIM NPOTUBOMNOKA3aHNEM

Cuna pekomeHgauuun: D
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KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

3/10Ka4yecTBeHHble

HOBOObOpPa30BaHUA

1. HeT nHdopmaumm oTHOCUTESNbHO YXYLLLUEHUA COCTOAHUSA NPU 3510Ka4YeCTBEHHbIX
HoBoobpa3oBaHusx nocne ACUT. OgHako, Bcerga crnegyeT yunTbiBaTh TUM U
cTaguto 3rnokadvyectseHHon onyxonu. (HB)

2. He oxxnpaeTtcsa noasneHma boriee 4yacTblX UM CEPbE3HbIX HEXeNaTenbHbIX
asneHun npu nposeaeHnn ACUT. (HB)

3. He oxxnpaetcqa, uto ACUT byaoeT meHee ahdeKTUBHOM Yy NALMEHTOB CO
3nokavyecTBeHHbIMU HoBoObpaszoBaHusmu. (HB)

slinical contraindications to allergen immunotherapy: an
ZAACI position paper
; isis' P. Demoly™, M. B. Bilo", R Gerth van Wijk’, 0. Pfaar®”, G. J. Sturm®

". Rodriguez del Rio®, M. Tsoumani 11
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KnnHnyeckne npotuBonokasaHua K ACUT:
I'IO3I/ILI,I/IOHHbII7I ‘AokymeHT EAACI

29 | ALK Corporate present
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/ . 3noKayecTBeHHble HOBOODOpPa30BaHUA:

paccMaTpumBalOTCS Kak abcontoTHoe
NPOTMBOMNOKa3aHune.

« [lpoBeneHne ACUT HacToATENBHO
PEKOMEHAO0BAHO Y NaLlueHTOB U3
rpynnbl BbICOKOrO pucka C annepruen
K 14aM rnepernoH4YaToKpbIbIX.

Cwuna pekomeHgauun: D




KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

3 -6nhoKaTopbl

1. R-6nokaTopbl NPENATCTBYOT AENCTBUIO aNnHedpuHa Ha BeTa-peLenTopbl B
crnydae aHadunakcmn. CrniegoBaTenbHO, NeYeHne ¢ NOMOLLLI ANMMHEdPUHA MOXET

ObITb HEeathdekTuBHbIM . (111)

2. Y nayueHToB, nony4yarwmx beta-donokartopbl, HeXxenartesibHble SIBNeHNs He
BCTpeYarTCcs Yalle, ogHako MoryT bbiTb bonee cepbesHbiMu. (lI1)

3. Het gaHHbIX 0 MeHbluen acpdektnsHoctn ACUT y Takmx naumeHTos. (ll)

slinical contraindications to allergen immunotherapy: an
ZAACI position paper
; isis' P. Demoly™, M. B. Bilo", R Gerth van Wijk’, 0. Pfaar®”, G. J. Sturm®

". Rodriguez del Rio®, M. Tsoumani ik
! G. Papadopoulos®'® & M, A c;m;;gfgwhk + G. Paraskevopoulos'?, F. Ruéff'®, E. Valovirta'*
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KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

-

/e

/
/
/

HeT HMKaknx NnpoTMBOMNOKa3aHMn AN NPUMEHEHMNA 3-
bnokaTtopos npu ACUT spamn.

Y naumeHToB, CO 3HAa4YMMbIMU OPYrMMN aspoansepreHamu
npmem R-6nokaTopoB CHNTAETCA OTHOCUTESNbHbLIM
npotusonokasaHuem gnsa ACUT

Korga aT1o BO3MOXHO, ¥ nauueHToB, nony4datowmnx ACUT, 3-
BnokaTopbl AOMKHbI ObITb 3aMeHeHbl Ha anbTepHaTUBHbIE
npenaparbl;

B cnyyae ecnu 3-6riokatopbl ABASAOTCA HEOOXOAUMbBIMU U
HeT 3dpPeKTMBHOM 3amMeHbl, He0H6X0aUMO NPOBECTU
TLWATENbHYIO OLUEHKY U B3BECUTb UHOMBUAYANbHbLIN PUCK U
Nonb3y OS1s1 KOHKPETHOro nayueHTa.

