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BHe 3aBMcMMOCTU OT peHOTMNA acTMbl aTONUA BbIABAAETCA Y
6onee yem 80% 60nbHbIX acTMOMN

Table 2 Demographic characteristics according to inflammatory phenotypes as defined by sputum cytology

Eosinophilic Neutrophilic Mixed (3% Eo Paucicellular (=3%
(>3% Eo) (>65% Ne) and =265% Ne) Eo and <65% Ne) P

n (%) 31 (25.86) 52 (43.0) 19 (15.7) 19 (15.7)

Age (years), mean (SD) 41.8 (12.5) 48.5 (12.4) 46.3 (14.6) 49.5 (11.5) 0.09°
Gender (% female) 64.5 73.1 713.7 789 0.713%
BMI, mean (SD) 26.8 (5.1) 26.3 (4.0) 25.3 (3.2) 29.2 (6.4) 0.0547
Bhinitis {%) 345 235 318 53 0.117%
|Ammf (%) 80.6 92.3 88.9 78.9 0.326°
ACQ, mean (SD) 0.52 (0.31) 0.57 (0.27) 0.56 (0.28) 0.55 (0.30) 0.916"
FEV, (%), mean (SD) 75.7 (20.0) 71.6 (16.8) 69.2 (16.9) 75.8 (16.4) 0.4027
FVC (%), mean (SD) 93.9 (16.5) 86.4 (15.6) 86.2 (15.3) 89.5 (12.3) 0.1607
FEV,/FVC, mean (SD) 0.68 (0.11) 0.68 (0.08) 0.66 (0.10) 0.69 (0.10) 0.827"
BD response, mean (SD) 11.2 (9.8) 11.1 {10.4) 13.1 (11.1) 10.9 (12.0) 0.911%
Nasal eosinophilia, n (%) 27 (87.1) 2 (3.8) 9 (47.4) 11(5.3) <0.001%
Nasal neutrophilia, n (%)* g8 (25.8) 30 (67.7) 8 (42.1) 8 (42.1) 0.043°
Blood eosinophilia, n (%)* 25 (80.6) 21 (40.4) 8 (42.1) 5 (26.3) <0.001%
Blood neutrophilia, n (%)* 7 (22.6) 29 (55.8) 8 (42.1) 8 (42.1) 0.033*
Sputum Eo count (%)" 8.0 (4.0-24.0) 43.0 (27.3-53.0) 5.0 (4.0-7.0) 0.5 (0.0-1.5) n.a.
Sputum Ne count (%)* 43.0 (27.3-53.0) B3.0 (73.1-92.8) 75.0 (73.0-80.0) 48.5 (34.0-62.0) n.a.
Nasal Eo count (%)* 15.0 (7.0-27.0) 0.0 (0.0-1.0) 4.0 (0.5-6.5) 1.0 {0.0-2.0) <0.001%
Nasal Ne count (%)’ 28.0 (9.0-50.5) 63.5 (22.5-86.4) 36.0 (18.0-79.0) 41.0 (7.0-67.0) 0.004°
Blood Eo count (/mm?)" 324.0 (244-537) 171.5(115.3-315.5)  121.0 (16-313) 111 (15-240) 0.001°
Blood Ne count {/mm?)7 4285 (3220-4895) 5282 (3584-8243) 4784 (3744-6691) 4452 (334-8293) 0.032°

De Farias CF, Amorim MMF, Dracoulakis M, Caetano LB, Santoro IL, Fernandes ALG. Nasal lavage, blood or sputum: which is best for phenotyping
asthma? Respirology 2016; 22: 671-7.



TABLE 1 Baseline demographic characteristics and medical history

bpema TA)Kenou actmbl B I€TCKOM U IOHOLLECKOM BO3pacTe: —
pe3ynbTaTbl aHann3a aeTckou Koroptbl U-BIOPRED

School-aged Preschool
Severe asthma Mild/moderate p-value  Severe wheeze Mild/moderate p-value
cohort asthma cohort cohort wheeze cohort
Patients n 97 43 77 54
Demographic details
Female 46/97 (47 6%) 16/43 137.2%) 0.243 27477 |35.1%) 20/54 (37.0%) 0.a17
Age years 12212031 [n=97)  11.26:0.48 [n=43}  0583° 3542014 [n=77)  3.4620.14 [n=54| 0.410f
White TL/9T (T8.3%] 32/43 [74.4%) 0.812 &2/77 |BO.5%) 4854 [88.9%) 0204
Mather smaked during pregnancy 14/94 [14.9%] 6/43 [14.0%] 0.885 10/77 (13.0%) 1/54 [1.9%) 0.052
Smoker 0/97 [0.0%] 0/43 [0.0%] NA 077 (0.0%] 0/54 [0.06) NA
Secand-hand smaoke exposure 21/92 [22.8%) F/L3 [20.9%] 0.805 12/76 [15.8%)] 9/54 [16.7%] 0.8%3
Urinary cotinine present 8/93 8.6%) 5/38 [13.2%I 0.432 12/62 [19.4%) 2/46 14.3%) 0.03%
Anthropometry®
Height cm 1528241 65 [n=97] 148.124258 [n=43] 0.604" 102.88:1.13 [n=74) 103.62+152 [n=53] 0.048"
Height z-scare 0.6820.34 (n=97) 0.58:0.2 [n=43] 0.851 1144016 [n=74)  1.53£0.18 [n=53] 0.108
Weight kg 51.76:1.85 [n=97]  £3.8422.3 [n=43)  0.087°  17.63£048 [n=77) 17.27:0.46 [n=83]  0.487
Weight z-score 1.1420.21 [n=97)  0.6820.19 [n=43)  0.187 0.94:0.14 [n=77]  0.92:0.13 [n=53] 0.930
BMI kg-m? 2152205 [n=97] 1921205 [n=£3)  0.035"  16.56+0.25 [n=74) 1599015 [n=53]  o0.anf
BMI z-scare 0.99:0.13 n=97] 0562017 [n=43)  0.058 0.26£0.15 [n=74]  —00420.1 [n=53] 0,133
Past medical history
Mode af delivery
Mormal vaginal GB/9T (70.1%) 2B/43 [85.1%) 0.558 5977 [78.6%) 38/54 170.4%) 0.422
Instrumental 5/97 5.2%) 3/43 [7.0%)] 0.649 4177 [5.2%) 3/94 [5.6%) 0.928
Caesarian 24197 124 7%] 12/43 127 9%) 0.693 14/77 [18.2%)] 13/54 {24.19%] 0.413
Breast feeding months 5.09£0.8 [n=97) §.7221.13 [n=43) 0.659 4 6120.62 [n=77) 7.4320.81 [n=54] 0.006
Admitted to neonatal unit 1497 [14.45%) 3/43 [7.0%) 0.223 TTT(R0%] 3/54 5.6%) 0.457
Other medical problems
Diagnosed hay fever 75/91 {82.4%) 3340 [82.5%] 0.991 30/51 (58.8%) 13/35 [36.1%] 0.039
Diagnosed aczema 77195 [81.1%) 2B/4D [70.0%) 0142 A2/57 [73.7%] 32/40 180.0%] 0.473
Diagnesed allergic rhinitis 61/93 [65.6%) 29/38 (76.3%) 0.232 22/52 [42.3%) 11/36 (30.6%] 0.265
Diagnosed gastro-oesaphageal reflux™  19/94 (20 2%) 34D [7.5%)] 0.081 8/58 [13.8%] 11040 (27.5%] 0.0%7
Diagnosed vocal cord dysfunction 2194 12.1%] 140 [2.5%] 0.894 0/59 (0.0%) 0/40 10.0%) MNA
Reported food allergy” 39/97 [40.2%]) 14/43 [32.6%) 0.390 18/76 [21.1%] 15/54 27.8%] 0.374
Allergic sensitisation
Pasitive skin prick test 69/83 [83.1%) 3337 [89.2%| 0.395 2265 (33.8%] 18/48 [37.5%)] 0.4B8
Pasitive specific IgE 40747 (85.1%) 21/24 187.5%) 0.784 14/30 [46.7%)] 13/26 [50.0%I 0.803
Atopy® 70/82 [85.4%) 34/38 [89.5%) 0.540 23143 [36.5%) 18/48 {37.5%I 0915

