focyaapCTBEHHbIN MeAULNHCKUM YHUBEPCUTET
Ka3saHb, Poccua

Anneprusa Ha COpHble TPaBbl.

XapaKrepuctmuka neyebHbix popm annepreHos,
3aperncTpmpoBaHHbIX B PP

CKopoxogkunHa Oneca BanepbeBHa,
3aB. Kad. KIMHUYECKOM MMMYHOo10TMK ¢ annepronorun ®reQY BO KIMY, a.m.H., npodeccop,
rNaBHbIM BHEWTATHbIM annepronor-ummyHonor PT n NP0

r. Ka3zaHb
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«CopHbIe TpaBbI» - 3TO HEe 00TAHUYECKOEe
CEMENCTBO, a4 0000IIEeHHOE ITOHATHE

NioHb

OKTA6pb

NMoAaopoXKHUK

MonbiHb

Nebepa

Am6po3usn

Mapb

LmknaxeHa

MnecHeBble rpnbbi:
anbTepHapus,
KN1af0cnopmuym

CnoxHo onpeaennTb

KTO BMHOBHMUK:

- CumnTombl NMOEeHTUYHbI

- Ce30Hbl uBeTeHnAa naeHTUYHbI

- Ce30H cnopoobpa3oBaHuA
nnecHeBbIX I'pMGOB

- CopHble TpaBbl cogepKat
annepreHbl, nepekpecTtHo-
pearnpytoLime apyr ¢ Apyrom

BaxkHo! Cbop cbipbs ana

BOAHO-CO/IEBbIX PAaCTBOPOB

TaK)Ke NPonucxXoauT B 04HO

BPEMSA N HE UCKAIOYaeT

HanM4Yne NpPMMmecemn



BHelIHe pacTeHUuA OUYE€HBb ITOXO0XKU

Ambp0o3nAa NONbIHHONNCTHAA [MonblHb 06bIKHOBEHHAA

Amb al — ncTuHHaA anneprmua Ha ambpo3unto Art vl — UICTMHHaAA anneprua Ha NoJibiHb




CeMelnicTBO ACTpOoBbI€E

AM6p0o31MA NONbIHHOMINCTHAA - 3TO CaMan YacTaa NPUYNHA
anneprnm B nosgHUe NeTHue nepmoabl N0 BCeMy MUPY

*  AmBPO3MA — 3TO MHBA3MBHOE EXEerofHo LBeTyllee pacTeHMe U3 cemelicTBa Asteraceae, poAMHOMN KOTOPOro ABASETCA
CeBepHaa AmepuKa.?3o

* WM3BecTtHO okono 40 Bnagos Ambrosia, 1 Ambrosia artemisiifolia (ambpo3ua nonbiHHONUCTaA) ABnAeTcs Haubonee
3HAaYMMbIM M MHBaA3UBHbIM®>’ Hanbosee 4acTo pacTeHWe BCTPEYaeTCA B APEHaXKHbIX KaHaBax, BAO/Nb [A0POrv, Ha

CTPOUTENbHbIX MNJOWAAKaXx U Be3ae, rae HapylaeTcAa No4YBeHHbIM NoKpoB. OHO UEHWUT ropsadyve, cyxume u boraTbie
MOYBbI C HEWTPaNbHbIM UK cnabokucabim pH.>

*  KAMHMuYecKaa Kpocc-peakTUBHOCTb Oblla NOKa3aHa BHYTPU rpynnbl ¢ reHom Amb6posun. B nccnegosaHuaAx In vitro
TakXe O6blN0 MNOKa3aHo, YTo ambpo3mAa AEMOHCTPMPOBANA KPOCC-PEeaKTMBHOCTb C MoJblHblO (Artemisia vulgaris),
KOTOpana ABNAETCA 3HaYMMbIM BO3A4YLIHO-KaneabHbIM annepreHom B Espone.

*Ambrosia trifida (giant ragweed) is predominant in NA but is much less abundant in Europe.® Ref: 1. Karrer G et al. Science of the Total Environment 523 (2015) 120-128 121. 2. White JF et al. Ann Allergy Asthma Immunol. 2003;91:425— 435. 3. Chen K-W et al. Int Arch Allergy Immunol 2018. DOI:
10.1159/000487997 4. Creticos PS et al. Immunotherapy (2018) 10(7), 605-616 5.Taramarcaz P et al. Swiss Med Wkly 2005;135:538-548. 6. |hler F et al. J Asthma Allergy. 2015;8:15-24. 6. Taramarcaz P et al. Swiss Med Wkly. 2015;145:w14198. 7. Essl F et al. Journal of Ecology. 2015;103:1069-98.



Ki1iroueBble ajljiepreHbl amOpo3uu

Pollen is sized from 18-22 mm

Allergen IgE sensitization rate

Amb al ‘- o, 90-95 >

Amb a2 i regrouped as Amb a 1.05 isoform

Amb a3 % 30-50 Amb al—
Amb a4 % 20-40 Knl'O"leBOﬁ
Amb a5 % 10-15

Amb a 6 9620-35 Amb a 11
Amba?7 %15-20

Amb a 8 %20-35

Amba9 %10-15

Amb a 10 %10-15

Amb a 12 %41-68




IIpoexT ATOPICA

[MlaHeBpONenCcCKUN NPOEKT, Uccneayrlmi bygywee annepruyecknx sabonesaHum,
BbI3BaHHbIX Nbl/IbLLOM

ATOPICA Pe3ynbtatbl NpOeKT npmeesiv K KpacHOMY ypPOBHIO ONAaCHOCTU B OTHOLIEHMM PacnNpoCTpaHeHUA
ambpo3num B EBpone, Npmn3biBaa K CPOYHbIM AENCTBMAM AN KOHTPOASA U MPUHATUA COOTBETCTBYHOLLNX Mep

* Pe3ynbTaTbl NPOEKTa NpmBenun K KpacHomy ypoBHIO ONacHOCTU BO Bcem mupe u onybamkosaHbl B Nature Climate Change (2015) u
LUTUPYHOTCA BO MHOTUX CTaTbAX.

* ATOPICA (Atonuuyeckne 3abonesaHua B MeHawwmmea Knmmate, 3emnenonb3oBaHue & KauvectBo Bosgyxa ) sABnsaetcs
NaHeBPONENCKMM NPOEKTOM, GUHaAHCMpPyeMbIM Komuccuel EC ans nsydeHuns BamaHMe 3arpasHEHUA BO34yXa, 3eM1ENO0/Ib30BaHUA U
M3MEHEHMA KNMMATA Ha annepruyeckmne 3abonesaHma, BbI3aBaHHbIE MblAblI0R. Hkin AanviieH R 2011 u areninéH R 2015,

European Commission > Funding, Tenders > Funding opportunities > Funding programmes > Horizon 2020 >

Horizon 2020

Red alert for ragweed allergy

Thursday, 5 March, 2015

Pollen season ls a difficult time for many. In Europe, Ambrosia artemisiifolia L., a.k.a
common ragweed, could soon be adding to the plight of allergy sufferers, and many
more people could develop symptoms. Climate change will enable this highly allergenic
alien species to advance across the continent, say EU-funded researchers, who are
calling for urgent action to keep the invader at bay

References: 1. ATOPICA (Atopic Diseases in Changing Climate, Land Use & Air Quality) Project; Polen is in the Air Conference, 5-6 March 2015, Brussels. Last accessed on Jan 2019: https://wwiw.atopica.eu/index.html# Estimates are published in: Hamaoui-Laguel et al
Nature Climate Change volume 5, pages 766-771 (2015). Effects of climate change and seed dispersal on airborne ragweed pollen loads in Europe. 2. Hrabovsky M et al. Expansion and aerobiology of Ambrosia artemisiifolia L. in Slovakia. Ann Agric Environ Med. 2016; 23(1)




ATOPICA Project

KonnyecTBo Nbi/ibLbl aMmbpo3nmn MOXKeT YBeZIMYUTbCA B YeTbipe pasa
K 2050 roay B8 EBpone

MporHo3upyem
HacTtosiwee oe 2041-2060rr

+ 3epHa NbIbLbl ambpo3aun MoryT
TPaHCNOPTUPOBATLCS HAa TbICAYM KASIOMETPOB NO
BO3A4YyXY U MOTYT Bbi3biBaTb CUMNTOMbI Tam, rae
amb6po3us He pacnpocTpaHeHa.!

» CornacHo ATOPICA, Oxungaetcs, yto k 2050 rogy Asrycr-
KOHLIeHTpauusa annepreHHon Mbinbubl ambposmn B CenTAbp
BO3ayxe B EBpone yBenuuntca B YeTblpe pasa. °

* CeHcmbunusauuss Kk ambpos3unn, Kak oXxuaaeTcs,
Gonee 4em yaBouTca B EBpone, ¢ 33 pgo 77
MUINIIMOHOB YyernoBek, k 2041-2060 rr.*

* COOTBETCTBEHHO, OXMOAETCA U3MEHEHNE CPOKOB U L [T [
0 50 100 500 1000 2500 5000 10000 415000
yBernumyeHme npoaoJKUTENIbHOCTU Ce30Ha, 4TO
Current and future (2041-2060) ragweed pollen counts (grains/m3) across

MPMBEAET K YBENMHEHUIO Hucna HyBCTBUTEIbHBIX Europe. Data are the average of the CHIMERE and WRF/RegCM model suites
J'IIOD,GVI. for RCP4.5 and a reference plant invasion scenario.>-?

o Jlioan, KOTOpble YyXe 4YyBCTBUTEJIbHbI K aM6p03|/||/|
MOTYT UCMNbITbIBATb bonee cepbe3Hble CUMMNTOMbI.

Map adapted from Lake et al. Environ Health Perspect. 2017;125(3):385-3912 (with the permission to use). Ref: 1. ATOPICA Project; Polen is in the Air Conference, 2015, Brussels. Last accessed Jan 2019: https:/www.atopica.eu/index.html# Published: Hamaoui-Laguel L et al. Nature Climate Change volume 5, pages 766-771 (2015). 2. Lake IR et al
Environ Health Perspect. 2017;125(3):385-391.