Cwuna pekomerngaumn: C
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KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

NHrnbutopbl AMNO

1. MHrmbuTtopbl AMN® GnokmpytoT npespalleHme aHrmoteH3nHa | B aHrmoTeHsuH |,
4YTO NPMBOOMT K Basogunsatauun. B cnyyae aHadpunakcumn, 6yget CrnoxHo
NPOTMBOAENCTBOBATb MMNOTOHUM NP UHIMONPOBAHHOW PEHUH-AHTMOTEH3UH-
anbgoctepoHoBoun cucteme. (ll)

2. Y nauneHToB, nonyyarowmx nHrnontopbel Alld®, HexxenaTenbHbIE SABMEHNA HE
BCTpeYarTCcs yalle, ogHako MoryT 6biTb 6onee cepbesHbiMmu. (l11)

3. Het pokasartenbctB TOro, Yto ACUT agammn mMeHee apdeKkTMBHA Yy 3TUX
nauneHTos. (lll). HeT gokasatenbcts TOro, 4Yto ACUT nHranaumoHHbIMun
annepreHamu meHee apdekTnaHa y aTnx naumneHTos. (1V)

Slinical contraindications to allergen immunotherapy: an
ZAACI position paper
. Pitsios”, P. Demolx”, M. B. Bilo", R. Gerth van Wijk®, 0. Pfaar®’, G. J. Sturm®

". Rodriguez del Rio®, M. Tsoumani TRl
L. G. Papadopoulos'é® § M. A cr:m;a;nq?w"" + . Paraskevopoulos™, F. Rugff'>, E. Valovirta'*

32 | ALK Corporate presentation —

32



KnnHnyeckune npotmuBonokasaHusa Kk ACUT:
no3nuynoHHbIN gokymeHT EAACI

"« HeT npoTu1BOMNOKa3aHwWii Ans UHIMBUTOPOB
Al® y nauymeHTos, nony4atowmnx ACl
MHranaunoOHHbLIMM annepreHamm

« Ecnun aTto BO3MOXHO, nHrmbutopsl Ald
OOSTKHbI ObITb 3aMeHeHbl Ha arisTepHaTUBHbIE
npenapartbl Yy NauneHToB C annepruen Ha sa
nepenoH4YaToOKpPbISIbIX

Cwuna pekomeHpgauuu: C
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KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

NHrmbutopol MAO

1. Ipn oKaszaHUM HEOTNOXHOW MeAULIMHCKOW MOMOLLM 3NUMHEPUH MOXET BbI3BaTb
TSKENY PopMy rmnNepTEH3UN UNU Taxmukapaum y naymeHToB, NPUHUMAKLLNX
nurnéumtopel MAO. (V)

2. HeT gaHHbIX 0 6ornee YyacTbIX UK CEPbE3HbIX HEXenaTerbHbIX SABEeHNAX Npu
nposegeHun ACUT y nauymeHToB, nonyyvaslimnx nurnbutopsl MAO. (1V)

3. HeT gaHHbIX 0 MeHbLuen adpdekTnaHocTn ACUT y Takmx naumeHTos. (1V)

slinical contraindications to allergen immunotherapy: an
ZAACI position paper
; isis' P. Demoly™, M. B. Bilo", R Gerth van Wijk’, 0. Pfaar®”, G. J. Sturm®

". Rodriguez del Rio®, M. Tsoumani 11
i.G. Papadopoulos™ ™ & M. A Cal d'e:‘;rggwllk + G. Paraskevopoulos™, F. Ruéff'3, E. Valovirta'*
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KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

"« Cnenyet c OCTOPOXKHOCTHLIO

NPUMEHSATb ANUHEMPUH Y
naymMeHToB, Nony4arLmnx
nHrmnoutopoel MAO

Cuna pekomeHgauun: D
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KnnHnyeckune npotmuBonokasaHusa Kk ACUT:
no3nunmoHHbIn okymeHT EAACI

Cepae4vyHo-cocyaucTble

3aboneBaHuA

1. HeT gaHHbIX 06 oTpuuarensHom BnmaHum ACUT Ha cepaeyHo-cocyaucTble
3abonesaHus. (1V)

2. Het pokasaTenbCTB TOro, Yto noboyHble adodekTbl y 3TUX NaUMEHTOB

NOABSIAIOTCS Yallle unn oHn bonee Taxernble. TeM He MeHee, anropuTMm JieyeHns
NOBOYHBLIX 3PGEKTOB Y ATUX NALMEHTOB MOXET noTpeboBaTb n3ameHeHun. (1V)