Louise Fleming et all. The burden of severe asthma in childhood and adolescence: results from the paediatric U-BIOPRED cohorts.
Eur Respir J 2015; 46: 1322-1333



bpemsa TA)Kenou actmbl B A€TCKOM U IOHOLLECKOM BO3pacTe: -
pe3ynbTaTbl aHann3a aeTckou Koroptbl U-BIOPRED

TABLE 1 Baseline demographic characteristics and medical history

School-aged Preschool
Severe asthma Mild/moderate p-value  Severe wheeze Mild/moderate p-value
cohort asthma cohort cohort wheeze cohort
Patients n 97 43 77 54
Demographic details
Female 46/97 (47 6%) 16/43 [37.2%) 0.263 27477 |35.1%) 20/54 [37.0%) 0.817
Age years 12.21:0.31 [n=970 11.2620.48 [n=43]  0.583' 3.56£0.14 [n=77] 3.4640.16 [n=54] 0.410°
White T4/97 (76.3%]) 32/43 [74.4%) 0.812 &2/77 |BO.5%) 4854 [88.9%) 0.204
Mather smoked during areanancy 14094 114.9%] 67463 114.0%] 0.8B5 10077 [13.0%) 1/54 11.9%1 0.052

Allergic sensitisation
Positive skin prick test 69/83|[83.1%]
Positive specific IgE 40/47|(85.1%]
Atopy® 70/82|(85.4%)

Mormal vaginal GB/9T (70.1%) 2B/43 [85.1%) 0.558 B30T [ T6.6%) 38/54 [70.4%) 0.422
Instrumental 5/97 15.2%] 3143 [7.0%] 0.649 4477 (5.2%) 3/54 15.6%) 0.928
Caesarian 24197 (24.7%) 12/43 [27.9%) 0.693 14/77 [18.2%] 13/54 {24.19%] 0.413
Breast feeding months 5.09£0.8 [n=97) §.7221.13 [n=43) 0.659 4.61£0.62 [n=77] 7.4320.81 [n=54] 0.006
Admitted to neonatal unit 14197 [14.4%] 3143 [7.0%) 0.223 NI (91%] 3/54 |5.6%) 0.457
Other medical problems
Diagnosed hay fever 75/91 {82.4%) 3340 [82.5%] 0.991 30/51 (58.8%) 13/35 [36.1%] 0.03%
Diaonozed aczermna 77195 (81 15! 2B/4D 170 0% 0.142 L2057 173 9% 32740 180.0%1 0473

0 y y y
85% peteit c Taskenoit actmoii umetot annepruyeckyto popmy

FUSILIvYE 3R |J'-.I_H. wsL Lrichy |OJ.1 MMy W |OF.L M) U ?d A s P S ) POND (I ) [E RS Rats)
Pasitive specific IgE 40747 (85.1%) 21/24 187.5%) 0.784 14/30 [46.7%)] 13/26 (50.0%I 0.803
Atopy® 70/82 [85.4%) 34/38 [89.5%) 0.540 23143 [36.5%) 18/48 {37.5%I 0.915

Louise Fleming et all. The burden of severe asthma in childhood and adolescence: results from the paediatric U-BIOPRED cohorts.
Eur Respir J 2015; 46: 1322-1333



KnioueBasa ponb IgE B natoreHese aCTMbl y aeteu

ORIGINAL ARTICLE

Asthma severity and atopy: how clear is the
relationship?

W D Carroll, W Lenney, F Child, R C Strange, P W Jones, M K Whyte, R A Primhak,

A A Fryer
Arch Dis Child 2006,91:405-209 doi- 10.1134/adc 2005 068278
Background: The relatonship betwwen cubena sewerity and alopy s comple, Moy sudies have kiled 1o
show significont relationships between dinical severity or lung function ond maorkers ofabpc sers¥sation.
Aim: To determine whether increasing asthme sevanty is rekiled 1o alopic seraifiscton in o populstion of
Sea ond of articke for children with asthmo.
outhors’ alidictions Methods: A totel of 400 chidren (7-18 years} with asthmo were recruted as part of o multicentre stody of
the genesics of asthmo. Detsiled phenctypic dota wers collected on oll porticpants, Associstions bebwesn
2 & mecyerns of ovhena severity ond clopic seaBisaton were sought using multilevel models dlowing
Prol. W Lenney, Acodemsc  Yarichion of the individual and fomily level.
Deportmant of Chid Results: Children recruted 1o the study hod a ronge of cshma severifies, with just aver o third having mild
Heckh, Universiy Hoseidd  persistent asthme. The logarthes of 1olol serum IgE won ossocioted with increcsed ovhea severty score,

decreased FEV:, increased cirways cbatruciion, risk of hasgitol od'wmion.md inhcled steroid use,

Trant ST4 60, UK Increasing skin pndt test reactivity ta o panel of seven cer d with increased risk of
wy@yces.com hosgitel adevsson, vie af on inkoled swerod, ord airways obuw(hon The rewds remained highly
significont ofter corractions for oge, gender, and birth order,
fccaehed ’m::o“ Condlusions: by chidren wih cuhero, wxressing chopy is ascciated with ncreasing owhma severity.
27 Jonuary 2006 However, the reloficrships b«ween asthmo severity ond skin prick tests, and csthma severity and tord
veverrnrererenennenenes S8rum iGE volues, opoesr sublly diferant,

he roatonship between atopy and asthma is oot larger number of Children than ltad been available in previous
strasghtforward. Historically "atopy’” has been used as a studics.
poorly defined term to refer to allergic conditions such as

bay fever, asthma, and eczema, which cluster n families, As METHODS

knowledge about the immunologxal features of atopic Study subjects

discases inoreased, & dicarer definition cwolved, Since the
otiginal description of 186 in 1966, knowledge about its role
in the pathogenesis of allergic diseases has proliferated.
Atogry can be broadly defined &5 the tendency 10 gencrale an
IRE response 10 specific allergens® or the tendency 10 gencrate
a wheal of greater than 3 mm in response to skin prick
resting.*

Eviderce now implicates serum IgE in éevelopment and
expeession of the .thm phenotype, Observational and
epidemiological studics** prompted the development of
specific monodional antibodies 10 I[RE" The therapeutic
sugcess of anti-Tuaman 1gE antody in adulis’ * and childeen®
with asthma supports the importance of IgE in discase
CXPressIon.