AJl1eprusa Ha aMOpPO3HUI0O 1 aCTMAa

Bonee 40% Bcex NauMEHTOB, CEHCMOUITM3NPOBAHHBLIX aMOPO3NE, UMEHOT COMYTCTBYOLLYIO acTMyL’

g
g 100
* AMbpo3nsa ABNAETCA OAHUM M3 CUIbHEWLIUX CEHCUMOUAM3MPYIOLWNX BUOOB e 90 A ey
MbiNblbl, BbI3blBAA annepruyeckme peakuum | TMna, KoTOpble 06bIYHO E 80 7 o
pa3BMBalOTCA B aBrycre-ceHTAbpe-oKTAbpe M NpPOABAAIOTCA CUMATOMAM zg 10 /
ceHHOW nuxopagku (AP c BbipaXKeHHOI HOCOBOI 0b6CTpyKuMell, oco6eHHO 5g 60 /
HOYbIO) M acCTMOIA. > €3 50t
g \g' 40 /‘/C\\E/A\A ptn
*  KAMHWYECKMMM NPOABNEHUAMM anneprum K ambposuu aenasawotcs APK (87%), S & ag e r~
6poHxnanbHaa actma (42%) 1 pexe KOHTaKTHbIA AepmaTtut/KpanusHuua.b’ S 20 i
MHoroueHTpoBoe wuccnepoBaHue, nposegeHHoe B Wrtaamm ¢ 2934 £ 10
ambynaTopHbIMM NaLMEeHTaMM C PECMMPATOPHBIMW CUMNTOMAaMK, NOKa3ano, g 7 T S S RN SR SRS
yto 250% BCex MauMeHTOB, CEHCMBUAM3MPOBAHHbLIX K ambposnn, Mmenu c 2 5 3 85 3 3 38 8 5
actmy! 2@ 2222 838 88 &
—— PecnupaTopHble cumnTombl (AP u/unu BA)
* BbI3BaHHbIK ambpo3neint AP BAMSET HAa BHMMATENBHOCTb M KOFHUTUBHOE no3aHum netom™ ¥
OYHKUMOHMPOBAHME U NPUBOAUT K CHUXKEHUIO MNPOU3BOAUTE/IbHOCTU ¥ AcTma nozHum netom™
TpYAa.° F—
* BblCOKMe NoKasaTenn CeEHCMBMAU3ALUN U BbICOKMIA MPOLEHT C/IyYaeB acTMb! )
MOryT ObiTb OOBACHEHbI COAEPMKAHMEM B FH!ntiinntiv 2ontiav asafnaoy
TaKUX GEepPMEHTOB KaK: BbICOKAs KOHLEHT| WccneposaHue, npoBegeHHoe B UTanum, nokasarno, 4To
Cele HOBbIX U L||V|CTEV|HOBb|X npOTea38—10. NPOLEeHT NauneHToB C anneprmeﬁ Ha aM6p03mo 3aMeTHO

yBenuuuncs ¢ 1989 no 2008 rog, 4To KOppenupyeT c
3a6oneBaeMoCTbIO acTMOMN.
= 40% wv3 Bcex nauneHToB ¢ ambpoavent SPT (+) nmenu actmy
B 9TOM MccregoBaHum®

*High % of asthma incidences An

RAGWIZAX®is not indicated in asthma

— - efal
Taramarcaz P et al. Swiss Med Wkly 2005;135:538-548. 7. Dechamp C et al. Allerg




Harpyska nbLIbIbI aMOPO3HUH I10 BCEMY MUPY

Ambposua pacnpoctpaHunace no scemu mmpy USA, Europe, Asia, Australia, Africa, Japan and China

Worldwide distribution of ragweed: (in red) NA (Canada, the USA, Mexico), South America (Brazil, Uruguay, Paraguay,
Argentina, Chile), EU (Hungary and neighboring countries), South Africa, Asia (Japan, South Korea, China), Australia and NZ.1

nation Survey. Ref: 1. Chen K-W et al. Int Arch Allergy Immunol 2018. DOI: 10.1159/000487997 2. Ariano R et al. Allergy Rhinol 6:e177-e183, 2015; doi: 10.2500/ar.2015.6.0141 3. Smith M et al. Allergy 69 (2014) 913-923 DOI:10.1111/all.12419 4. Ziska L et al. 4248-4251 | PNAS | March 8, 2011 | vol. 108 | no. 10 www.pnas.org/cgi/doi/10.1073/pnas. 1014107108 5. Creticos PS et al




Y10 B Poccunu?



Yacroe nmpeacraBjaeHue O 30Ha

pacrnpocrpaHeHusa amopo3uu B Poccumn

20% 40% @&0%  100® 1407 180" &0
= -~
Awmbrosia artewisitfolia L. rﬂ oy
a -
S-D ) T _,-'"J
e T e
- = - L
T == Lt r
T .=
j iy
R "
. .-}_ P =T
PUMTIP- Rt S o
4 '-._ "]
: By :
T e
i “a
EE l.r
7
& -
B SDD
r
) t =
40° A % ;
1, L e
;3\ By o o2 - -|,_ll
“-\__l.-r ;{‘.;-l;_ i e &
b 1‘:* | B v:l
3 I .
Ja g e ]
e 4 ﬂ'-h-!‘ 407
~— '.. T
~, 4 &:\ - :
5 ¥ B -4 4
309 ..r H\, "_:1:_: T - 3 e
A P ':: =P ! - S0HS BERefOHICHOCTH MecTa pacnpocTpaHeHKWA
e LA B
e ’1 |:| F0HA PAChPOCTRAEHEHMA
g ;
&0 @ an?




A

PeanbHble MacliTabbl pacrnpocTpaHeHus aM6po3nm B Poccumn




O6beKTUBHbIE AaHHbIE O PAaCNPOCTPAHEHHOCTH
ambpo3um:

1. AsponanuHonormyeckoe HabaoaeHune

2. [JaHHble 0 Nopa*KeHNN KapaHTUHHbIM pPacTeHnem
Poccenbxo3Hans3op



I0:xHbIN (peaepajibHbIN OKPYT

KPACHO/IAPCKUU KPA

KpacHoZapcr®Ed Kpai

Foperopcend, r. KopeHoBck, THMAMEBCKHEH,
Bricenorcrm, . Dopaami soron, Efckmi, CTapoMEHECKI

FPhthorimaen operniciosus
(KaprojeIisHas M0IB)

TevamepcrHA

Frankliniella occidentalis
(3amaaHeni [IpeTo4HbII
(kaandopaniicknil) TpHnc)

BCA TeppHTopHs KpacHozapekoro kpas

Cuadraspidions perniciosus
(KamndgopHEIiickas MITOBEA)

r. [opawmi xrsod

Diaporthe helianthi
($oyoncnc noacoOTHNYHNKA)

r. [enenmadis

Flum pox potivirys (Llapka
{Ocma) caInesl)

BCA TeppHTopHe KpacHomapekoro kpas

Ambrosia artemisiifolia
(AMOpo3ng moIBIHHOINCTHAR)

rrun o e Brnarmmmers maeem s W amanernnaemes o

nanbhalith swalacts




I0:xHbIN (heaepajibHBIN OKPYT
CTABPOITOJIbCKU KPAU

CTaBpononsckHi Kpaf

ATekcaHIPOCKHE, AHIPOMOBCKHH, ANAHACEHKOBCKHH,
ApIrHpcEHH, (MAT0JAPHEeHCEHH, by IJeHOBCKHI,
Teopruescsmi, ['patueeckui, H300HBEHe ECKHI,
Hnatoeckwii, Koayoespcknii, KpacHoreapIeAckHH,
Kupoecruil, Kypersi, Jlepoxyycrei, MuHepaToBOICKHE
Hedrexyucrait, HopoatekcarIpoBckHi, HoBoCeTHIKHER,
Tetporcrsi, [Iparopasn, CoeTcknil, CTeNaHOBCKHL,

Ambrosia artemisiifolia
(AMmOpo31s NoOILIHHOINCTHAR)

[prxaz Yoparnerrs PocceIsX03HATI0PA IO

Craepononcrony Kparo ot 25.10.2005 Nz 01-06/68

CTABpONOMIEBCHHE Kpail

Tpvaosckuil, Typrerck, [1nakoBckeEd, T. [ e0praeBCE, 24963435

TopI-kvpopT EcceRTVER. ropoi-kypepT JKe1e3HoBOACK,

ropog-kypopt Kucaoeoack, r. JlepMoHTOE. T.

Munepanessie Boarl, reo HepHHHOMEICCE, TOPOI-KVPOPT

Ieruropck, r. CTaBponoIs

HnatoBcrati Ambrosia psilostachya INpuxa: Vopaenenss PocceIsxoIHaIzopa oo
(AMOpo3ns MHOTOTETHAR) 210 Crappomoncrony Kparo o1 25.10.2005 Nz 01-06/68

Bononapcrmii. Edotaeeckni, HrpAHHHECKHI, Grapholith molesta [Tpuraz Voparnerrd PocceIbX03HATI0pA IO

Kamsarceni, JImiasckni, Hapmuagosckii, (BocTouHAS IT000A0PKA) 3733 Craepononscrony kparo ot 02.08.2005 M= 189

[puBoTHCEHA, Xapa0aTHHCEER, I ACTPaNaHb

[TpHBOTAHCKHA Frankliniella occidentalis [Tpuraz Voparnerra PocceIbX03HATI0pA IO
(3anazueii [EeToYHBIT 03 Crappomoneckony kpaso or 02.08.2005 Ne 189
(kamndopHBiicknii) TpHnc)

Bononapcemi, HupsaseHckHA, KaMEBEIRCREA, Quadraspidiotus perniciosus [Tpxaz Yoparierns Poccearxo3Hagzopa oo

Kpacuogpesan, JTrvascknf, HapHuagoBCKER, (KamndopHniickas MUTOBKA) 3004 Craepononscrony kpato ot 02.08.2005 Nz 189

[NpuBomacrnA, Xapa0aTHHCEHER, T. ACTPaNaHb

HrpassHcrmi, KaMeraHckuf, TEMAHCKHA, T. AcTpaxass | Ambrosia artemisiifolia [Tpuxaz VopapieHHs PocceIrxo3Hagzopa oo
(AMGpo3na MOILHHOINCTHAS) 476.6 Crapponomeckony kpawo o7 02.08.2005 Ne 189




I0:xHbIU (heaepajibHBIN OKPYT

BOJITOI'PAZICKAA OBJIACTD

BonrorpaickoH 001acTH

ATeKceeBCkHH, bRIKOBCKHH, [ OpoTHITEHCKHI,
Hannmopcki, HToBckmH, KvMBEITHeHCKHT,
MNrafinopckni, Hexaepcri, HopoaHHHBCKHI,
[Tanmacoeckri, CepaguMoBrackHA, CpeIHeaxXTVOHHCKHH,
CVpOBHEHHCKHH, ¥ PRONHHCKHH, T. Bomarorpad, T.
VPHOMHECK

Ambrosia artemisiifolia
(AMOpo3na NoIBIHHOINCTHAR)

E1ageni, JaHHT0BCKHE, KHEBHI3SHCKHHA, HeXaeBCKHI,

Ambrosia trifida (AMOpo3nsa

HoeoaHHEHHCKHHA, HOBOHHKOMACBCKHA, VPIOMHHCKHIL I. | TpexpaigeabHas)
HoBOaHHHHCE, T YV PREOIHHCK
AderceeBcidi, Hexaeporui, ¥V pHOMHHECKHA Ambrosia psilostachya

{AMOpo3na MHOTOIeTHASR)