3. HeT paHHbIX 0 MeHbLlen apdektnsHoctn ACUT y Takux naumneHTos. (1V)

slinical contraindications to allergen immunotherapy: an
ZAACI position paper
; isis' P. Demoly™, M. B. Bilo", R Gerth van Wijk’, 0. Pfaar®”, G. J. Sturm®

". Rodriguez del Rio®, M. Tsoumani 11
LG Papadopouios's™ & M. A Caldergae™ ¥ + G- Paraskevopoulos™, F. Ru@ff'?, E. Valovirta*
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KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

P

/ « CeppeyHo-cocyaucTble 3aboneBaHUs Kak TakoBbIE HE

ABNAKTCA npoTuBonokasanmamm ans ACUT agamu, HO
SBMNSAKTCA OTHOCUTESIbHLIM MPOTUBOMNOKa3aHMeM a4
ACUT c vHransaumoHHbIMK anrepreHamMmu

. Cneayet TWwartenbHO oueHnBaTb TEYEHNE cepae4Ho-
cocyancToro 3aboneBaHns, ero NeYeHne u puck
aHagunakcmm (HeobxoanMMOCTb NeYeHNsa C NOMOLLLHO
annHedpuHa), NpeanoyYTUTENBLHO C KAapanonorom, 4o
Hadana ACU

Cwuna pekomeHgauun: D

37 | ALK Corporate presentation



KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

et mnaawe 5 net

1. HeratueHoro BnnaHmna ACUT He oxupaeTca. (111)

2. HA npn ACUT cnyyatoTcs He yalle 1 peakumn He BnsaTcda bonee TshKenbiMu
B 9TOoM Bo3dpacTtHou rpynne. (l11)

3. Het pnokasatenbctB TOro, 4to ACUT aBnsetcs meHee adbPeKTUBHOMN B 3TON
BO3pacTHoM rpynne. Tem He meHee, TpebyeTcsa 6onbluas gokasaTtenbHas 6asa.

(111

slinical contraindications to allergen immunotherapy: an
AACI position paper

- Pisios', P. Demoly™, M. B. Bilo*, R. Gerth van Wijk® 87
- Pisi oly*", M. B. Bilo", R. jk°, 0. Pfaar™’, G. J. S ¥
‘.léod;guezdelR-omM‘Tsoumam”, R. Gawlik'", G. Paraskevopoulos 2 tuml'ls .
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38 | ALK Corporate presentation —_ 38



KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

// « ACWUT He npoBogutca y geten ot 0 oo 2 ner, aToT
BO3pacT sABNsieTca abCONTHLIM
NPOTMBOMNOKA3aHNEM;

« [owkonbHbIN BO3pacT (>2-5 ner) asnsercd
OTHOCUTESNBbHbLIM NpoTMBonokasaHnem ana ACUT,;
ACWUT y naumeHTOB 3TOrO BO3pacTa criegyer _
paccMmaTpuBaTth B Ka4YeCcTBe TepaneBTU4eCKOU onumn
TONbKO B OrpaHUYEHHbIX Crny4aax

Cuna pekomeHgauum: C
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KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

Hadano ACUT Bo Bpema

bepemeHHOCTH

1. HeT gaHHbIX 0 BNUsiHuuM HeocnoxHeHHon ACUT (nposegeHHon 6e3 Kaknx-nnmbo
HA) Ha 3gopoBbe maTepu unu nnoga. B crnyyae aHadunakcum n ee neyveHus
BO3MOXHO nosasrieHmne otpuuaresnoHbix nocneactsun. (Il ana CINAT) (HB onga
MKUT n gna ACUT apgamn)

2. He oxnpgatotca 6ornee yactble 1 Tshkernble noboyHble peakuun; OgHako,
pasBuUTME aHadunakcum MoOXeT NocTaBUTb Nog yrpody ucxoq 6epemerHocTtn. (Il
ona CIAT) (HB ona NKUT n ACUT spamn)

3. HeT gaHHbIX 0 cHWxXeHnn adpdektusHoctn ACUT npu ee Hayane Bo Bpem4
bepemeHHocTU. (HB)

Slinical contraindications to allergen immunotherapy: an
ZAACI position paper
. Pitsios”, P. Demolx”, M. B. Bilo", R. Gerth van Wijk®, 0. Pfaar®’, G. J. Sturm®

". Rodriguez del Rio®, M. Tsoumani 11
LG Papadopouios's™ & M. A Caldergae™ ¥ + G- Paraskevopoulos™, F. Ru@ff'?, E. Valovirta*
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KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