The degree of atogry can akso be defined as the number and/
or size of pesitive skin prick tests {$¥7s) to a standard panel
of allergens,” " In chidren, increasing wheal size 10 house
dust mite Doy p 1 bas been associated wilh increasing a\mvm
sympeoms ar.d u.:c‘rr.ucd risk n( hospital admissson.

A total of 232 famibies with at least one asthmati child (aged
7-18 years | were rocruited +53 an asthmatic proband from 1he
wo centres (North Staffoedshire and Shelficld) between
January 1999 and December 2001. Inclusion criteriz for
probands incduded documented eptsodes of wheezing in the
previous 12 calendar months, physician diagnosis of asthma,
and agrecment 10 participate by the natural mother and
father. All first-degree relatives of probands were invited to
partiipate in this study, but only those with a previous
physician diagnosss of asthma and whe were Jess than 19
years of age were included in the present analysis. Identical
twins were not eligible to participate, siblings without a
physican diagnosis of asthma were not eligible, and subjects
with cardiac, other respirateey, or inflammatory diseases
were excluded, The study was apgroned by 1he Jocal rescarch
cbics committee a1 cach centre and written  informed
consent was obtained from 2l pantkipants.

Participants completed a standardised olserver adminis-
tered ISAAC questioanaire™ and underwent Juscline spiro-

Carroll WD Asthma severity and atopy: how clear is the relationship? Arch Dis Child. 2006 May;91(5):405-9. Epub 2006 Jan 27
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[eTu c TAXKeNnoun TpyaAHO KOHTPO/IMPYEMOI aCTMOM MMEIOT BbICOKUM ypoBeHb IgE
B CbIBOPOTKE KPOBU U 303MHOPUNbHOE BOCNAJIEHUE AblXaTe/IbHbIX NYTEN

TABLE I. Clinical characteristics of children with STRA and
nonasthmatic control subjects

Children with STRA Control subjects

{n = 53) in = 16)
I p<0.001 : N: B -

Age (y) 11.97 (9.97-14.4) 10.65 (7.54-12.96) 21007 . Bro00y E '

Male sex 33/53 (62%) 816 (50%) :ﬁ_ 4 :. ;;_100- 4

Atopy 45/53 (85%) 7715 (47%)* £ 1 ':;Eff - H w313 :

Age at first symptoms (y) 1 (0.25-2.25) . : . I :

Duration of symptoms (y) 10.1 (8.3-12.7) -~ é : e . 3 o )

Previous intubation for asthma 11/53 (21%) — L - g

Parental smoking 13/53 (25%) 209 (22%) STRA Control £ s Control

Percent predicted FEV, 68.5 (54.8-86.5) 94 (85-106)1 : ' ' — .

BDR (%) 15.6 (5.5-23.4) 2.5 (0-8.5) < - ok \.:; @ w55 QA%

Persistent alrﬂl:rw limitation 3/53 (25%) — ) By ,f"i"\.;;;;" N T

386 Eususﬁi | 40 (4130 P B ot | RN S by Y

Medmaunns : - ’\A‘z“; 2 ({85 $o5 \'
ICS (mg/d)} 6 (0.8-1.6) ~— Whge, T8 Nt 3 ¥ 200 (e iy e
Maintenance oral prednisolone E4f53 (45%) — - o LI o ' .:;:;u_\‘ b e .
Long-acting B-agonist 53/53 (100%) — i\ ; 3 "‘::':.‘5 RN R N
Leukotriene receptor antagonist 31/53 (58%) — SRR e b e o R N
Theophylline 12/53 (23%) — S

ACT score (/25) — o

Finos, (ppb: normal, <24 ppb) 50.3 (29.3-69.7 . A. BAL- 6poHX0an1bBEOASPHBIN NaBaXK

Sputum eosinophils {%:; normal, 7.5 (3.2-30.4) = B. broncus cansuctoin 6poHxos

<2.5%) C. N D- buoncus noacnnsmcton 6poHxoB y 601bHbIX

TAXENO0N aCTMOW 1 340POBbIX KOHTPO/IbHOW FPYNMbI

STRA-TAXKenaa TpyAHO KOHTPO/IMpYyemMaa acTma

Bossley CJ, Fleming L, Gupta A, Regamey N, Frith J, Oates T, Tsartsali L, Lloyd CM, Bush A, Saglani S. Pediatric severe asthma is characterized by eosinophilia and remodeling without T(H)2
cytokines. J Allergy Clin Immunol. 2012 Apr;129(4):974-82.e13. doi: 10.1016/j.jaci.2012.01.059.
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JloKanbHbIn cnHTe3 IgE Y 60/1bHDbIX C HEaTONMYECKOU aCTMOM

Total IgE (pg/mL)

YBennueHue obuiero u cneumndpuueckumx Ige B MoKpoTe naumeHToB ¢
HeaTonu4Yeckom actmou

0.07

0.06

0.05

0.04

0.03

0.02

0.01

IgE = immunoglobulin E.
ns = not significant; Der p-specific IgE = Dermatophagoides pteronyssinus group allergen-specific IgE.
Mouthuy J, et al. Am J Respir Crit Care Med 2011;184:206-14.
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JloKanbHbIn cnHTe3 IgE Y 60/1bHDbIX C HEaTONMYECKOU aCTMOM

YBenuueHue obuwero n cneundpuuyeckux IgE 8 moKpoTe naLmMeHToB C
HeaTonuyecKou acTMomn

JHTONMA (en topos — rpey. «B NPeAenax Mecta»): NpeApacnoNoKEHHOCTb K PasBUTHIO

MECTHOTO aZiIeprmyecKkoro BocnasieHus, orpaHMYeHHOro CAM3NCToi 060104KOM

Artonusa (a topos — «6e3 mecTa»): CKAOHHOCTb K CUCTEMHOM NpoayKuum IgE-aHTUTenN C
K/IMHUYECKMMMU NPOAB/IEHUAMMU CO CTOPOHDbI Pa3HbIX OPraHoB

0.04

0.03 -

Total IgE (pg

0.02 -

0.01

0

1
Intrinsic

||
Allergic

IgE = immunoglobulin E.
ns = not significant; Der p-specific IgE = Dermatophagoides pteronyssinus group allergen-specific IgE.
Mouthuy J, et al. Am J Respir Crit Care Med 2011;184:206-14.
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Cxema BapuaHTOB aHTU-IGE Tepanunun

Hu et al. Clin Transl Allergy (2018) 8:27




Hentpannsauma coiBopoTovHoro IgE

R N L S L S

NmmyHHaa agcopbumnsa MNna3madepes YnaneHue Igk n Pa3peweH
MMMYHHbIX KOMMNAEKCOB
N3 KPOBM
Omanusymab MoHOKNnoHanbHoEe CBasbiBaHue Ce3 Pa3peweH
aHTUTENo AOMEHA B TAXKE/IOM
uenun Fc ceoboaHoro IgE

CMABOO7 bunocummnnap CeAasbiBaHue Ce3 da3za lll
Omanunsymaba AOMEHA B TAXKE/I0M JloKanbHaA nnueH3nA
uenun Fc ceoboaHoro IgE