——




I0:xHbIU (heaepajibHBIN OKPYT
POCTOBCEKAA OBJIACTD

PocToBcEas o0mIacTe

Azopckmi, AckaickHi, baracprmil, benoraTHTESHCKHI,
boxoeciani, Bepxeenorckoi, Becaopciaif, Bomrogouckom,
HvooeckuA, Eropoasickimi, 3aRTHHCKHEA, 3epHOTPATICKHE,
IMMOBHHKOBCEHH, Karanssmrmemi. KaveRck,
Kamapckaf, KoBECTaHTHHOECKHH, K pacHOCy THHCEH,
EyvidmmesckrEd, MapTelHoBCkTH, MaTEeeBo-KypranckHi,
Mutnepopcrmi, MumoTHHCEHH, Mopozoscsm,
MacarkoeckmA. Hexmmoecsmi, OOMHECKHEH,
Oxradopecimi, Oproeckui, [TecuaHOKONCKH,
[Iponetapcrsi, PenMoHTHeHCKER, PognoHo-HecBeTaicHaii,
Campcrmm, CeMHEAPAKOBCKEH, CoBeTCEHE, TpacoBCIHE,
Tamuercrmit, YVere-Joreurnd, Heasncknf, IEMIAHCERTA,
Ueprropctani, lomoxopcrmit, r. A3or, T. baTaiick, T
Bomrogonck, T. Kasesck, r. Kpacasni CymH, T
Mutaeposo, 1. Hopouepracck, I HOBOIDAXTHHECE, T.
Poctoe-Ha-Tory, 1. Caneck, r. Taragpor, r.11laxTte

Ambrosia artemisijfolia
(AMOpo3HA NOIBIHHOTICTHAR)




Kajenaapb / N
KRASNODAR |
IIbIJICHUNA
Pollen grains / m3

: L, 0] (o]
aMﬁp O3UM STAVROPOL’ | \ / -

ROSTOV-NA-DONU _ 6-11

JIE€TO-0OCCHDb = 2549
RYAZAN’ 50-99

Or P® LUPO HeoKMAQHHO D 100199

200-399

2 O 2 O I‘ ° MOSCOwW 400-799
800-1600

SAINT PETERSBURG |
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MONITORING OF AMBROSIA POLLEN IN SOUTHERN AND CENTRAL RUSSIA| Elena Severova, Dmitry Britsky, Ella Churyukina, Elena -
Goloshubova, Vera Karaseva, Nadezhda Milchenko, Anatoly Moroz, lvan Pavlyuchenko, Yulia Selezneva, Olga Uhanova, Irina Zheltova: I-IO.D.FOTO BJ'IeHO yxaHOBOM O I-I .




IIpuBo/xcKuU (hpeaepajibHbIN OKPYT

PECIIYBJ/INKA BAIITKOPTOCTAH

. S .
MMPHBO.TACKHHA ®ETEP AThHBIHOKP YT

3HaHYVPHHCKHH, CTepIHTaMakCKHA, AThIIeeBCKHH, Ambrosia psilostachya
brxOy1AKcKHi, Biaropapcknil, byaaarckmi, (AMOpo3nA MHOTOIETHAS)
3HaEaypcki, Kyvrapumsci, Meneyviopcksm,
MugrsackHi, Kyvroprazuacssi, Xaf0yvIHHCKHT,
ATpmecBckHE, bakamuecEER, benedeeBCRHE. Glododera rostochiensis

Pecrvormka bamkopTrocTal |braroeapcsmii, baaropemrenck, JiOpTIOMHHECKHI, (3odoTnCcTaA KapTodelsHad

Epuexeepcruit, Hrouacsui, Hmmmepckafl, HimmadafickHii, | HemMaToIa)
KapvackamaackEd, KpacHoraMcked, KyIHApeEKOBCKHH,
Menevzopcrkam, MegeTHECKE, HypEMaHOBCKHH,
CTepIHTAMAKCEHE, YHATHECKHHA, YHITMHHCKHI,
Axayaeckui

= s [EI ] - - e



IIpuBo/xcKkuN deaepaasbHbIN OKPYT

PECIIYBJ/INKA TATAPCTAH

Axcyoaeeckmi, Hypnatc Ambrosia frifida (AMOpo3nsa
Pecvomiea TaTapeTan c. Hopomennumack, ATsMeTeeBckrH, MeHneneeBckHH, Cuscuta spp (IloBnamka)

Hopomennuusckai, Craccisd, YepeMIIAHCEHH,

HHCTONOIRCKHA




IIpuBo/zkCcKUN (heaepajibHBIA OKPYT
OPEHDBYPI'CKAA OBJ/IACTD

AdmymRECKHE, ATeKCAHIPOBCKHE, ACEKeeECKHH, Ambrosia trifida (Avbdpozna
byrypycaagcesi, by3yTvickaH, [ padeBoksii, TpexpasielbHaf)
KpacHoreapaefickuil, KyeasIskcKHEA, MaTeeeBCKHIL
Oxradpecrms, OpeHOVPrekEE, [lepeBomomEmi.
Carouapersi, Capasramcssi, Coms-Flnemseni,
Copommeckei. Tronerancis, TanmmasEckad, [ afcsmi,

AzavopckHE, AxdyIakcrui, bensescknf. byayviveckrR, | Acroptilon repens (Top4ak
[afickmi, Jomoapoecyufl, Hnercssi, KyEAHIBIKCHHE, (PO30BEBIT) mOT3VHNIL)
Horoopernit, Horocepruercimii, OKTA0pECEHI,
Operdyprexuf, nepegotonseii, [leprosaficsii, cole-
Hnemsmii, CretnuacEEH, CopoMHHCIHH,
Tamrmeckm. AcHeHckIH

Operdypreras odIacTs

Acereepcyuii, beraerckdi, byavayrcemi, [ afickmii, Cuscuta spp (Hoenanka)
Hnewcrnfi, Oper0Vprosdi, npeBoMaicEii, Coms-
Amersa, TammEckmi, [apmeicsm,

Acereepcyuf, Mateeercati, OKTIOPECKHH, Ambrosia psilostachya
OperdvprcxHi {AMOpo3nA MHOTOIETHAR)




IIpuBo/kcKuU (hpeaepajibHbIN OKPYT

CAMAPCKAA OBJIACTD

Cauapcras od1acTs

bopcraii

Ambrosia psilostachya
{AMOp03HE MHOTOIeTHAA)

Boratoeckmii, bopexnti, Borscrd, EaxoBckEi,
Heaxmecknii, Kunenrcxni, Kuaens-Hepraccsmi,
Komrmrcimi, Kpacroapyeficsed, KpacHoapoxsii,
[ToxercTaeBCcEHA, Cepruepcymii, TenHo-BepmHaCKm,
[opegckss okpyra (Cavapa, HopokyAORIIEECK)

Ambrosia trifida (Avbpo3ns
TPeXpa3IeIbHadA)

Anexceercrai, Bomscsui, bonpme-I mymmneni, boneme-
Hepauropcesi, KpacHoapeficiani, [TecTpapcrmi

Acroptilon repens (I'op4ak
(p030BBIT) MOI3VHMHIT)

Bomeme-I mymrenesi, botsme-Heprurosckmii, bopewmi,
Bomacksf, Komemacr, [TecTpapcsmi, CeprueBormH,
Crapponomnecsmi, Cerpasckat, Yengo-BepurHCcKHi,
[opoackof oxpvr{Carapa)

Cuscuta spp (Iloenanka)

Bopcraii

Ambrosia psilostachya
{AMOp03HE MHOTOIeTHAA)

boratoeckmi. bopckait, Bomscssd, EmoBckni,
Heaxmascrnil, Kurenscrnit, Kunems-epraccrmmii,
Konmwmrciai, Kpacroapueficrsd, KpacHoapoxmii,
[ToxercTReBCcEHHA, Cepruepcrmi, TenHo-BepmHaACKHI,
[opoacrsi oxpyvra (Cavapa, HopoxyiOsnmeeck)

Ambrosia trifida (Avdpo3na
TPexpa3IelIbHad)

Anexceescrui, Bomscsui, boapme-I mymmneni, bomeme-
Yepauropcesi, K pacroapefcia, [lecTpapcrmi

Acroptilon repens (Topaak
(po30BBIIT) NOI3VHMIT)




IIpuBoJ/:KCKUM (beaepaTbHbIU

OKPYT

e e B e Wt il

CaparoBcKad 00IacTe

ATEapckHH, EXaTepHHOBCKHH, JIEICOT OPCKER,
Hoeodvpacckui, CaMoRT0BCKEH, XBATBIHCKHH,
FHTeIRCCKHER

Ambrosia trifida (Amopozns
TpexpazleIsHAA)

AtexcaHIpoBo-I afcKHiL, APRATAKCEKHH, ATKADCKHIL
bazapro-Kapoviakckui, BonecEHE,

bamaxoBckHE. banalmoR I,

Heprauercra, [vxopEmIE, Epmoeckii, I panTeepCcrim,
KpacHoapueHckHH, KpacHOKVICKHEH.
Kpacronaptuzascsi, Maprcoeckmi, HoBovaeHCKHH,
Ozmacii, [lepemrodcrmi, [TaTepermi, [IyrageBormi,
PopeHCKEH, CapaToBCKHE, COBETCKHI, TATHINEECKHE,
$edoporciai, XBATRIHCKHHA, JHIEIBCCKEH,

Acroptilon repens (I opuak
(pO30BBII) MOT3IVHIT)

. =R - =T -




Cuoupckum pegepajibHbIN OKPYT
KPACHOAPCKUU KPAU

N A aa S r

K pacHoApCKHE Kpai

. CoToHIE! EMeTRIHOBCKOTO paHoHa

Ambrosia artemisiifolia L
(AMOpo3HS NONBIHHOINCTHAS)

r. Kpacroapcy, T. AlenesHoropck

Franklimiella occidentalis
(3amaaueni HeeTo4HBI
(KaandgopHIICKHIT) TpHOc)

Bre paHoHE Kpad

Cuscuta spp

- — r (= .- -

(IloBILIHKH)




JlaibHEeBOCTOUYHBIN (peaepajibHbIN OKPYT
IMPUMOPCKUU KPA

[IpriopcEHH Kpai

AnyupHcEHHA, [JaTeHepedeHCKHE, KaBaTepoBCcyH,
Kuporcrmi, Kpaceoapyeficssi, Jlazopcrmi,
Mimafinopckai, Hagesgacsss, ORTA0BCEHI,
Omermecknd, [Taprrzagckri, [lorpagmsmei, [Toxapcrm.
Croaccemi, XaHKaHcKHH, X0CAHCKHA, XOpOoIbCEHH,
Hepuuropckui, Yyryvepcksi, [IIkoToBCKHE, AKOBTSECKHH,
r. ApceHeeB, I'. Apren, I'. B1agHBOCTOK, T.
Hamemepedenck, . Jlecozaeoack, r. Haxomka, T.
[TapTezanck, r. cnacck-JaTeHHH, T. Y CCYPHACK