[MpogonKeHne AUT BO BpemA

bepemeHHOCTH

1. CyLLeCcTBYIOT AoKa3aTenbCTBa OTCYTCTBMA MOBbLILLEHHOIO puUcKa npu
nposegeHnn ACUT Bo Bpemsi bepemeHHoCTU. (l1a)

2. He oxnpatotca bonee yactble U Tsernble N0O0YHbIE peakuun BO BpEMS
bepeMeHHOCTU, ecnn nogaepxuearowiaa gasa xopowo nepeHocutcs. (l1a)

3. HeT gaHHbIX 0 MeHbLlen apdektnsHocTn ACUT npu 6epemeHHocTu. (1V)

slinical contraindications to allergen immunotherapy: an
ZAACI position paper
; isis' P. Demoly™, M. B. Bilo", R Gerth van Wijk’, 0. Pfaar®”, G. J. Sturm®

". Rodriguez del Rio®, M. Tsoumani 11
1.G. Papadopouloss™® & M. A Cal d'e:trg?‘"llk + G. Paraskevopoulos™, F. Ruéff'3, E. Valovirta'*
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KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

,// -
/ L
J/

AOCOMMOTHO MPOTUBOMNOKa3aHO HA4YMHATb
ACUT Bo Bpemsi bepeMeHHOCTH

Ecnn bepeMeHHOCTb HacTynuna BO BPEMS
npoBeaeHns ACUT n neyeHne xopolLlo
nepeHocutca, ACUT pekomeHayeTtcs
npoaosmkaTb, HO C OCTOPOXXHOCTbIO.

Cvna pekomeHaaumu: a
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Allergy. 2016 Mar;71(3):412-5. doi: 10.1111/all.12713. Epub 2015
Dec 24,

Sublingual allergen immunotherapy in
HIV-positive patients.

lemaoli E', Borgonovo L7, Fusi AT, Magni ¢!, Ricei ED', Rizzardini G, Piconi s'.

+ Author information

Abstract

HIV infection is a relative contraindication for allergic
immunotherapy (AIT). In the last decade, highly active
antiretroviral therapy (HAART) has improved the
immune function and life expectancy in HIV-infected
patients whose respiratory allergic incidence is
similar to the general population. We evaluated the
safety and clinical effectiveness of sublingual
immunotherapy in a group of grass pollen-allergic
HAART-treated HIV-positive patients. Thirteen
patients received sublingual immunotherapy (SLIT)
tablet (Oralair, Stallergenes@) and symptomatic
therapy and were compared with nine patients
receiving symptomatic therapy alone. Clinical benefits
were evaluated by the analysis of total combined
score (TCS), sum of symptom-medication score, and
a quality of life (QoL) questionnaire. HIV viral load and
peripheral TCD4 lymphocytes were analyzed at the
beginning and at the end of the study. Clinical efficacy
data showed a significant improvement in SLIT-
treated patients compared to controls (TCS: P =
0.0001; QoL: P = 0.03). We did not observe any
significant alteration of TCD4 cell counts and viral
load (VL) in both groups. Our preliminary data showed
that SLIT therapy in viro-immunological controlled
HAART treated HIV positive patients was efficacious,
safe and well tolerated.

© 2015 John Wiley & Sons A/S. Published by John Wiley &
Sons Ltd.

March 2016
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ALK

CyonunureanbHasa ACUT y BUY-no3nTUBHLIX NaumMeHToB

AKTyanbHOCTb:
PacnpocTpaHeHHOCTb y BY-no3nTmBHbIX
nauneHToB aToMMYyecKnx annepruyeckmnx

3aboneBaHNX ObiXaTesibHbIX MyTEN Takada Xe, Kak
n B obLLen nonynaumm

BHenopeHune BAAPT pes3Ko yBenuymno
BbKMBaeMocTb nauumeHtoB ¢ BWY, wuameHuno
TeyeHue 3aboneBaHusa, NPUBOAS K HOpManusaumm
YHKLMN NMMYHHOW CUCTEMBI

CmepTtHOCTb nNpu BWUY B HacTodwee Bpemd
accounmnpyetca He co CIL, a ¢ XpoHMYeCcKnMun
BOcnanuTenbHbIMXU 3aboneBaHUAMMN, CBSA3aHHbIMU
C MPEKITOHHbLIM BO3PaCcTOM.