Ligelizumab MoHOKNOHaNnbHOEe Ce3 pomeH IgE ®a3a |l NCT01703312
aHTUTeNo
MEDI4212 MoHOKNnOHaNnbHOE CsAasbiBaHMeCe3/Ce4 ®a3a | NCT01544348
aHTUTeno nomeH Igk
PekombuHaHTHOe ScFv OpgHouenoyevyHoe Onpegpenser IgE, IgE- JOKNnHnYeckoe
aHTUTeNOo CBA3AHHbIE KNEeTKN U MCNONb30BaHMe
KNEeTKK,

cekpetupytowme Igk

Hu et al. Clin Transl Allergy (2018) 8:27



IgE-apPpekTopHble KneTkn/IgE + B cells

epann (T Meawow  lowa

Llenactpon-
AHTU-FceRI

MNonumep

Fab-koHblorar

CTLA4Fce

Quilizumab

Bsc-IgE/CD3

XmAb7195

Benok

MOHOK/I0OHaNb
Hoe AT

MOHOK/I0OHaNb
Hoe AT

MoOHOKNOHaNb
Hoe AT

MpepoTBpallatoT B3aumogencrtesne J1oKAMHUYECKUue
IgE C TY4HbIMU KNI€TKaMU U nccnesoBaHuA
YHMUUYTOXKAET TYUYHbIE KNEeTKM

CeasbiBaert IgE-peuenTopsl, FCRI v lokanHM4ecKoe
FcRRIl / CD23 nccnepoBaHue

CeasbiBaHue CemX of Ige+ B cells ~ ®a3a Il NCT01582503

YctpaHaeT IgE + KneTkn-muieHun JOoKnnHn4eckoe
nepeHanpaBaeHHble T-KNeTKn nccnegosaHme

dopmunpoBaHue Komnaekca ¢ B- ®a3a | NCT02148744
KneToyHbimu IgE-peyentopamm B-
KneTtok u FcyRII B

Hu et al. Clin Transl Allergy (2018) 8:27



Omanmzymab — rymaHmM3npoBaHHOE MOHOKJ/IOHA/IbHOE
lgG-aHTUTENno npoTtus IgE, c HU3KOM MMMYHOreHHoCTblo?

CTpoeHue omanusymaba?

L MblWwmMHaA Kana

*  bbln CHMXKeH OTBET K MblILLMHOMY
aHTUTeNy NyTem rymaHusauum 3Toro
dparmeHTa aHTK-IgE

*  MbiWwmnHaA YacTb bbina
TPaHCMNAQHTUPOBAHA Ha
yenose4yeckmm IgG1l Kana KapKac

*  Omanunsymab coctout ns 95%
|gG1 yenoBeyecKoro Kara Kapkaca u
5% MbIWMHOM Lenu, KoTopasa CKpbITa
OT MMMYHHOM CUCTEMbBI KOrAa
omanunsymab csssbiBaet IgE

/ (5% monekynbl)

IgG1 Kana
YyenoBeYecKoro
Kapkaca (95%
MONEKYNbl)

1. Boushey H Jr. J Allergy Clin Immunol 2001;108:577-83;.

Kana - KOMNNEeMEHTapHO-AeTEPMUHNUPOBAHHAA YaCTb




AHTN-IgE Tepanma 6poHXManbHOM aCTMbl:
Kconap® (omannsymab)

* [Moka3aHue:

JleyeHne NepcncTUpPyoLLLEN aTONNYECKON BPOHXMANbHOM
aCTMbl CpeaHEeTAXKEeN0ro N TAXKeN0ro Te4eHnsa, CUMMNTOMbI
KOTOPOW HEeJOCTAaTOYHO KOHTPOIMPYIOTCA MPUMEHEHNEM
MHIaNAUMNOHHbIX IMIOKOKOPTUKOCTEPOMNO0B

* [laumeHTam 6 net n cTapuie

* McxoaHble 3HavyeHuA IgE 30 — 1500 ME/mn

* Macca Ttena naumeHTta ot 20 ao 200 Kr.

* [loaKoXHaA MHbeKuuna 1 pas B 2 unmn 4 Hepenum

MHCTPYKLUMA NO NPMMEHEHMIO IEKAaPCTBEHHOTO Npenapara A1 meguuMHCKoro npumeHeHunsa Omannsymab (JICP-000082 ot 29.05.2007)



MexaHu3mbl MHrIMbupyrouwero aemcrtasna Omannsymaba
Ha anneprmyeckoe BocnaneHue

omalizumab
+

hd

auccoumaumn Igk
" OTFceRl ¥
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AnonTto3s

KNeToK

v
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T,2 cell

MpeseHTauma aHTureHa
CHuxenue supycHoit u TLR7-uHayumnposanHoi pDC npoayxumm IFN-a IgE cuATea

pDCs, nnasmouutongHble geHapuTHble Knetku; TLR, toll-nogo6HbIN peyenTop.

Okayama Y. Roles of omalizumab in various allergic diseases. Allergology International 69 (2020) 167-177



AHTU-IZE Tepanua y peteun c bA
B peaZibHOU KIMHUYECKOMN NpaKTUKe

CHUKeHune uncna obocTpeHuii B rog, npu gobasneHun omannsymaba
K 6a3ncHoii Tepanumn yepes 52 Hep y pgetent ¢ TaxKenou bA

5 P<0,0001 NccnepoBaHme peanbHOM
KAMHUYECKOW NpaKTuKK, 104

4,5
pebeHKa (Bo3pacT 6-18 neT) ¢
4 TAXKeNon 6POHXMANbHON aCTMON.
3,5 PesynbTaTbl:
3 Ha doHe Tepanum omanmsymabom
OTMEYEHO:
72%

Jumcno oboctpeHnin Ha 72%,
Jd-uncno rocnutanunsaunii Ha 88,5%
4 n03bl UTKC Ha 30%

Yny4ylweHmne KOHTPONA CMMNTOMOB

CHUXXeHue

N

Yncno obocTpeHuit B rog,
= ‘N
(0] (Oa]

) aCTMbl
YnyyweHune nokasatenen ®B/,
0,5
0

[o npuema omanusymaba “Yepes 52 Hepenn Ha PpoHe
npuema omanmnsymaba

Omanusymab 3HauMMO CHUIKaAET YacToTy 060CcTpeHUM acTmbl y geteid (6 net u ctapue)

Deschildre A et al. Eur Respir J 2013; 42: 1224-1233



Omanusymab — pokasaHHaa apPpeKTMBHOCTDL!