Ambrosia artemisiifolia
(AMOpo3na NoIEIHHOTNCTHAR)




JlaibHEeBOCTOUYHBIN (peaepajibHbIN OKPYT
XABAPOBCKUU KPA

Xa0apoBCKHA KpaH

Copercro-I apancki (. JlococHHa, m. Maficksf, 0.
3apeTel Hoappua), Baguaciai (po. Bammmo),
BepxHedypeHckni (oc. YergoMelH, noc CpeIruii Ypram
noc. Yergoued), Koumcomoneckmii, XadapoBckHH (C.
HepHag pedra). . KoMcoMoIeck-Ha-AMvpe, I. AMVPCE, T.
Huromaeec-ga-Anype, I. CoBeTckas [ aRaHEe, T
Xa0apoBck, I'. bHENH

Glododera rostochiensis
(3od0THCTaf KapTodelbHaR
HeMaToda)

bHrHHECKHA, Bazemckui, HM.JTazo, XadapoBCKHH, T.
burHE, I. BReucia, 1. Xadapoeck

Ambrosia artemisiifolia
(AMOpo3NA DOIEIHHOTICTHASA)




HAITMOHAJILHBII JIOKTA]T

0 KAPAaHTHHHOM (PHTOCAHHTAPHOM COCTOSIHHH
Tepputopun Poccuiickoiit Penepannn
B 2020 roay

Biaronaps npoBeeHHBIM MepaM OopbOBI B 04arax KapaHTUHHBIX COPHBIX
pactenuii B 2020 roay o cpaBHeHuro ¢ 2019 rolom yMEHBIIMIUCH [LIOIAIH
KApaHTHHHBIX (UTOCAHUTAPHBIX 30H 110 6 KapaHTHHHBIM BHIAM COPHBIX
pactenuii. [lomanu kapaHTUHHBIX (PUTOCAHUTAPHBIX 30H YBEIUUMIMCH TOJIBKO

110 aM6DO'SI/II/I IIOJILIHHOJIMCTHOM U IOpYaKy IIOIBYUCMY.




HAITMOHAJILHBII JIOKTA]T

0 KAPAaHTHHHOM (PHTOCAHHTAPHOM COCTOSIHHH
Tepputopun Poccuiickoiit Penepannn

B 2020 roay
KoanuectBo [L1omanb
KoamgectBo
~ MYHHITHIIQIBHBIX | YCTaHOBIEHHBIX
_ CyOBEKTOB .
HasBaHie kKapaHTHHHOTO 00BEKTa L. paiioHOB KapaHTHHHEIX
Poccuiickoit
1 TOPOJICKIX (pHUTOCAHUTAPHBIX
Denepannn
OKPYTOB 30H, Ta
VI. Pactenns
1. AMOpo3usg MHOTOIETHAA (Ambrosia 7 13 3929.,83
psilostachya DC.)
2. AMOpO3H1S IOJIBIHHOJINCTHAS 31 470 7 258 361,747
(Ambrosia artemisiifolia L.)
105 2 563 994,487

3. AMOpo31d Tpexpa3aeibHas I8
(Ambrosia trifida L.)

Ctp 26 goknapga



RAGWIZAX®/RAGWITEK®

CybnunHreanbHble Tabnetku gna nposegeHua AUT Ambposua (Ambrosia artemisiifolia)

* CraHaapTM3npoBaHHbIiA (SQ) 3KCTPaKT annepreHa ambposnu, NOYHYeHHbIA NyTEM 3KCTPAKLMW M OYMCTKM MPUPOAHOrO UCXOAHOTO MaTepuana OT Mbl/iblibl
ambpo3nmM NOAbIHHOMMUCTHOM.

* RAGWIZAX® cogepxut 12 SQ-Amb 1 RAGWITEK® copepskut 12 Amb a 1-Unit B ¢popme nepopanbHoro nuodpuamsarta.*! O6a npoaykta UAEHTUYHBLI [/
OOMHAKOBbI.

4.1 Therapeutic indications

RAGWIZAX RAGWIZAX is indicated for the treatment of ragweed pollen induced allergic rhinitis in adult
:,fj%':m’,,sm patients with or without conjunctivitis, despite the use of symptom-relieving medication. Ragweed

Stodordsedallrgen ot of potn o Shrt Rogweed allergy has to be diagnosed by clinical history and a positive test of ragweed pollen (Ambrosia spp)
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sensitation (skin prick test and/or specific IgE).

4.1. MokasaHus K NPUMEHEHUIO

RAGWIZAX® nokasaH ans tepanuu AP ¢ uim 6e3 KOHbIOHKTUBUTA, MHAYLMPOBAHHOTO NblAbLOM ambpo3um y B3pOC/bIX
naumeHToB, 6e3 3pdeKTa OT cMMNTOMATUYECKOIN Tepanuu. Anneprua Ha ambpo3no ANArHOCTUPOBAHA KAUHUYECKU 1
o — 10/10}KUTENbHBIM TECTOM Ha CEHCMBUAM3ALMIO K Nbl/bLe aMbpo3um (KOXKHbIM NPUK-TECT u/vau cneuuduyeckoro IgE).

PA
12 sal.-.\,B,.l/I SAKC
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- INDICATIONS AND USAGE
RAGWITEK is an allergen extract indicated as immunotherapy for the
treatment of short ragweed pollen-induced allergic rhinitis, with or
without conjunctivitis, confirmed by positive skin test or in vitro testing
for pollen-specific IgE antibodies for short ragweed pollen. RAGWITEK
is approved for use in adults 18 through 65 years of age. (1)

ity ANGOON oo

4.1. MNokasaHua U npumeHeHne

RAGWITEK® annepreHHbI 3KCTPAKT NMOKasaH AN MMMyHOTepanuu g nedeHuns AP ¢ nnm 6e3 KOHbIOHKTUBUTA, MHAYLMPOBAHHOIO
NbINbLOM aMBPO3KM Y B3POC/IbIX NALMEHTOB, MOATBEPXKAEH MOMOKUTENBHBIM KOXKHbIM NMPUK-TECTOM WM in Vitro aHaansom
kcneunduryeckoro IgE K nbiibue ambposumn. RAGWITEK® ogobpeH K npumeHeHuto y B3pocabix oT 18 ao 65 ner.

*1 Amb a 1 unit is 1 pg of the major allergen of the short ragweed A. Artemisiifolia. #SQ-Amb is the dose unit for RAGWIZAX® . SQ is a method for standardisation on biological potency, major allergen content and complexity of the allergen
extract. Amb is an abbreviation for Ambrosia. References: 1. RAGWITEK® US P1 04/2017. 2. RAGWIZAX® Summary of Product Characteristics DoclD: SMPC77661 - 1.0

RAG1AA-SKIT-RU-092019-1




CJINT Tabnetkn ambpo3uu 12 SQ-Amb — acddekTMBHOCTL NnoATBepXAeHa B

OOHOM U3 caMbiX OOLUMPHBLIX NPOrpamMM KIIMHUYECKUX uccrieqoBaHun B Mmpe

CJIUT Tabnetkn ambpo3unm (MK-3641) NMporpamma KNMHUYECKUX UccriefqoBaHumn

PaHxupoBaHue 0o3bl

RT-01
BesonacHocTtb CIINT TabneTok ambpoaun
y B3pocnbix (18-50 net) ¢ AP/K (28-gHeit
US trial, n=53). Nayak AS et al. Allergy
Asthma Proc 2012;33:4004-410.

Ony6nukoaHo

He onybnukoBaHo

Be3onacHocTb

P06081*
MynbTuLeHTPOBOE, ABOVHOE Crieroe,
paHOOMU3MPOBaHHOE UCCrefoBaHNe B
napannesibHbIX rpynnax y B3pocrbIX
250 net ¢ am6po3auiiHeiM AP/K ¢ unu
6e3 cpeaHel cTeneHu, ctabunbHoro
TeYeHUs UHTepMUTUPYIOLLasa acTma.
(28-gHen US trial, n=203). Nolte H et
al. Ann Allergy Asthma Immunol 113
(2014) 93e100 (He ony6nmkoBaHbI,
BKIIOYEHbI TOMbKO B 06 beANHEHHDIN
aHanus).

AddhekTBHOCTL &
Be3onacHocTb bep

BesonacHocTb
P05751*
MynbTuLEHTPOBOE, ABOVHOE crienoe,
paHOoMU3MpOBaHHOE UCCrefoBaHNe B
napannenbHbIX rpynnax y B3pocrbix 218
net ¢ ambpoauiiHeim AP/C ¢ unn 6e3
cpepHel ctabunbHo actmel. (28-aHei
US uccneposanve, n=914). Nolte H et
al. Ann Allergy Asthma Immunol 113
(2014) 93100 (He onybnuKoBaHsbl,
BKIIOYEHBI TONbKO B 06beANHEHHBII
aHanus).

P05233 (dasza Il

P006 (co-administration)
BesonacHoCcTb 1 NepeHOCMMOCTb
CoBMeCTHoro npvema SQ-Tpasbl M SQ-
AmbBpo3uu SLIT-tb. (US nccnenosaxve)
Maloney J et al. J Allergy Clin Immunol
Pract 2016;4:301-9

DdhhekTnBHOCTL 1 GE30MacHOCTb y
B3pocnbix CIIAT Tabn ambposuu B
CeBepHoit AMepuke. (52-Hel oavH CEe30H
nccnegosaxue, n=565) Nolte H et al. Ann
allergy Asthma Immunol 2013;110:450-

SphekTMBHOCTL M Ge3onacHoCTb Y
B3pocnbix CIUT Tabn am6posum B
CeBepHoii Amepuke 1 EBpone. (52 Hep,
OAVH CE30H UCCneaoBaHue,
n=784).Creticos PS et al. J Allergy Clin
Immunol 2013;131:1342-9.

RT-02 (neanatpuyeckoe)
PanpgomusnpoBaHHoe, nnaue6o-
KOHTpONMpyemoe uccnefgoBaHue
Randomized, placebo-controlled

1ccnefoBaHUe Mo oLeHke
6e3onacHocTn u neperocumoctn CINT
Tabn ambpo3un y geten 5-17 net
(n=500). 28-aHew chasa ABOWHOTO
Crernoro UccrneaoBaHusl, 3a KOTopoit

P008 (neguatpuyeckoe)
PanpomusvpoBaHHoe nnauebo-
KOHTpOnupyemoe nccrnenosaHne ans
OLEeHKM acphekTUBHOCTM M Ge3onacHoCTH
CINT Ttabn ambpo3uun y feTeii B Bo3pacTte
5-17 net c ambpo3svein AR / C. (3-neTHee

cneayet 16-20 HepgenbHasi OTKpbITast
K asa. [TpebosaHune FDA].

ofiHoce3oHHoe uccneaosaHve B CLUA n
EC, n=1025).