[ MIOKOKOPTUKOCTEPOUAbl B CTaHOAPTHOW Tepanuu
MOTyT MHAOYUMPOBATL NOKaNbHY NN CUCTEMHYIO
NMMYHOCYNPECCUIO.



Allergy. 2016 Mar;71(3):412-5. doi: 10.1111/all.12713. Epub 2015

CyonuureanbHaa ACUT y BUY-no3MTUBHbLIX NaumMeHTOB
Sublingual allergen immunotherapy in
HIV-positive patients.

lemoli E', Borgonavo L, Fusi A7, Magni C', Ricci ED, Rizzardini G7, Piconi S'. ﬂm3al‘/’| H MCCﬂeﬂ,OBaH Mﬂ : CpaBH MTeﬂ bHoe

+ Author information

Abstract nccnegoBaHve B ABYX rpynnax

HIV infection is a relative contraindication for allergic

immunotherapy (AIT). In the last decade, highly active

antiretroviral therapy (HAART) has improved the

immune function and life expectancy in HIV-infected BCe B VI L‘l -ﬂ03 I/ITM BH ble ﬂa L“/IeHTbI |'|OJ'|V‘-| aﬂ M BAAPT.
patients whose respiratory allergic incidence is

similar to the general population. We evaluated the rpyl'll'la A 13 I'IaLl,I/IeHTOB - ACMT Opaﬂeﬁp

safety and clinical effectiveness of sublingual

immunotherapy in a group of grass pollen-allergic rpyrlﬂa 5: 9 ﬂaLlVIeHTOB - CM M I_ITOMaTl/l‘-leCKaFl
HAART-treated HIV-positive patients. Thirteen
patients received sublingual immunotherapy (SLIT) Te paﬂ I/Iﬂ

tablet (Oralair, Stallergenes@) and symptomatic
therapy and were compared with nine patients
receiving symptomatic therapy alone. Clinical benefits

were evaluated by the analysis of total combined KDI/lTe D I/I I/I B Kﬂ I'OL‘I e H Mﬂ :
score (TCS), sum of symptom-medication score, and
a quality of life (QoL) questionnaire. HIV viral load and 1. Heonpeﬂ'enﬂeMaﬂ BMpeMMﬂ
eripheral TCD4 lymphocytes were analyzed at the
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data showed a significant improvement in SLIT- )
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HAART treated HIV positive patients was efficacious,
safe and well tolerated.

© 2015 John Wiley & Sons A/S. Published by John Wiley &

sonsL1d Kputepum ncknoyYeHus:
1. AHamHecTu4yeckme gaHHble 3a ClA0
2. Tsbkenas actma
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CyonuureanbHaa ACUT y BUY-no3MTUBHbLIX NaumMeHTOB
Sublingual allergen immunotherapy in
HIV-positive patients.

lemoli E!, Borgonovo LT, Fusi A", Magni 21, Ricci ED, Rizzardini 7, Piconi 1.

+ Author information

Abstract

HIV infection is a relative contraindication for allergic
immunotherapy (AIT). In the last decade, highly active
antiretroviral therapy (HAART) has improved the
immune function and life expectancy in HIV-infected
patients whose respiratory allergic incidence is

similar to the general population. We evaluated the KOHTDOJ-”: ScbmeKTMBHOCTM nel‘leHMﬂ —

safety and clinical effectiveness of sublingual

immunotherapy in a group of grass pollen-allergic OnpOCHMK rlo OLI.eHKe Tﬂ)KeCTM CMMI—ITOMOB APK

HAART-treated HIV-positive patients. Thirteen

patients received sublingual immunotherapy (SLIT) B nepmoﬂ nonn VI Ha Lu/l I/I (TCS) + QO L
tablet (Oralair, Stallergenes@) and symptomatic

therapy and were compared with nine patients

receiving symptomatic therapy alone. Clinical benefits

were evaluated by the analysis of total combined KOHTDOJ-Ib VDOBHﬂ Cﬂ4| BMDVCHOI\/’I HarDV3KM B

score (TCS), sum of symptom-medication score, and
a quality of life (QoL) questionnaire. HIV viral load and Ha‘"I ane VI B KOH Ll.e Te Da rl M I/I AC VIT
peripheral TCD4 lymphocytes were analyzed at the
beginning and at the end of the study. Clinical efficacy
data showed a significant improvement in SLIT-
treated patients compared to controls (TCS: P =
0.0001; QoL: P = 0.03). We did not observe any
significant alteration of TCD4 cell counts and viral
load (VL) in both groups. Our preliminary data showed
that SLIT therapy in viro-immunological controlled
HAART treated HIV positive patients was efficacious,
safe and well tolerated.