MpenmyLLecTBa UCNONb30BaHMA NpenapaTa omanansymaba B Tepanum CPeaHEeTANKEeNO0M U TAXKENOM aCTMbI
NOATBEPKAEHbI LUMPOKOM A0Ka3aTeIbHON 6330 KNMHUYECKUX UCCNeaoBaHNn?

s N
Holgate et al 7 Cazzola et al 2° XCLUSIVE26
Sppekm cHuxeHuA Y O6ocmpeHua OVHKULA NE2KUX
\_ 00361 UIKC J| Chippsetal YHKUY
e —— A (0606u492HHbu7 Lanier et al 16 Kulus et af 2
o6 aHanus)t O6ocmpenus O6ocmpenus APEX?7 XPORT3!
ocmpeHus
L ) \_Kayecmeo su3Hu J (Meduampus) (Meduampus) Kavyecmeo s usHu ) ObocmpeHus
e 2| Niebauer etal Lafevill 28 h
Buhl et al ® (0606wWeHHbI Niven et al Y7 Korn et al 2 SIS @@ PROSE3?
ObocmpeHus, Ucnone3osaHue
Kayecmeo #u3sHu aHanus)) Ob6ocmpeHus O6ocmpeHus O6ocmpeHus
L Kauecmeo #usHu ) \_Pecypcos

30pasooxfaHeHuA

Busse et al 2 Corren et al INNOVATE?® Niven et al ¥4 PERSIST!8 EXALTZ eXpeRience?®
ObocmpeHus (0606wWeHHbIl ObocmpeHus UcnonezosaHue Cumnmomsi ObocmpeHus ObocmpeHus
aHanus) OrKC
Ucnonb3osaHue
Soler et al 3 Bousquet et al Wu et al 1 Miller et al ¥ EXTRA24 EXCELS®
ObocmpeHusn 30pasooxparierus) (0606weHHbI Ucnone3osaHue [ Cumnmomsl, ObocmpeHus besonacHocme
7 ananuz)t pecypcos Kayecmeo w#usHu J
O6ocmpeHus 30pUBOOXPAHEHUA
Milgrom et al 4 ICATA%®
Spperm cHuxeHus Cumnmomel
00361 UTKC —([eduampua)

\_([Teduampus) J
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Cpennsis yactToTa 000CTpEeHUM

KnuHnyeckne ncxoabl Tepanum omanusymaoom

He 3aBUCSIT OT YPOBHSA BMoMapkepoB
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Casale T et al. J Allergy Clin Immunol Pract 2019;7:156-64
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Width of the bands represents the 95% confidence interval. Busse WW, et al. N Engl J Med 2011;364:1005-15.



MexaHnam genctesmna Omannsymabay
NnauneHTOoB C asnneprudyeckom actmout n OPU (1)

AnnepreH CBA3LIBAETCA ‘IFN-a Tun 1

IgE Ha pDCs AHTUBMPYCHBIA OTBET f*v;

Mponudepaumn
BUpyca

pDCs=plasmacytoid dendritic cells.
Lommatzsch M, et al. Thorax 2013 May 24 (doi: 10.1136/thoraxjnl-2013-203738).
=

Cardet J.C., Casale T.B. New Insights into the Utility of Omalizumab. Journal of Allergy and Clinical Immunology
(2019).https://doi.org/10.1016/j.jaci.2019.01.016



MexaHun3m aencrsma Omannsymabay
NnaLmMeHToB C anneprudyeckom actmom n OPU (2)
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pDCs=plasmacytoid dendritic cells.
Lommatzsch M, et al. Thorax 2013 May 24 (doi: 10.1136/thoraxjnl-2013-203738).

Cardet J.C., Casale T.B. New Insights into the Utility of Omalizumab. Journal of Allergy and Clinical Immunology
(2019).https://doi.org/10.1016/j.jaci.2019.01.016




MexaHun3m aencrsma Omannsymabay
naLmMeHToB c anneprudyeckom actmom n OPU (3)

Nevyenne Omanuaymabom
o oo
® '.'-::: IFN-a
0e® %o,
: :Mfal-lhmauua CBA3bLIBAHWA ? -
-4 a““ ma-;yt gid Anneprexa IFN-a Tun 1 YMeHbleHre peninkaummn Bupycos
Se'ﬁdntnc cel IgE Ha pDCs ﬁ:mnmpmuﬁ oTBeT yMEHH.IIEHHE o6GoCcTpeHWiA acTMbi
YMeHbLUeHHe ANUTENBHOCTH
BUpYycHOro sabonesaHun
YMeHbLIeHWe YacToThl
sabonesanuit OPU

Cardet J.C., Casale T.B. New Insights into the Utility of Omalizumab. Journal of Allergy and Clinical Immunology
(2019).https://doi.org/10.1016/j.jaci.2019.01.016



AHTU-IGE TepanuAa CHMXKaeT 4acToTy 3INM3040B BUPYCHOU UHDEKL UM
y Aeteu ¢ bA*

Brusiue Tepanum OManuamabom Llenb: onpeaenutb B3aMMOCBA3b TEPanumn oMaansymabom U CHUMKEHNEM
Ha cpeaHee uncrio OP3! 4aCTOTbl U AJINTENbHOCTM PUHOBUPYCHOM (RV-) MHPpeKumun y aeTeir ¢ BA

0.73 (0.58, 0.91) . .
P=0.005 MaTtepuanbl n meTtogpbl: 89 aetei ¢ bA Ha 6asncHol Tepanum, 259

nauueHToB B rpynne 6asncHaa Tepanua+ omannsymab. ExxeHegenbHo RV
aHanu3 HasanbHoM camsu. MNepuog nposeaeHua: oceHb (90 aHein) 2012,
1.5

2013 rr.

= PesynbTaTbl:
1. PHOBMpPYCbI 3HAYMMO YaLLe BbIABAAANCL B 06pa3Lax NaunMeHToB C

obocTpeHnAMM B cpaBHEHUM € 06pasLaMn NauneHToB BHe 060CTPEeHU
(57% vs 36%, , p<0.001).

2. Ha doHe Tepanmmn omanmsaymabom cHUKanacb Npoao/IKUTENbHOCTb RV-
0.5 nHdpekunm y naumnenTos ¢ bA (11.2 vs 2.4 aHa, p=0.03)

3. Ha doHe Tepanmnmn omanmsymabom cHuKanacb YactoTa annsonos RV-
nHdpekunmn (oTHocuTenbHbIN puck 0.64, 95% AN 0.49-0.84).

=63 n=162 3aKkno4eHmne: y AeTen C annepruyeckor actTMom Tepanma omaamsymabom
CHUXKAET PUCK N NPOAOIKUTENBHOCTb RV-MHbEKUMN.

Mnauebo Omannsymab

Omanusymab cHumXaeT YyBCTBUTESNIbHOCTL K RV nHbekumnn m
4acToTy ee pa3BUTUSA B rpynne geteu ¢ bA

*COornacHoO MHCTPYKLUUM NO MPUMEHEHUIO, OMaiM3ymMab noKasaH 45 Ie4eHUs NepCcUCTMPYoLLEe aTONMYECKOoM BPOHXMAaNbHOM aCTMbl CPEAHETANKENOr0 U TAXKENOrO
TeYeHUs, CUMNTOMbI KOTOPOWN HEAOCTAaTOYHO KOHTPOMPYIOTCA MPUMEHEHMEM MHTANALMOHHBIX TIOKOKOPTUKOCTEPOUA0B

1. Esquivel A. et al. Effects of Omalizumab on Rhinovirus Infections, llinesses and Exacerbations of Asthma. Am J Respir Crit Care Med. 2017 Jun 13.
2. VIHCTpYKUMS NO NPMMEHEHMIO NEKAPCTBEHHOrO Npenapara Ans MeguumnHckoro npumeHeHnss Omanusyma6b (JICP-000082 ot 29.05.2007)
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MepBbili roa neyeHnA npeackasbiBaeT NPOrHo3 acTMmbl Yepes
25 net — pe3ynbTaTbl NPOCNEKTUBHOrO UCC/eA0BaHUA