Bbi6opoyHbIn aHanu3 P06081, P0O5751, P05233 n P05234*

BesonacHocTb 1 nepeHocumoctb CIIUT Tab ambpo3aun. Nolte H et al. Ann Allergy Asthma Immunol 2014;113:93-100.

AdpekTnBHOCTL M 6e3onacHocTb CITIUT Tab ambposun y Kanaackvx naunentoB. Kim H et al. Allergy Asthma Clin. Immunol.

: ["opoBble ccrenoBaHus

*P06081 and P05751 trials have not been individually published, but pooled together with the two other Phase 2/3 trials P05233 and P05234 in the pooled analysis.

: ne,EI,I/IanI/ILIeCKVIe

- L

Bbi6opoyHbIN aHanu3P05233 n P05234
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10, 55 (2014).




CJINT Tabnetkn am6po3un 12 SQ-Amb — nporpamma
KIMTMHUYECKNX UccriefoBaHUMN:

10 uccnepgosaHuu ¢ 2012 roaa

6 MHOroueHTPOBLIX ABOUHLIX CfieNbIX, PaAaHAOMU3NPOBaHHbIX, Nauedo-
KOHTPONUpPYyeMbIX

3 U3 KOoTopbIX Anunucb no 1 roay

2 uccnenoBaHUA Ha neguaTpuyeckoun nonynauum — ot 5-17 ner

B nccneposaHusax o6bino sagencrsosaHo 6onee 4 000 nauneHTOB



B3POC/IbIE



Clinical Trial P05233
#EudraCT: 2008-003863-38

daza II/I11 uccinenoBanusa: JU3aliH

O6e n0o3bi 1 12 1 6 SQ-Amb 6b11K N3yyeHbl No 3PpPEKTUBHOCTU M Be30MacHOCTU Ha AnuTenbHoM nepuoge (1 roa)

Ce30H nblNeHusn
MpeacesoH Am6po3zumn MocT-Ce30H

6 SQ-Amb Ragweed SLIT-Tb (n=190) 1x1
n=565
LUenb: oueHWUTb 3GPEKTUBHOCTb M  [OFOCPOUHYHO 12 SQ-Amb Ragweed SLIT-Tb (n=187) 1x1

6e3sonacHoctb 6 M 12 o3 SQ-Amb Ragweed AIT
ambpo3nn NOAbIHHOMMCTHOM y B3pocabix ¢ AP c/6e3

i

aCTMbl, UHAYLMPOBaHHLIM ambposueil. Placebo (n=188) 1x1 .

NocneaHwnii Bu3uT /
Ovsaiih  uccneposanma:  dasa Il /I, OKoHuaHue neyeHns
MHOFOLEHTPOBOE, [BOVIHOE cnenoe, Aerp 0 52-a Hepena
pPaHAOMU3MPOBaHHOE, nnaue6o-KoHTpoMpyemoe T T
uccnenoBaHue, nposefeHHoe B 67 uweHTpax 8 CLUA u
13 u.(;;;%ax B KaHage (c 25 ceHTabpa 2009 roga no 13 Crpurmir Hauano nevenms™ MUK ce3oHa
man ropa). (=16 Hegenb [0 Havana

RPS)

MepBUUYHbIE KOHEYHbIE TOUKMU:
Average TCS during the peak RPS = DSS + DMS

RAG1AA-SKIT-RU-092019-1

TCS: total combined score;RPS: ragweed pollen season;DSS: daily symptom score;DMS: daily medication score. RAGWIZAX® is 12 SQ-Amb of standardised allergen extract from short ragweed (Ambrosia artemisiifolia). *First 3 doses of investigational medication or placebo were administered at the study site, with patients monitored for 30 minutes
after dosing for adverse events; subsequent doses were self-administered at home. Each patient was supplied with self-injectable epinephrine to be used in the event of an acute severe systemic allergic reaction. During RPS, patients in all treatment groups had access to predefined, open-label allergy rescue medications, including oral and ocular
antihistamines and intranasal and oral steroids, to use in a stepwise manner if a prespecified AR/C sypmtoms threshold was met.The mean RPS lasted approximately 44 days, and the weighted (by number of patients exposed) mean pollen count per day during the season was 122 grains/m>. The weighted mean pollen count per day during the peak
RPS was 204 grains/m>. RPS was defined as beginning on the first day of 3 consecutive recorded days with pollen counts of 210 grains/m? and ending on the last day of the last occurrence of 3 consecutive days with pollen counts of 210 grains/m?. Peak RPS was defined as the 15 consecutive recorded days within RPS with the highest 15-day moving
average pollen count for each site. Ref: 1. Nolte H et al. Ann allergy Asthma Immunol 2013;110:450-456.



Clinical Trial P05233
#EudraCT: 2008-003863-38

P05233: peCrioH/1eHThI

85% pecnoHaeHTOB 6bl I MyNbTUCEHCUOUNN3UPOBAHHBIMMU, =22% Y4aCTHUKOB MMENU CONYTCTBYIOLLLYIO acCTMY

Oemorpaduueckue n 6asosble

RAG1AA-SKIT-RU-092019-1

i XapaKTepUCTUKKU
Kputepuii BKAloUeHuUsA:
= 1850 net Characteristic | |
= AP, Bbi3BaHHbI1 ambpo3unei ANnTeNbHOCTbIO 22 /1eT, C acTMOM uau 6e3 Placebo(n=188) |  6SQ-Amb(n=190) 12 5Q-Amb (n=187)
Hee, TPe6YIOLLMI NONYYeHUA NedeHun HeHumHbl, No (%) 93 (50) 84 (44) 109 (58)
= (+) SPT (BocnaneHue =5 MM OTHOCUTE/IbHO KOHTpOASA) to Ambrosia
p g Bospacr(range),y 35.9 (18-50) 35.3 (18-50) 34.9 (18-51)
artemisiifolia
= Creumduyeckuit IgE (2class 2; 2 0.7 kU/L) to Ambrosia artemisiifolia Benan paca, No (%) 139 (74) 151(80) 153 (82)
= FEV,270% oT npeanonaraeMoro 3Ha4eHus Cy6bekTbl ¢ acTmoi, No (%) 43 (23) 37 (20) 42 (23)
. MNpoAOAKUTENLHOCTD a1/1€PIUK HA 19 19 19
KpuTepuii uckntoueHms: am6posuio, y
= Ce30HHble UaK KpyrnoroamyHblii AP/K ¢ nam 6es actmel NonuceHcnbunmsmposarHeie, No (%) 159 (85) 163 (86) 159 (85)
= AWUT 3a nocnegHue 5 net
o CeHc1BUAM3MPOBAH K APYriIM ansiepreHam,
L -
McTopusa TAXenon actmbl, acTma Tpebytowas cp/Bblcok-403bl TKC KpOMe COpHAKOB, (specific |gE), %
= VIMMYHOCYNpPEeCCUBHOE /Ie4eHWNe B Te4eHUe nocnesHux 3 mecaues
(kpome HM3KO4,030BbIX TKC) [epesba 60 56 61
= B aHamHese TAXe/Nbl/ aTOMUYECKNn AepmaTuT Jlyrosie Tpassl 55 53 49
= AHamHe3s aHadpuNaKCUW, XPOHNYECKOM KPanuUBHULbI, Mrecen . . .
QHIMOHEBPOTUYECKOTO OTEKa, XPOHNYECKOrO CMHYCUTA B TeYeHue
nocneaHux 2 net Kowka 44 45 45
= MCTOpMA CaMOCTOATENbHO BBOAMMOM A03bl agpeHannHa Cobaxa 36 35 39
Dermatophagoides farinae knewuu 39 34 45
Dermatophagoides pteronyssinus knewu 38 35 45

RPS: ragweed pollen season. AR/C: allergic rhinitis with or without conjunctivitis. ICS: inhaled corticosteroids. FEV,: forced expiratory volume in 1 second. SPT: skin prick test. 'Indicated by elevated serum-specific IgE values to >1 allergen (i.e,tree,
grass, mold , alternaria tenuis, cat/dog, dermatophagoides farinae mite, dermatophagoides pteronyssinus mite). Ref: 1. Nolte H et al. Ann allergy Asthma Immunol 2013;110:450-456



Clinical Trial P05233
#EudraCT: 2008-003863-38

PGBYJIbTaTbII BTOPHYHbIEC KOHEYHbIEC TOYKHX

12 SQ-Amb Ragweed SLIT-tb 6bin cBA3aH CO A4OCTOBEPHbIM CHUMKEHUEM CMMNTOMOB MO CPaBHEHMUIO ¢ naauebo

Other key and additional secondary endpoints

6 SQ-Amb 12SQ-Amb |} 6 SQ-Amb 12 SQ-Amb
(n=159) ) (n=150) (n=159)
PEAK ENTIRE
DMS
Difference vs placebo (%95 Cl) -0.98 -1.3 -0.63 -0.98
12 SQ-Amb Ragweed SLIT-tablet 6b110 cBA3aHO C A0CTOBEPHbIM P value 0.004 <0.001 0.02 <0.001
CHUMEHUeM CUMNTOMOB U UCNO/Ib30BaHUEM CUMNTOMaTUUYECKOMN Reductionvs placebo, % 34% 45% 29% 46 %
Tepanuu B cpaBHEHUM ¢ NaLe6o Npu U3MepeHUn guHamukm TCS, DE
o o Difference vs placebo (%95 Cl) -0.78 -0.94 -0.46 -0.82
DMS, DSS, u VAS, KoTopblii 6bln1 ccnenoBaH B 60/bLeit 4actm ’
P value 0.047 0.01 0.17 0.01
NO/IMCEeHCUBMNN3MPOBAHHOM NONyAALMM.
Reduction vs placebo, % 14 % 17 % 9% 17 %
VAS Score
Difference vs placebo (%95 ClI) -1.48 -6.38 0.10 -5.65
P value 0.55 0.009 0.97 0.009
Reduction vs placebo, % 6% 24 % 0% 25%

TCS: Total Combined Score DMS: Daily Medication Score DSS: Daily Symptom Score VAS: Visual Analog Scale RPS: Ragweed pollen season. RAGWIZAX® is 12 SQ-Amb of standardised allergen
extract from short ragweed (Ambrosia artemisiifolia). Ref: 1. Nolte H et al. Ann allergy Asthma Immunol 2013;110:450-456

RAG1AA-SKIT-RU-092019-1



Clinical Trial P05233
#EudraCT: 2008-003863-38

Results: Rescue medication use

MpumeHeHne 12 SQ-Amb Ragweed SLIT-tb npuBeno K 4OCTOBEPHOMY CHUXKEHUIO NCNO/Ib30BAHNS CUMMITOMATUYECKUX
NPOTUBOANIEPTUYECKMX MPENAPATOB B CPAaBHEHMM C Nauebo