© 2015 John Wiley & Sons A/S. Published by John Wiley &
Sons Ltd.

March 2016
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CybnuHreanbHas ACUT y BUY-no3nTnBHLIX nauueHTOB

Sublingual allergen immunotherapy in
HIV-positive patients.

lemaoli E', Borgonovo L7, Fusi AT, Magni ¢!, Ricei ED', Rizzardini G, Piconi s'.

+ Author information

Abstract
HIV infection is a relative contraindication for allergic
immunotherapy (AIT). In the last decade, highly active

antiretroviral therapy (HAART) has improved the B bl BOD. bl:

immune function and life expectancy in HIV-infected o

patients whose respiratory allergic incidence s 1. He 6bINno HexenaTtenbHbIX ABMEHUW, KOTOpbIEe
similar to the general population. We evaluated the o

safety and clinical effectiveness of sublingual nocny}l(l/ln |/| 6b| rl pl/lq |/| HOM rl pepbl BaH Mﬂ AC MT
immunotherapy in a group of grass pollen-allergic

HAART-treated ZIIV-IJplpsitivT Patients_lThirteeFSUT) 2 ) rpyn na naLll/'eHTOB ACMT ﬂeMOHCTpMpO Bana
patients received sublingual immunotherapy o o

t:blet (Oraljir, Stallergenes(-j@:] ‘_eurr:d jsymptc?matic nyl-“_l_"/”/l KIMTMHN4YeCKnNun 3¢¢eKT no D'aHHb”Vl
therapy and were compared with nine patients

receiving symptomatic therapy alone. Clinical benefits on pOCH NMKOB

were evaluated by the analysis of total combined o

sore(1C5),sm f symptom mediaton scre ond. 3. He Obino BbIABNEHO M3MEHEHUIN CO CTOPOHbI

a quality of life (QoL) questionnaire. viral load an o

peripheral TCD4 lymphocytes were analyzed at the ypOBHﬂ CD'4-KﬂeTOK N BMpyCHOM Harpy3K|/|

beginning and at the end of the study. Clinical efficacy
data showed a significant improvement in SLIT-
treated patients compared to controls (TCS: P =

0.0001;QoL: P = 0.03) We did ot observeany YKasaHbl criefyiouine orpaHuYeHus:
significant alteration o cell counts and vira
load (VL) in both groups. Our preliminary data showed 1 . Manoe Kon quCTBO naL“/leHTOB B MCC”GHOBaH 1]

that SLIT therapy in viro-immunological controlled
HAART treated HIV positive patients was efficacious,
safe and well tolerated.

© 2015 John Wiley & Sons A/S. Published by John Wiley & HeO6XOﬂMMOCTb ﬂaaneﬁLLlMX MCC“eﬂOBaHMM:
Sons Ltd.
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KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

MprnobpeTéHHbLIN

MMMYHOA4EDULUNT

BUY-uHgbekuusi 6e3 msixkerbix cumMnmomos (Kkameaopuu A u B / coanacHo
Knaccugbukauyuu CDC om 1993 2oda) u npu ycrosuu, 4mo yucrio CD4+ T-
numgbouyumos > 200 Krnemok / MKi

1. Ha ocHoBaHuu OorpaHnN4YeHHbIX aHHbIX HE BbIABJIEHO OTPUUATEJIbHOIO BJITNAHUA
ACWT Ha BUY. (IV)

2. bonee vactble unu bonee TaXxenble NOOOYHbIE apdekThl, He oxuaatroTca. (1V)

3. He oxupaetcs cHmxeHne adpdektnBHoct ACUT, HO 3TO HE MOXET ObITb
ncknroyeHo. (1V)

slinical contraindications to allergen immunotherapy: an
ZAACI position paper

. Pitsios”, P. Demolx” M. B. Bilo*, R. Gerth van Wiik®, O. Pfaar®’ m
- Pisio oly™, M. B. Bilo", R. jk, 0. Pfaar™’, G. J. Sturm®
: Eod;guez del R:omMTsoumam 2R Gawlik'", G. Paraskevo los'? ) aff'3 i

- G. Papadopoulos'™® & M. A Caldergn!? poulos ™, F. Ruéff'®, E. Valovirta'*
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KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