Cpegree 3Hayerne ODB1 8% oT

AOMAKEHCTBYIOWero Buaut yepes 25 net
% 100
ﬁ—\ % 25.4“?5 nekapcrea
90 HE NPUHUMAIOT
¥ {j 16,4% B pemMMUccumn
\/\ s ' p
70 -
60 ACT = Gina 2017
+
50
0 1 5 10 | 25
MNogw HabmogeHWA Acr

2 o~
m— pyning 1. O®B1 K koHy 1 roga > 80% E‘H

s [pynna 2 @ ODBY k kodlyy 1 rona < B0%

Kauppinen R.et al.The first year of treatment predicts the prognosis of asthma over 25 y—A prospective study. Allergy. 2020;75:75-83.
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MexaHM3Mbl aKTUBALIMU TYUYHbIX KNETOK/
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AnropuTm MmeaukameHTo3Horo neyenus 2018
NauyMeHToOB C XPOHNYECKOUN KpannBHULUEN

NepBaa AnHUA
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AlTl-aHTUrMCTaMMHbIE NpenapaTbl

1. Zuberbier, T., et al. "The EAACI/GA2LEN/EDF/WAO Guideline for the Definition, Classification, Diagnosis and Management of Urticaria. The 2017 Revision and
Update." Allergy (2018), accepted for publication;
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BBeAeHMe nnauebo nam omanmnsymaba Heaens

Bbipa)KeHHbI KAnHUYeckuii apdeKrT otmeuvaeTca B TeueHue 2-X Hegenb y 601bLLIMHCTBA

NaLueHTOoB;
3HAUUTENIbHO CHMXKAETA TAMKECTb KpanuBHULDbI K 12 Heaene;

1. Kaplan A, et al. J Allergy Clin Immunol 2013;132:101-9




Pe3ynbraTtbl uccneposanuu lll pasbl no omannsymaby
(300Mmr) npu KpanusHUUeE:
ASTERIA |, ASTERIA Il n GLACIAL K 12 Hepene

lNoKasartenb ASTERIA I ASTERIA 112 GLACIAL3 3HauyeHue
p B CpaBHEeHUM C

nnauebo

ISS (TAxecTb 3yaa) 1 67% 1 71% l62% p<0.0001%2
p<0.0013

UAS7(aKTMBHOCTb 1 20,8 1 21,7 119 p<0.0001%3
Kpan1BHMLpI) 6anna Gann 6annos <0EE
UAS7=0 (MonHbin 35,8% 44,3% 33,7% p<0.0001"2
KOHTPOJIb CUMMTOMOB) p<0.0013
DLQI (nHAekc I 74% T 78% 167% p<0.00011
KayecTBa ¥KMU3HM) p=0.00042
p<0.0013

Mpuem omannsymaba B cpaBHeHUM € NnaLebo AOCTOBEPHO yBeanunBsaa nponopumio gHei 6e3

aHrunoortekoB (91%-95,8% ) B uccnegosaHuax ASTERIA I, ASTERIA Il u GLACIAL B cpaBHeHuM ¢ nnauebo
88,1-88,7% p<0.001*

M3MeHeHMe TAaXecTn 3yaa — NepBMUYHasa KOHeYHas ToUKa; AaHHble (mITT) — nauneHTbl NoAy4YMBLLME XOTS Bbl OAHOKPATHO eYeHUE;
DLQOI = Dermatologv Life Qualitv Index: - nenmaToNorMyecknUin MHAEKC KauyecTRa KU3IHU:

1.Saini S, et al. J Invest Dermatol 2015; 135, 67-75; doi:10.1038/jid.2014.306; 2. Maurer M, et al. N Engl J Med. 2013,;368:924-35; 3. Kaplan A, et al. J Allergy Clin Immunol 2013;132:101-9.
4 Casale T. B. et al. Similar efficacy with omalizumab in chronic idiopathic/spontaneous urticaria despite different background therapy //The Journal of Allergy and Clinical Immunology: In
Practice. —2015.-T. 3. —Ne. 5. - C. 743-750. el



THE JOURNAL OF

havesl I deKkTMBHOCTL oManusymada B neyeHnmn XCK

Immunolo oy

MeTa-aHanu3 paHAOMU3IUPOBAHHbIX KIMHUYECKUX NccneaoBaHUM

Pe3synbraTthbl:

* BkntoueHo 7 paHgomusmnpoBaHHbiX ACIMK KA, 1312 nauneHTos ¢ XCK;
* Tepanua omanusymabom (75-600 mr Kaxable 4 Heaenn) npusoanna K
3HAYMMOMY CHUMKEHUIO BbIPAaXKEHHOCTM YPTUKAPHbIX BbICbIMAaHUN U

3yAa Mo CpaBHEHWUIO € Nnauebo;

* 3ddeKT omannsymaba 6bin 40303aBUCUMbIM C MAKCUMAIbHbIM
NoN0XUTeNbHbIM BAnAHUEM B ao3e 300 mr;

* YpoBEeHb NOJIHOrO OTBETA OblN1 3HAYMUTENBHO Bbllle Y BONbHbBIX,
nony4asLmnx omannsymab (Ol -4,55, p<0.0001) B o3e 300 mr

* YacTtoTta 1 BnA, HA 6bian cxoXKmMmm npu Tepanmm omaamymabom um
nnaue6bo;
3aKno4yeHue:
3TOT MmeTa-aHanu3 obecneynBaeT BbiICOKOE KauyecTBO A0Ka3aTe/NbCTBa

a¢pPeKTUBHOCTU U Be3onacHOoCTU omanusymaba y 6onbHbix XCK 1 gasa
neyeHUA 3TUX 601bHbIX omanusymabom B gose 300 mr Kaxkable 4
Heaenn

XCK — xp.cnoHTaHHas KpanueHuua; OLL-oTHoweHwue waHcos; [CMK KU- agoliHoe cienoe nnauebo-KoOHTPOANMpPyeMoe KANHUYECKoe
nccnenosaHue; HA-HexenaTenbHble ABMEHUA.

1.Zhao ZT et al. J Allergy Clin Immunol. 2016 Jun;137(6):1742-1750.e4. d



https://www.ncbi.nlm.nih.gov/pubmed/?term=zhao+omalizumab+2016

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

3a 16 net ucnonb3oBaHUA omannlymaba B EBpone

* [lpogemoHcTpupoBaHa apPpekTnBHOCTL OManmsymaba npu nevyeHnmn
NaLMNEHTOB C TAXKenown anneprmuyeckon (Ige-onocpegosaHHoM) acTmon.
Mpr3HaHbl YCTOUMUYUBDbIE NOKa3aTenu 6e3onacHOCTU Nnpenapara.