Rescue medication use during the peak RPS*

70 26.8% H Placebo

g
2
z
o0 [BHAYEHWE]Ps 3
c 60 i
g ‘\'.; YEHU E]% MpumeHeHue 12 SQ-Amb Ragweed SLIT-tb npuseno k %
< 50 3
@' ) YEHUE]% [IOCTOBEPHOMY CHUXXEHMIO UCMO/b30BaHNA g'
(%] o
4] : 40 40.5% CUMNTOMATUYECKUX NPOTUBOAJIZIEPTUYECKUX NPENAPATOB B %
c i
.f__': g CpaBHeHMM ¢ NiaLebo KaK B MUK CE30HA, TaK U B LLEIOM, C ‘g‘
© @© 2
o % 30 [BHAYEHWE]% CHUWKEHWMEM MCNONb30BaHMA Ha3aNbHbIX z
[T Z
: GE) 20 KOPTUKOCTEPOUAO0B, A/IUTENbHO UCMOAb3YEMbIX A0 z
()] q q .
::'p g Tepanuu. both during the peak and the entire RPS, with .
€ § 10 the decrease in need for nasal corticosteroids being the g
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E 0 largest. Kak B TeyeHue nuka, Tak u scero RPS HM oauH £
a . ] P
Loratadine Olopatadine Mometasone nauueHT He ucnosb3osan oral corticosteroids. g

RPS: Ragweed pollen season. RAGWIZAX® is 12 SQ-Amb of standardised allergen extract from short ragweed (Ambrosia artemisiifolia). Patients in all treatment groups had access to predefined, open-label allergy rescue medications, including oral and ocular antihistamines and nasal and oral steroids, to use in a stepwise manner if a prespecified
AR/C symptom threshold was met. *No assessment of statistical significance was made. *Numbers for the entire RPS are: loratadine (oral antihistamine) was used by 66.9% of placebo group, by 48.1% of 12 SQ-Amb group; olopatadine (ocular antihistamine) was used by 25.9% of placebo group, by 18.8% of 12 SQ-Amb group; mometasone (nasal

corticosteroid) was used by 35.5% of placebo group, by 19.4% of 12 SQ-Amb group. Ref: 1. Nolte H et al. Ann allergy Asthma Immunol 2013;110:450-456 YKODK 08/2019



Clinical Trial P05233
#EudraCT: 2008-003863-38

PGBYJIbTaTbIZ NMMYHOJIOTTHYECKHNE NSMEHECHUA

3HayeHMA Kak 1gG4 u IgE kKoppenunposanu ¢ apdeKTMBHOCTbIO Ana Bcex rpynn RPS SQ Ragweed SLIT-tb B cooTBeTCTBMU € OXKMAAHUAMMU

Log,,-transformed Ambrosia artemisiifolia-specific IgE levels

0.6 L4
-
0.4 l25 &
=) o W 12AMBal-U
2 021 r16 g 8 6AMBal-U YpoBH#u IgG4 u IgE log10 Hopmanusosanucb B o6enx
© 00 3 © Placebo
o rpynnax AUT ambpo3uu, yBeNIMuMBainUCh C TEYEHUEM
0.2 ) 0.6
0 pre- on-  end- 52 BpeMeHMU Noc/ie Hayana IeueHus, Kak U 0Xuaanochb,
Season season season
(15) (20 (26) TOrga Kak nnauebo ocTaBaiocb MOCTOAHHbIM.
(P<0,001 gna Kaxkaok rpynnbl NPoTMB NaaLebo B
KaX4blh MOMEHT BpemeHm).*
Log,,-transformed Ambrosia artemisiifolia-specific 1gG, levels
0.6 : 4 3
© 4. lo5 S 12AMBat-U
> Z ©6AMBal-U
= 0.24 r1.6 2 © Placebo
0.0+ —0 F1 @

0 prle— 0;1— enld- 52
Season season  Season
(15)  (20) (26)

RPS: Ragweed pollen season; IgE: immunoglobulin class E; 1gG,: immunoglobulin class G subtype 4. RAGWIZAX® is 12 SQ-Amb of standardised allergen extract from short ragweed (Ambrosia artemisiifolia). *A. artemisiifolia—specific IgE, log,, IE, 1gG,, and log,, IgG, values in all
treatment groups were similar at baseline. Ref: 1. Nolte H et al. Ann allergy Asthma Immunol 2013;110:450-456. (Immunological figures drawn by ALK Hgrsholm/Denmark, according to the Data on File
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Clinical Trial P05233
#EudraCT: 2008-003863-38

PesynbpTaThl: 0030p 0€30MaCHOCTU

Pe3ynbTaTbl 6€30MacHOCTM ObiIM CXOXKU B Fpynne aCTMaTUKOB U He aCTMATUKOB. He 6b1210 06Hapy»KeHO HUKaKUX HOBbIX «CUFHANO0B
6e3onacHocTn»

Tepanua o6enmu go3uposkamm SQ Ragweed SLIT-tb xopowo nepeHocunacb, HM 0gHOro
CMepTeNIbHOrO C/ly4as, CUCTEMHbIX aNlepruyecKkuX peaKkLMn Mam onacHbIX Aas XKU3Hu cobbiTUi B

TeyeHue Bcero uccnepoBaHua He 6bin10 .

* Camble yacTble TRAES: cBA3aHHbIe C MECTOM BBEAEHMA peaKkummn B 061acTu pTa, ropsa v yxa (3y4 B NONOCTU pTa, pasaparKeHue ropsa, oTeK A3blka, 3y4, B
yXe), KOTopble BO3HWKaAW Ha CTapTe Tepanuu M paspellannucb CamMoCTOATENbHO. BOMbLWMHCTBO HeXKenaTesbHbIX ABNEHUI BO3HMKANO B TedeHue 1-i
Heaenn nedeHna (MmegmaHa Yncia NocnefoBaTeNbHbIX AHEN Kaxa4oro u3 HMx 6bina < 7) v paspeLanocb CNOHTaHHO. > % 82 13 TRAEs 6b1in nerkumu /
yMepPEeHHbIMU.

* Tsaxenoble TRAEs BcTpeuanucb meHee 1 (%0.5), 9 (%4.7) n 11 (%5.9) naumeHTos B rpynne nnauebo, 6 SQ-Amb 1 12 SQ-Amb cooTBeTCTBEHHO.
* He 6b110 HM OAHOrO C/1yYan, CBA3AHHOIO C MCMO/b30BaHME agpPeHaNNHA BO BPeMs KANMHUYECKOro ucnbiTaHna 12 SQ-Amb Ragweed SLIT-tablet group*.
* O6wme npodpuam 6esonacHocTu 6 n 12 03 SQ-Amb 6binn CXOXKMK.

M I'Ipocbmm 6e30MacHOCTU BbI/IN CXOXKM B rpynnax aCTMaTUKOB U He-aCTMaTUKOB.

RAG1AA-SKIT-RU-092019-1

AE: adverse event. TRAE: treatment related adverse event. *TEAE was defined as a new or worsening AE reported on or after treatment start date through treatment stop date plus 30 days; relationship to treatment was assessed by the investigator. RAGWIZAX® is 12 SQ-Amb of standardised allergen extract from short ragweed (Ambrosia
artemisiifolia). *2 patients received epinephrine during the study. 1 patient in the 6 SQ-Amb reported severe pharyngeal edema on day 22 of treatment, which occurred within 1 min. of dosing. The patient had local events, which may have been progressing in severity before this severe event. The patient transported herself to an ER and received
treatment with diphenhydramine, methylprednisolone, and epinephrine. It is of note that there was no objective swelling apparent on physical examination at admission. The differential diagnosis from the emergency department reported allergic reaction vs anxiety. The physician note indicated that the event was a possible allergic reaction. The
event was considered likely related to study treatment, and the patient discontinued the study. 1 patient in the 12 SQ-Amb with a known history of food allergy used epinephrine because of an unrelated adverse reaction to nuts; the event was considered unrelated to treatment (not treatment related), and the patient completed the study. Ref: 1.
Nolte H et al. Ann allergy Asthma Immunol 2013;110:450-456



Clinical Trial P05233
#EudraCT: 2008-003863-38

P05233: BeIBOIbI

12 SQ-Amb Ragweed SLIT-tb a¢ppekTMBEH M MMeeT XxopoLumnii npoduab 6ezonacHoOCTM Npu neyeHnn ambposusHoro AP/K

12 SQ-Amb Ragweed SLIT-tablet a¢ppekTuBeH n umeer xopowmii npodpunb 6esonacHocT npu neueHuun AP/K,
BbI3BAaHHOrO ceHcMbunmnsauueit Ha NbiNbLy ambposumn
12 SQ-Amb Ragweed SLIT-tablet 6e3onacHbl gna camocToATeNbHOIO NpUema B JOMALLHUX YCNOBUAX ITO

uccaepoBaHUe J0Ka3ano A0ArocpouHylo 6esonacHoctb 12 SQ-Amb Ragweed SLIT-tablet B TeueHne 1 roga

* 12 SQ-Amb Ragweed SLIT-tablet npuBenu K 3HaYUTENIbHOMY YMEHbLUEHUIO CUMMTOMOB U UCMO/Ib30BAHUIO JIEKAPCTBa B CPaBHEHUU ¢ naauebo, npu usmepeHum
nokasareneit TKC, AMC, ACC, u wkanbl VAS. 3ppeKTMBHOCTb 6bina BbiparkeHa B 60/blueli cTeneHn B NOIMCEHCMBMAN3UPOBAHHOM NONYAALMM, BKAOYAA aCTMATUMKOB.

* Konwnuectso coobuieHbix HA 6bino cpaBHumo ¢ AUT Tpas, KoTopble 6binu, raBHbIM 06pasom, cabble / ymepeHHble MECTHbIE PEKLMK B MECTE NPUMEHEHUS.