// o BWY-uHpekuma aenaetca oTHOCUTENbHLIM
npoTuBonokasaHuem K nposegeHuto ACUT n gomkHa
ObITb OLeHeHa B MHOMBUAYaNbHOM NopsAaKe

Cwuna pekomeHaaumun: D

« CINA cuntaeTtcsa abcontoTHLIM MPOTUBOMNOKa3aHNEM

Cuna pekomeHgaunn: Hb
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KnnHnyeckne npotuBonokasaHua K ACUT:
no3nunoHHbIN aokymeHT EAACIH

[lpyrne xpoHunyeckue 3abonesaHus,

N/1I0XOM KomnaauHc/
NMPUBEPHKEHHOCTb K 1eYEeHUI0

1. TeopeTtnyeckn, BO3AMOXHO oTpuuatenbHoe BnuaHme ACUT Ha naumeHToB ¢
WMMYHHbIMW pacCcTpOUCTBaMN UM NMPUHUMatOLWMX MMMYyHodenpeccaHTbl. (Hb)

2. EcTb Teopetndecknun puck bosee TSHXKENbIX NOO6OYHbIX 3 dPeKTOB Npu
XpoHundeckux 3abonesaHunsx. (HB)

3. Oxwupaetcs, uto ACUT bynet meHee adpdhekTMBHOWM Yy NALMEHTOB C
npobrnemMamMmm NPUBEPKEHHOCTU K SIEYEHMIO U NITOXMM KOMMNAaNnHCOM Ui C
paccTponcTtBaMn MMMyHHon cuctemsol. (HB)

slinical contraindications to allergen immunotherapy: an
ZAACI position paper

. Pitsios', P. Demoly®3, M. B. Bilo* R Gerth van Wiik®, O. Pfaar®’ 8

. Rodi jo%. M. Teoumani ® , 0. Pfaar™’, G. J.

‘.léodnguez del R:o? M. Tsoumani®, R. Gawlik'", G,’ Paraskgvzr |G ilz s‘“"‘l ‘13 _

- G- Papadopoulos'™™® & M. A. Caldergn'? poulos ™, F. Ruéff'®, E. Valovirta'*
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KnnHnyeckne npotuBonokasaHua K ACUT:

no3nunoHHbIN aokymeHT EAACIH

"« ACWUT momkHa HasHavyaTbcs

MHOMBUAYAIbHO OIS KaXKOoro
naumeHTa, paccMmaTpuBas 3Tu

dbaKkTopbl, KAK OTHOCUTENbHbIE
MPOTUBOMNOKA3aHUHA

Cuna pekomeHagaumun: Hb
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Lack of communication . @ ‘
Start during pregnancy
beta-blockers
ACE-inhibitors

Children <5y.o0.

Elderly >65y.0.
Cardiovascular diseases

Uncontrolled asth
™ | Pitsios, C., Tsoumani, M., Bilo, M.B. et

8
3 Co-existing active diseases | al. Contraindications to immunotherapy:
% Immunodeficiency a global approach. Clin Transl

l Allergy 9, 45 (2019
Autoimmunity 9y ( )

Immunosupression
Chronic infections
Malignancy
Dermatitis
Temporary conditions
Inadequate means/training
Anaphylaxis to AIT

0 3 6 9 12 15

B Absolute B Relative ' Not-contraindicated



3aknoyeHumne
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Ha cerogHsWwWHWM geHb NO paay BONPOCOB AoKasaTtesibHasa 6asa
orpaHunyeHa

OkoH4aTenbHoe pelleHne o nposeaeHnn ACUT aomkHO ObITb
OCHOBAHO Ha MOSIHOM aHann3e COCTOSAHUSA KOHKPETHOIO
naumeHTa, ero conyTcTBYOLWMX 3aboneBaHnNAX, UCNONb3yeMOWN
6asncHO NN cnTyaumoHHo hapmakoTepanum , a Takxke,
OLIEHKE COOTHOLLEHWNSI pUCKa M Nonb3bl Yy AAaHHOIO KOHKPETHOIO
naumeHTa.

OCHOBHbIM JOKYMEHTOM MpPU MPUHATUN PELLUEHUS O Ha3HaYEeHNU
KOHKpeTHoro npenaparta ania ACUT naumeHTy, o ero
NPOTUBOMNOKa3aHNAX N BO3MOXHbIX HA SBNSeTca MHCTPYKUMA K
9TOMY npenapary.