* Pacwunpunnaca Kpyr naumMeHToB C TAXKENI0ON aN/Iepru4yeckom aCTMou,
KOTOPbIM MOXHO Ha3Ha4yaTb OMa/in3ymab, MOCKO/bKY:

— Omanusymab bbin ogobpeH ana nedyeHua getem 6—<12 net

— NMosBunocb 60sblIe BaApUaAHTOB J03MPOBOK NpenapaTa



0 EUROPEAN MEDICINES AGENCY
SCIENCE MEDICINES HEALTH

3a 16 net ucnonb3oBaHUA omannlymaba B EBpone

* [lpoaemoHcTpmpoBaHa adPpeKTuBHoCcTb OMannsymaba npu neyeHmm
" YactoTa pa3BUTUA HeXKenaTe/IbHbIX peakuuu y nalneHToB,
noay4yaBLWMX oMmannsymab, conoctaBMma C TaKOBOMW B rpynne
nnaueb6o.
= U3 HeXkenatenbHbIX AB/IeHMIA Hanbonee yacTbie (1-10%) - 6onb,
OTeK, 3puTeMa 1 3y, B MecTe BBeAeHUA npenapara, roIoBHble
6onun.

=" Yacrtota aHapunaKTUYECcKux peakuui - 0,2%.
Yalcin A.D. et al. Clin Lab. 2013. 59 (1-2):71.; Lai T. et al. Sci Rep. 2015, 5: 8191.



daTtanbHble ciy4an NPU Ha3HAYEHUN
Omanunsymaba (n = 7)

= Clostridium difficile (n =1)

= Cepae4yHO-pecnmpaTopHan octaHoBKa (n = 1)

= ActmaTu4yeckuu ctatyc (n = 1)

" HexoaXKUHCKaa ammeoma (n = 1)

= OrHecTpenbHOEe paHeHune npu 3awmTe gpyrmx (n = 1)
" lom pyxHyAn Ha naumeHTa (n=1)

" [lpUYMHa CMepPTU He YKasaHa (n = 1)

Cnepytowme pakTopbl (MO OTAENBHOCTM UM B KOMBUHAUNK) OTPULLATENBHO
NOBAMANN HA OUEHKY NPUYNHHOCTU: HEAOCTAaTOYHAA KAMHUYECKas
nHpopmauyma, nexauwan B ocHose 601e3HKU, CONYTCTBYOLWME
NIEKApPCTBEHHbIE CPeacTBa M OTCYTCTBME BPEMEHHbIX B3aUMOOTHOLLEHUM
MeXKay HazHavYeHnem omanmnsymaba m coboiTmem.

19
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|. Xolair (omalizumab) pediatric postmarketing pharmacovigilance and drug utilization review. 2016. UHbopmauma goctynHa Ha caiTe: http://www.fda.gov (aata o6pawteHms 15.08.2017)




daTtanbHble cayyan NP HasHAYEHUMU W
Omanusymaba (n = 7)

= Clostridium difficile (n =1)

= Cepae4yHO-pecnmpaTopHan octaHoBKa (n = 1)

= ActmaTu4yeckuu ctatyc (n = 1)

" HexoaXKUHCKaa ammeoma (n = 1)

= OrHecTpenbHOEe paHeHune npu 3awmTe gpyrmx (n = 1)
" lom pyxHyAn Ha naumeHTa (n=1)

" [lpUYMHa CMepPTU He YKasaHa (n = 1)

O630p 0 6e3sonacHocTu FDA (2016) He BbiaBUA
HOBbIX HeXXenaTeNbHbIX AB/IEHUN Y NALUEHTOB
neaunarpuyeckoro npoduns

[a'
www.ida.gov 19
|. Xolair (omalizumab) pediatric postmarketing pharmacovigilance and drug utilization review. 2016. UHbopmauma goctynHa Ha caiTe: http://www.fda.gov (aata o6paweHms 15.08.2017)




-
BonbHOM KT, 06.11.2002

 HacnepacTBeHHOCTb NO aTONMYECKMM 3aboneBaHnAM oTAroweHa

* MMpoasneHna NULEBOU anneprum U aTonMYEecKoro gepmaTtmra
TPAH3UTOPHbIE HA 1-om roay. OteK KBuHKe Ha 3anax pbibbl

* Yactble OPU c 1 roaa »XusHu

 Neb6ioT BA B 1,5 roaga, yacTtbie u TaxKenble obocTtpeHusn
3aboneBaHus

* Mpun obcnepoBaHnn BbiABAEH BbICOKMIA YpoBeHb obwero IgE n
cneulgE K 6bITOBbIM U NbiNbUEBbIM annepreHam

* Crpapaet KpyrnoroguuHbim AP ¢ BeCeHHMMM yXyaLLeHNAMM
TeueHuA 3abonesaHus

* Tepanuio UTKC nonyyaert c nepsbix npoasaeHnu bA (ao3bi UTKC
no ¢pnaytukasoHy ot 200 o 375 MmKr B CyTKM), € 6 et nonyyaer
UTKC/OABA (po3a UFKC 500 mKr B CYTKM)

* C 8 net nepeseaeH Ha Tepanuto popmoTtepon/6yaecoHuns,
4,5/160 mkr + 6yaecoHunp (cytouHasa gosa 6ygecoHuga 800 mKr)

Martepuanbi I'A. HoBuka



-
BonbHOM KT, 06.11.2002

 CoceHun 2012 roga nepeseneH Ha dopmoTepon/byaecoHns,
12/400 mKr 2 pasa B CyTKMU

* HecmoTpAa Ha NPOBOAMMOE JiIeYeHUE eXXeMecsaYHble
obocTpeHmAa B oCeHHe-3MMHUK Nnepmoa c 06A3aTenbHOM
NOMNONHUTE/IbHOM Tepanuen byaecoHnaom yepes
Hebynansep 1000 mKr

e MHOro NnponycKkoB 3aHATUN B LLKOE, C PU3NYECKON
HArpy3Komn B LWKOJIE He CNpaBasaeTcs

* [loKkasaTtenu ®B/] B npeaenax HOPMbl, 1aOUNBHOCTD -
NOBbILWEHA

e C 11 net B3AT Ha Tepanuto npenapatom Kconap® 300 mr 1
pa3 B mecAl,

* Yepes 1 roa neyeHns omannsymabom 6asncHasa tepanums
YMeHblLeHa A0 A03bl canmeTtepona/bnytmukasoHa 25/125
MKr 2 pa3a B cyTku (!)