* MNpodunm 6esonacHocTn Asyx 403 AUT ambpo3nm Bbinn aHaNOTUYHBI, Pa3HULbI MeXAY acTMaTUKaMMU M HeaCTMATUKaMM TaK:Ke He 6bl10. HUMKakunx coobLieHunii o HoBbix HA

He NoABMNNOCH. Cepbe3HbIX CUCTEMHDbIX annepruvecknx peaKu,Mﬁ He BO3HMKJ/I0, 4TO COOTBETCTBYET XapakTepuctnke ARIA Kak 6e3onacHol ANAa AOMallHero npumeHeHunAa

AE: adverse event TCS: Total Combined Score DMS: Daily Medication Score DSS: Daily Symptom Score VAS: Visual Analog Scale RPS: Ragweed pollen season. RAGWIZAX® is 12 SQ-Amb of standardised
allergen extract from short ragweed (Ambrosia artemisiifolia) Ref: 1. Nolte H et al. Ann allergy Asthma Immunol 2013;110:450-456

RAG1AA-SKIT-RU-092019-1
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Clinical Trial PO08
#EudraCT: 2014-004341-27

PesyipraThl: ExxenneBHasd llkana CuMIITOMOB

SQ ragweed SLIT-tablet* goctoBepHo ymeHblanu cumntombl APK B TedeHWe NuKa ce3oHa u Bcero RPS vs nnauebo

CpepHue nokasatenun AR/C DSS B TeueHue nuKa u Bcero RPS

5 M Placebo J

CpeaHuit yposeHb DSS B TeueHue nuKka RPS:
SQ ragweed SLIT-tablet vs placebo: 35% ynyuweHue

4_
os I %_ B

Average DSS (LS mean)

CpeaHuii yposeHb DSS B TeueHue Bcero RPS :
SQ ragweed SLIT-tablet vs placebo: 30% ynyuweHue

Peak RPS Entire RPS

RAG1AA-SKIT-RU-092019-1

RAGWIZAX® He pa3pelueH K NpymeHeHuio y feTeit <18 net

ANOVA: analysis of variance; AR/C: allergic rhinitis with or without conjunctivitis; DSS: daily symptom score; FAS: full analysis set; LS: least squares; RPS: ragweed pollen season. **RAGWIZAX® is 12 SQ-Amb of standardised allergen extract from short ragweed (Ambrosia artemisiifolia). Data are presented for the FAS, defined as all patients who were
randomized and treated (according to randomization group). LS means were calculated using the ANOVA model, with treatment, baseline asthma status (yes/no), age group (<12 years/212 years), pollen season, and pollen region nested within pollen season as fixed effects. Peak RPS was defined as the 15 consecutive recorded days in the entire
RPS with the highest 15-day moving average pollen count; the entire RPS was defined as beginning on the first day of 3 consecutive days with a pollen count 210 grains/m3, and ending on the last day of the last occurrence of 3 consecutive days with a pollen count 210 grains/m?3.

ALK Data on file. PO08 CSR. March 2019



Clinical Trial PO08
#EudraCT: 2014-004341-27

PesyabTaThl: ExxkegqueBHada lllkana Mmeagukanmuu

SQ ragweed SLIT-tablet* noctoBepHo ymeHbLan ncnonb3osaHue rescue medications” B TeueHne nuka RPS vs nnauebo

Average AR/C DMS during the peak RPS

CpeaHuii ypoBeHb DMS B TeueHune nuka RPS:
SQ ragweed SLIT-tablet vs placebo: 48% ynyuyweHue

difference: -1.84

Average DMS (estimated mean)

Placebo SQ ragwe=d SLIT-
tablet

RAG1AA-SKIT-RU-092019-1

RAGWIZAX® He pa3pelueH K NpymeHeHuio y feTeit <18 net

AR/C: allergic rhinitis with or without conjunctivitis; DMS: daily medication score; FAS: full analysis set; RPS: ragweed pollen season. *RAGWIZAX® is 12 SQ-Amb of standardised allergen extract from short ragweed (Ambrosia artemisiifolia). “Rescue medications included loratadine (syrup, 1 mg/ml; tablet, 5 mg or 10 mg), olopatadine hydrochloride
ophthalmic solution, 0.1%, and mometasone furoate monohydrate nasal spray, 50 pg), to be used in a stepwise manner if a pre-specified AR/C symptoms threshold was met. Data are presented for the FAS, defined as all patients who were randomized and treated (according to randomization group). A zero-inflated log-normal model was used to
analyze average DMS, as >30% of patients had a DMS equal to zero during the peak RPS. Peak RPS was defined as the 15 consecutive recorded days in the entire RPS with the highest 15-day moving average pollen count; the entire RPS was defined as beginning on the first day of 3 consecutive days with a pollen count 210 grains/m?, and ending on
the last day of the last occurrence of 3 consecutive days with a pollen count 210 grains/m?. ALK Data on file. POOS CSR. March 2019



Clinical Trial PO08
#EudraCT: 2014-004341-27

PGSYJII)TEITBII MMMYHOJIOTHYECKHNEC H3MEHCHHNA

SQ ragweed SLIT-tablet* nHayunposan yuetkn ummyHomogynupyowmii apdeKkr B cpaBHeHMU naauebo

AviHamuka log,,(IgE) ot ucxoaHoro yposHa npotus Ambrosia artemisiifolia

0'5—3—50_ ragweed SLIT-tablet Trx
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N3meHeHuA ypoBHsA IE 6bian Bbiwe ana SQ ragweed SLIT-tablet, yem gnn
nnauebo, n 6oinn LOCTOBEPHbI yKe B Hayane RPS (p<0,001)

[Avnamuka log,,(1gG,) ot ucxopHoro yposHa npotus Ambrosia artemisiifolia
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N3meHeHus B ypoBHaAX IgG4 6biamn 3HaunTeNbHO bonblue ana SQ ragweed SLIT-tablet,
yem A rpynnbl naauebo B Havane n KoHue RPS (p<0.001)

RAG1AA-SKIT-RU-092019-1

RAGWIZAX® He pa3pelueH K NpymeHeHuio y feTeit <18 net

Cl: confidence interval; cLDA: constrained longitudinal data analysis; FAS: full analysis set; IgE: immunoglobulin class E; IgG,: immunoglobulin class G subtype 4; LS: least squares; RPS: ragweed pollen season. *RAGWIZAX® is 12 SQ-Amb of standardised allergen extract from short ragweed (Ambrosia artemisiifolia). ***p<0.001 vs placebo. LS means
were calculated using the cLDA model, which was adjusted for time, treatment by time interaction, baseline asthma status, age group, pollen season, and pollen region nested within pollen season. Data are presented for the FAS, defined as all patients who were randomized and treated (according to randomization group). Baseline measurements

of IgE and IgG, against Ambrosia artemisiifolia were similar between the SQ ragweed SLIT-tabletand placebo groups.

ALK Data on file. PO08 CSR. March 2019



Clinical Trial PO08
#EudraCT: 2014-004341-27

Pe3ysibTaThl: acTMa €:KeJHEeBHAaA OI[EHKA CUMIITOMOB

SQ ragweed SLIT-tablet * 3HauUMTENBHO CHUXKAET CMMNTOMbI aCTMbI NO CPAaBHEHMIO C N1aLebo y NauMeHTOB C acTMOMN 1 6e3 Hee

CpepaHuii ypoBeHb DSS acTmbl BO Bpemsa nuKa u scero RPS

0,5 ~ W Placebo J

Average asthma DSS during the peak RPS:

difference: -0.09 SQ ragweed SLIT-tablet vs placebo: 31% yny4yweHue
(p=0.028)

(p=0.007)

Average asthma DSS during the entire RPS:
SQ ragweed SLIT-tablet vs placebo: 23% ynyuweHue

Average asthma DSS (LS mean)

Peak RPS Entire RPS

RAGWIZAX® He pa3pelueH K NpymeHeHuio y feTeit <18 net

ANOVA: analysis of variance; DSS: daily symptom score; FAS: full analysis set; ICS: inhaled corticosteroid; LS: least squares; RPS: ragweed pollen season; SABA: short-acting beta agonist. *RAGWIZAX® is 12 SQ-Amb of standardised allergen extract from short ragweed (Ambrosia artemisiifolia). SABAs were provided for patients with asthma at
randomization. Other asthma medication was not supplied, but (providing their asthma was controlled) patients with asthma were allowed to use low-dose or medium-dose ICS during the study; patients requiring high-dose ICS were not enrolled. Data are presented for the FAS, defined as all patients who were randomized and treated (according
to randomization group). At baseline, asthma was present in 217 (42.5%) patients in the placebo group, and in 219 (42.8%) patients in the SQ ragweed SLIT-tablet group. LS means were calculated using the ANOVA model, with treatment, baseline asthma status (yes/no), age group (<12 years/>12 years), pollen season, and pollen region nested
within pollen season as fixed effects. Peak RPS was defined as the 15 consecutive recorded days in the entire RPS with the highest 15-day moving average pollen count; the entire RPS was defined as beginning on the first day of 3 consecutive days with a pollen count >10 grains/m?, and ending on the last day of the last occurrence of 3 consecutive

3
days with a pollen count 210 grains/m ALK Data on file. PO08 CSR. March 2019

RAG1AA-SKIT-RU-092019-1



Clinical Trial PO08
#EudraCT: 2014-004341-27

Pe3yiipTaThl: exKelTHEBHOE UCIIOIb30BaHue SABA

SQ ragweed SLIT-tablet* goctroBepHO ymeHblueHO Ucnonb3oBaHne SABA «no Heo6xoAMMOCTM» B CpaBHEHUM ¢ nnauebo y naumeHToB
C acTMOW

Average daily SABA use during the peak and entire RPS

0,25 ~ M Placebo J

0,20 A Average daily SABA usage during the peak RPS:

SQ ragweed SLIT-tablet vs placebo: 68% reduction

0,15 H

0,10 A

difference: -0.12

0,05 + Average daily SABA usage during the entire RPS:

SQ ragweed SLIT-tablet vs placebo: 61% reduction

as-needed SABA (LS mean)

Average daily number of puffs of

0,00 -

Peak RPS Entire RPS

RAG1AA-SKIT-RU-092019-1

RAGWIZAX® He pa3pelueH K NpymeHeHuio y feTeit <18 net

ANOVA: analysis of variance; FAS: full analysis set; ICS: inhaled corticosteroid; LS: least squares; RPS: ragweed pollen season; SABA: short-acting beta agonist. *RAGWIZAX® is 12 SQ-Amb of standardised allergen extract from short ragweed (Ambrosia artemisiifolia). SABAs were provided for patients with asthma at randomization. Other asthma
medication was not supplied, but (providing their asthma was controlled) patients with asthma were allowed to use low-dose or medium-dose ICS during the study; patients requiring high-dose ICS were not enrolled. Data are presented for the subpopulation of patients with asthma at baseline in the FAS (all patients who were randomized and
treated, according to randomization group). At baseline, asthma was present in 217 (42.5%) patients in the placebo group, and in 219 (42.8%) patients in the SQ ragweed SLIT-tablet group. LS means were calculated using the ANOVA model, with treatment, baseline asthma status (yes/no), age group (<12 years/212 years), pollen season, and pollen
region nested within pollen season as fixed effects. Peak RPS was defined as the 15 consecutive recorded days in the entire RPS with the highest 15-day moving average pollen count; the entire RPS was defined as beginning on the first day of 3 consecutive days with a pollen count 210 grains/m?, and ending on the last day of the last occurrence of 3
consecutive days with a pollen count 210 grains/m?, ALK Data on file. POO8 CSR. March 2019