52
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YTBepxaeHo
[Ipe3uzuymom PAAKH
23 pexabpa 2013 .

®E/IEPA/IbHBIE KJIMHWYECKUE PEKOMEH/JIALIUM T10
MPOBE/IEHII0 AJUIEPTEH-CITELM®OUYECKOH
MMMYHOTEPAITUH

Mocksa

2013r.

Noka3aHusa ana nposeaeHna ACUT

ACUT npu wvHranaumoHHOU annepruum
Ha3Ha4yarT NPU BbINOMTHEHNN crieayroLWnX
YCINOBUM.

OkasaHHaa IgE — 3aBucumasa npupo

3aboneBaHnA (pesynbraTbl KOXHbIX Npob

nvinn yposeHb IgE cneundunyeckmnx 2

eaKkuum 1 BbiLLE)

2. 3a pasBuUTUE KITMHUYECKUX MPOSBNEHUN
3aboneBaHNA OTBETCTBEHHbI UMEHHO 3TU
annepreHol

3. o Havana ne4vyeHuMs  NpOBeEHbI
ANIMMNHALMOHHLIE MEPONPUATUSA

4. [ormkHbl  ObITb  Y4TEHbI U,  MpwU
HeobXxoanMoCTN, KYrNMMpOBaHbl
obocTpeHus NHTEPKYPPEHTHLIX
bonesHen




Allergy. 2016 Jul,T1(7):1067-61. doi: 10.1111/all.12889. Epub 2016
Apr13.

Efficacy and safety of D. pteronyssinus
immunotherapy in local allergic rhinitis: a
double-blind placebo-controlled clinical
trial.

Rondsn €1, Campo P1, Salas M1, Aranda AZ, Molina AZ, Gonzélez M2, Galinde L2,

+ Author information

Abstract

The effects of allergen immunotherapy (AIT) on local
allergic rhinitis (LAR) are largely unknown. We
conducted the first randomized, double-blind,
placebo-controlled (DBPC), phase Il trial of D.
pteronyssinus (DP) subcutaneous AIT (DP-AIT) on
LAR (clinicaltrials.gov identifier: NCT02123316).
Thirty-six LAR patients received Pangramin PLUS DP
or placebo for 24 months. The primary endpoints were
symptoms, medication scores, and medication-free
days. The secondary included skin test, serum
specific IgE and 1gG4, nasal allergen provocation test
(NAPT), and adverse events. AIT-DP produced
significant improvements in both primary and
secondary endpoints vs placebo. After 12 months of
AIT-DP, we detected a significant and marked
increase in allergen tolerance with negative NAPT in
50% of patients, and significant increases of serum
slgG4. Immunotherapy was well tolerated; no
systemic reactions were reported. This study
demonstrated that AIT-DP is a safe and clinically
effective treatment for LAR, confirming that LAR is a
new indication for AIT.

© 2016 John Wiley & Sons A/S. Published by John Wiley &
Sons Ltd.

KEYWORDS: allergen immunotherapy: clinical effect; house
dust mite; immunological response; local allergic rhinitis
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AdpchekTUBHOCTL U Ge3sonacHocTb ACUT
annepreHom D. pteronyssinus npu
FNIOKaribHOM annepru4eckomMm puHuTe:
ABOWHOeE-cnemnoe nrauedboKoHTponmpyemoe
nccnepoBaHue

MeToabl:
33 nauneHTa paHoomMmusnposaHbl 1:1

1 rpynna — NKACUT D. pteronyssinus
2 rpynna — nnauebo

[OnutenbHOCTb Tepanun — 24 mecsua

PesynbraThbl:

1. llokasaHa knuHu4veckas 3adPEKTUBHOCTb
ACUT (pepykuma cumntomoB Ha 42%,
NoTpebHOCTb B MeaukameHTax Ha 45%,
yBenmyeHme paHenm ©6e3 CUMNTOMOB Ha
89%)

2. HeratuBHbIN HasanbHbIV
NPOBOKaLUMOHHbLIN TecT y 50% nauneHToB
yepe3 12 mecdueB neyvyeHms July 2016




L . .

MacTtepcTso NPUXoAUT TOJIbKO C NPAKTUKOU U
He MOXKeT NOABUTLCA /IULLb B XO0Ae YTeHUA
MHCTPYKLUUMA.

HanoneoH Xunn
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