Martepuanbi I''A. HoBuka



KT, 11 net; Canmetepon/ ¢payrukasoH 50/250 mKr 2 pa3a B AeHb

T T s

Martepuanbi I'A. HoBuka



KT, 11 net; Canmetepon/ ¢payrukasoH 50/250 mKr 2 pa3a B AeHb

T T s

Martepuanbi I'A. HoBuka



KT, 11 net; caameTtepon/dnyrukason 50/250 mKr 2 pasa B AeHb
+ omannsymab 300mr 1 pas B mecau,

Martepuanbi I'A. HoBuka




KT, 12 net; caametepon/dnyrukason 50/250 mkr 2 pasa B
AeHb + omannsymab 300 mr 1 pa3 B mecsy,

Martepuanbi I'A. HoBuka



KT, 16 ner;
momeTasoH 200 mKr 1 pa3 B geHb +omanmnsymab 300mr 1 pas B

Martepuanbi I'A. HoBuka



KT, 16 ner;
momeTasoH 200 mKr 1 pa3 B geHb +omanmnsymab 300mr 1 pas B

Martepuanbi I'A. HoBuka



KIMMHUYECKUU CINTYYAU Ne2

(MaumenTka K., 11)




KIMMHUYECKUU CINTYYAU Ne2

(MaumenTka K., 11)

PebeHOK 13 cemby C OTATOLWEHHOM HAaCNeACTBEHHOCTbIO MO
aTtonn4yecknum 3aboneBaHnaM

MnweBas anneprusa B aHaMHe3e, aNNnepruyeckmii noparkeHmem
PecnMpaTopHOro TpakTa (aNnepruyecknin pUHUT,
aNnepruyecknin TpaxeobpoHxuT)

Habntopaetca ractpoaHTeposiorom ¢ 2012 r. ¢
«ANCOAKTEPNO30OM KULLEYHMKA», OOHAPYKEHbI LUCTbI
NAMBANIN: HEOAHOKPATHbIE KypCbl HUDYPAHTENA,
anbeHpa3ona, METPOHMAA30/1, TUHNAA30/1, MPOOUOTUKMK

C anpena 2013 r. lMNoAaBuANCb NATHUCTbIE N BONAbIPHbIE
3/1eMEHTbI MO BCEMY Teny (ncuesanm B Te4eHnmn 24 4.) um
aHIMOOTEKM

JInyHble aaHHble, npod.Hosuk A.



KIMMHUYECKUU CINTYYAU Ne2

(MaumenTka K., 11)

JNInyHble paHHble, npod.HosuK A.



KIMMHUYECKUU CINTYYAU Ne2

(MaumenTka K., 11)

HeoaHOKpaTHble KYpCbl aMMHOKANPOHOBOW KNCNOU
per os u B/B- 6e3 apdeKTa

[Mpu BblpaXXeHHbIX aHTMOOTEKAX M 0OUIbHOM CbiNw
Pa3o0BO BBOAUM NPEeAHU30/10H B/M

[MpoBOAAT NOCTOAHHbIE KYPCbl SHTEPOCOPOEHTOB
Tepanua Al B ctranpaapTtHoM ao3e n A/1TIN — 6e3

apdeKTa

Kypcbl nna3madepesa (2 Kypca no 5 ceaHcos) — 6e3

apdpeKTa

Tepanua AlT] B 2-4x KpaTHOU A03e — 6e3 adpdeKTa
Kypcbl cuctemHbix cteponaos (1 mr/Kr)- 6e3 adpdekTa
UAS7=36

JInyHble gaHHble, npod.Hosuk A.



KIMMHUYECKUU CINTYYAU Ne2

(MaumenTka K., 11)

* HeoaHOKpaTHble KYpCbl aMMHOKANPOHOBOW KNCNOU
per os n B/B- 6e3 apdeKTa

* [Tpn Bbipa*KeHHbIX aHTMOOTEKAX M OOUNBHOMN CbINK
Pa30BO BBOAMAN NPEeAHN30/0H B/M

C neta 2014 r. Ha3Ha4yeHa TepanuAa npenapaTom
Kconap® 300 mr 1 pa3 B mecAu, (c neta 2014 r. ao

aBrycta 2017 r.)
Mocne 5- nHbeKuuun npenapata Kconap® UAS7=2

 Tepanusa AlTI B 2-4x KpaTHOM A03e — 6e3 adpdeKTa
* Kypcbl cuctemHbix ctepongos (1 mr/Kr)- 6e3 apdeKra
 UAS7=36

JNInyHble paHHble, npod.HosuK A.



KIMMHUYECKUU CINTYYAU Ne2

(MayunenTtka K., 11)

HOKaNpPoOHOBOW KNCNOU

——

JInyHble gaHHble, npod.Hosuk A.




KIMMHUYECKUU CINTYYAU Ne2

(MaumenTka K., 11)

C maa 2018r. y eBo4kn AnarHOCTUPOBAHO BUTUNUTO.
Ha3HayeH BUTUCKUH.

B aBrycte 2018r. Ha y4acTKax, rae NPUMEHANCA KpeM, CTau
NOABNATLCA YPTUKAPHbIE BbiCbIMaHUA. JledeHne BUTUCKMHOM
npeKkpaTuan.

Yepes 2-3 Hegenn BHOBb Havya/ M 1e4eHne BUTUCKUMHOM, Ha
3TOM POHE MOABUINUCL PACNPOCTPAHEHHbIE YPTUKAPHbIE
BbICbINAHNA

Tepanuio BUTUCKMHOM MPEKPATUIN, HO OTMEYEHO NOCTOAHHOE
peunamBmnpoBaHMe KPanmMBHULbI C HAPACTaHMEM TAXKECTU U
npucoeanHeHnemM aHrMOOTEKOB

4-x KpaTHaAa ao3a AlTl — HeadppekTnBHA.UAS7=24

JInyHble gaHHble, npod.Hosuk A.



KIMMHUYECKUU CINTYYAU Ne2

(MaymnenTtka K., 11)

C maa 2018r. vy 4 Uro.
Ha3HayeH BUTH

B aBrycte 2018 )emM, CTanun
NOABNATLCA YP NTUCKNHOM
npeKkpaTuan.

Yepes 2-3 Hee MHOM, Ha
3TOM POHEe noH KapHble

BbICbINaHUA

Tepanuio BUTU( 0 MOCTOAHHOE
peungnBmupoBa TAXECTU n
npmncoegnHeHn

4-xX KpaTHaAa go

W4YHble AaHHble, npod.HoBuK A.



KIMMHUYECKUU CINTYYAU Ne2

(MaumenTka K., 11)

' i,
(i
\ 1 .
\! (Y
N A\

C man 2018r. y 4 .

Ha3sHauyeH BUTU
B aBrycte 2018
NOABNATLCA YP

Yepes 3 mecAaua nocteneHHO NPeKpaTUINCH
BbICblINaHMA

)em, CTau
NTUCKUHOM
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Tepanuio BUTU(
peunanBmpoBa
npucoegnHeHn
4-xX KpaTHaAa go

0 MNOCTOAHHOE
TAXKECTU U

W4YHble AaHHble, npod.HoBuK A.



be3 KommeHTapues!




be3 KommeHTapues!




3aKknuyeHue

«Jlloboe bnaropogHoe Aeno NoHavany KaXKeTcs HeBO3MOXKHbIM»
(Tomac Kapnawn)

* [eHHO-MHXeHepHble brnonoruyeckmne npenapaTobl
CrMocobHbI CYLLECTBEHHO M3MEHUTb KAYeCTBO *KU3HU
NEeTen co cpeaHeTaAKenoun u tTaxenom bA

 KOHTPO/Ib Ha4, aCTMOM MOXHO YAYYLLIUTb, UCMO/Ib3YA
Omannsymab y getem ¢ HEKOHTPO/IMPYEMOM aCTMOW

* HepoctaToyHble 3HaHUA Bpaya, OTCYTCTBME NAPTHEPCKUX
OTHOLLUEHUM C NaumeHTaMm n ocobeHHOCTU TeYeHuUA
6one3Hn — daKkTopbl, KOTOPbIE CMNOCODOCTBYIOT HEyaAa4e B
NOCTUKEHUN KOHTPONA HA4 aCTMOM