Clinical Trial PO08
#EudraCT: 2014-004341-27

PesysibTaThl: IpOOY:K/I€HNE N3-3a CHUMIITOMOB aCTMBbI

HouHble npobyKaeHne U3-3a CMMNTOMOB aCTMbl 40CTOBEPHO YMeEHbLUEHbl ¢ nomoubio SQ ragweed SLIT-tablet * vs nnauebo y
acTMaTUKOB

Average weekly number of nights with awakening due to asthma symptoms
requiring SABA treatment during the peak and entire RPS

0,15 - W Placebo

Average weekly number of nights with
awakening during the peak RPS:
SQ ragweed SLIT-tablet vs placebo: 75% reduction

0,10

0,05

Average weekly number of nights with
awakening during the entire RPS:

SQ ragweed SLIT-tablet vs placebo: 52% reduction

Average weekly number
of nights (LS mean)

0,00

Peak RPS Entire RPS

RAG1AA-SKIT-RU-092019-1

RAGWIZAX® He pa3pelueH K NpymeHeHuio y feTeit <18 net

ANOVA: analysis of variance; FAS: full analysis set; ICS: inhaled corticosteroid; LS: least squares; RPS: ragweed pollen season; SABA: short-acting beta agonist. *RAGWIZAX® is 12 SQ-Amb of standardised allergen extract from short ragweed (Ambrosia artemisiifolia). SABAs were provided for patients with asthma at randomization. Other asthma
medication was not supplied, but (providing their asthma was controlled) patients with asthma were allowed to use low-dose or medium-dose ICS during the study; patients requiring high-dose ICS were not enrolled. Data are presented for the subpopulation of patients with asthma at baseline in the FAS (all patients who were randomized and
treated, according to randomization group). At baseline, asthma was present in 217 (42.5%) patients in the placebo group, and in 219 (42.8%) patients in the SQ ragweed SLIT-tablet group. LS means were calculated using the ANOVA model, with treatment, baseline asthma status (yes/no), age group (<12 years/212 years), pollen season, and pollen
region nested within pollen season as fixed effects. Peak RPS was defined as the 15 consecutive recorded days in the entire RPS with the highest 15-day moving average pollen count; the entire RPS was defined as beginning on the first day of 3 consecutive days with a pollen count 210 grains/m?3, and ending on the last day of the last occurrence of 3

i 3
consecutive days with a pollen count 210 grains/m3. ALK Data on file. PO08 CSR. March 2019



Clinical Trial PO08
#EudraCT: 2014-004341-27

P008: ITo60ouHbIE ABJIEHUSA, CBSI3aHHBIE C JIEUEHUEM

Hanbonee yacto coobuaemble Hfl, cBA3aHHbIe C neYeHneMm, bbian: pasgparkeHne ropna, 3y noaocTy pTa v yWHOW 3y4 B 06enx rpynnax.

CBA3aHHble ¢ neyeHnem HAl Habaoganucb 25% yawe B rpynne C/INT, yem nnauebo, n

(%)
Placebo (n=509)* ; SQrag\?/::glsaL)l;l'-tablet

PaspgpakeHue rnoTku 92 (18.1) 249 (48.5)
3y4 B NonoCTM pTa 59 (11.6) 244 (47.6)
YwHoii 3yz, 32(6.3) 174 (33.9)
OTeK ry6 6(1.2) 64 (12.5)
InoccoanHus 12 (2.4) 63 (12.3)
TowHoTa 18(3.5) 60 (11.7)
Bonb B nonoctu pta 16 (3.1) 60 (11.7)
OTeK rnoTkn 8(1.6) 56 (10.9)
Pacnyxwwit asbik 4(0.8) 55 (10.7)
)Ii(;}:;faserHeﬁ yactu 22 (4.3) 48 (9.4)

Cromatut 5(1.0) 33(6.4)

YBENMYEHHBIN A3BI90K 2(04) 321(6:2)

Camble uyactble HA, cBA3aHHble C Tepanuewn, 6bl1M  NOKanbHble
peakuuun B mecte npuMmeHeHuUA.

Hanbonee yacto coobliaembie CBA3aHHble C sedeHnem HA 6biau:
pasgpa<eHue ropsa, 3y noaocTi pTa v yWHOM 3y4 B 06emnx rpynnax.

BONbIIMHCTBO CBA3aHHbIX C nedyeHnem AEs 6bian  Nerkumm,
npexoaAawmmmn (C Hayanom B TeyeHWe nepsbix 10 aHer) u
HeNnpoao/KNTENIbHbIMU.

CpegHAa NPOAO/MKUTENbHOCTb  MECTHbIX peakuuMid Ha  mecTe
NPpUMeHeHWs Mnocne MepBoi [03bl 6blia OAMHAKOBOM Mexay SQ
ragweed SLIT-tablet (10,5-25,0 muHyT) 1 rpynnoi naauebo (7,5-33,0
MWHYT).

RAG1AA-SKIT-RU-092019-1

RAGWIZAX® He pa3pelueH K NpymeHeHuio y feTeit <18 net

AE: adverse event. *RAGWIZAX® is 12 SQ-Amb of standardised allergen extract from short ragweed (Ambrosia artemisiifolia) “One patient randomized to the placebo group incorrectly received SQ ragweed SLIT-tablet for 1 day and was, therefore, included in the SQ ragweed SLIT-tablet group for safety analyses. Another patient randomized to the

SQ ragweed SLIT-tablet group, incorrectly received placebo for 8 days, but remained in
A patient is counted once for each AE irrespective of the number of times they reported the event.

sQ

ragweed  SLIT-tablet group for

are presented for all patients who were randomized and treated (actual treatment that was

received).

ALK Data on file. PO08 CSR. March 2019



Clinical Trial PO08
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P008: HexelaTesibHbIe sABJIEHUA B MECTE IPUMEHEHUA

He)kenaTtenbHble ABNEHUA B MecTe NpumeHeHua” nocne ncnosb3oBaHMA Nepsoi 403bl 6binn oguHaKoBble B rpynne SQ ragweed SLIT-
tablet n rpynne nnaue6o

* CpeaHas Npoao KMTENbHOCTb HA B MecTe npumeHeHMsa nocae nepsoit 403bl 6ana KOPOTKOW U MAEHTUYHOW Mexay rpynnamu SQ ragweed SLIT-tablet (10.5-25.0 minutes) u
nnauebo (7.5-33.0 muHyT).

40 ~

M Placebo

35 +
30 +
25 -
20 A

Median duration of event on Day 1
after the first dose (minutes)

RAG1AA-SKIT-RU-092019-1

T T T
Ear pruritus (" Lip edema/  "Mouth edema/  Cral pruritus Pharyngeal Swoilen tongue/ Throat irritation Tongue pruritus
swelling swelling edema/throat edema
tightness
| RAGWIZAX® He pa3pelueH K NpymeHeHuio y feTeit <18 net

AE: adverse event. *RAGWIZAX® is 12 SQ-Amb of standardised allergen extract from short ragweed (Ambrosia artemisiifolia). #Local application site reactions included: ear pruritus, lip edema/swelling, mouth edema/swelling, oral pruritus, oropharyngeal edema/swelling, palatal edema/swelling, pharyngeal edema/throat tightness, swollen
tongue/edema, throat irritation, and tongue pruritus. Throughout days 2-28, the most frequent median duration of local application site reactions was 1 day. Data are presented for all patients who were randomized and treated (actual treatment that was received). N values are presented for patients with the AE and a measurement of duration.

Some patients experienced the AE with a duration of <24 hours, but no exact duration was recorded — these patients were not included in the analysis. ALK Data on file. PO08 CSR. March 2019
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P008: BeiBOIBI

SQ ragweed SLIT-tablet” gokasan, uto oH 3pdeKTMBEH M XOPOLLO NepeHoCUTcsa nNpu neveHnun AR/C, Bbi3BaHHOrO ceHcnbuamsaumeit

K Nbl/ibLe aMbpo3unu, B KpyNHENLLIEM Ha CErOAHALIHMIA AeHb NeamaTpuieckom nccaesosaHum AlT

SQ Ragweed SLIT-tablet a¢ppeKkTBEH M xOpoLIO NepeHOCUTCA NPU IeYEHUN Y NegUaATPUUYECKUX

nauueHToB ¢ APK, HAyuupoBaHHOM ambpo3ueii.

SQ Ragweed SLIT-tablet 6e3onaceH gna camocToATENBHOTO UCNOJ/Ib30BaHUA B AOMALLHUX YC10BUAX.

* SQ ragweed SLIT-tablet goctosepHo ynyuwan TCS AR/C B TeueHne nuka RPS (38% vs. placebo; p<0.001) un Bcero cesoHa RPS (32% vs.
placebo; p<0.001).

* SQ ragweed SLIT-tablet 6bin addekTMBEH y nauMeHTOB, KOTopble COObWMAM 06 acTMe B WMCXOLHOM COCTOAHUM — eXKeAHeBHOoe
ncrnonb3osaHve SABA f0CTOBEPHO COKpaTMAOCL B TeyeHue nuka RPS (68% vs. placebo; p<0.01) u Bcero cesoHa RPS (61% vs. placebo;
p<0.01).

* SQragweed SLIT-tablet npogemoHcTpupoBan 6aaronpuaATHLIA Npoduab 6E30MNaCHOCTH, XapaKTePUSYIOLLUIACA NPUXOAALLUMU, NOKANbHBIMU
peakuMamMmn B MecTe HaHeceHus,¥ KoTopble Bbiiu, r1aBHbIM 06pa3om, KnaccuduumMpoBaHbl Kak cnabble/ymepeHHbIe; NPOLOIKUTENbHOCT
MECTHbIX peakumin 6bli1a KpaTKou no BpemeHu.¥

* SQragweed SLIT-tablet npoaeMoHCTPMPOBaNM HU3KMA YPOBEHb CUCTEMHDIX a/IEPTrUHECKUX PeaKL Ui,
* [lons naumeHToB, NpepBaBLMX Tepanuto B cBasu c HA SQ ragweed SLIT-tablet, 6b1n1a HU3KOW.
* HA B rpynne naumeHTos SQ ragweed SLIT-tablet 66111 0gMHAKOBbIE Y NALLMEHTOB C aCTMOM U 6e3 Hee.

RAGWIZAX® He pa3pelueH K NpymeHeHuio y feTeit <18 net

AE: adverse event; AR/C: allergic rhinitis with or without conjunctivitis; FDA: Food and Drug Administration; RPS: ragweed pollen season; SABA: short-acting beta agonist; TCS: total combined score. *RAGWIZAX® is 12 SQ-Amb of
standardised allergen extract from short ragweed (Ambrosia artemisiifolia). *local application site reactions included: ear pruritus, lip edema/swelling, mouth edema/swelling, oral pruritus, oropharyngeal edema/swelling, palatal
edema/swelling, pharyngeal edema/throat tightness, swollen tongue/edema, throat irritation, and tongue pruritus.

ALK Data on file. PO08 CSR. March 2019
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