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Diagnostic value of methods for alder
((:lAlnus incana) allergen sensitization
etermination in people with respiratory allergy

Objective — to study the parameters of diagnostic value (specificity and sensitivity) of skin prick testing
with alder allergen and serologic determination of specific IgE to alder allergen among patients with
respiratory allergy.

Materials and methods. 88 patients with allergic rhinitis and/or atopic bronchial asthma were examined
by three different methods of specific allergic diagnosis (in vivo and in vitro) in accordance with the guidelines
of the ethics committee of the National Pirogov Memorial Medical University, all were beyond the acute
period. The inclusion criteria were allergic rhinitis and /or atopic bronchial asthma diagnosis (both intermittent
and persistent) with proven sensitivity to alder allergen. Skin prick test was carried out according to the
classical testing procedure in accordance with regulatory documents with commercial extracts of allergens.

Western blot testing for specific IgE levels was performed using RIDA qLine test systems (R-Biopharm AG,
Darmstadt, Germany) and Euroline (Euroimmun). The sIgE concentration was converted to a nominal scale
(grades) according to the following rules: < 0.35 TU/mL (level 0 — negative), 0.36—0.69 TU/mL (level 1 —
boundary), 0.7—3.49 1U/mL (level 2 — slightly elevated), 3.50—17.4 1U/mL (level 3 — moderately elevated),
17.5—49,9 IU/mL (level 4 — high levels), 50—100 IU/mL (level 5 — very high levels), and > 100 1U/mL
(level 6 — extremely high levels).

Results and discussion. In the examined patients, the sensitization to the alder allergen was 25.0 % (22 cases)
by the presence of specific IgE by Rida Allergy Screen, 13.6 % (12 cases) by the presence of specific IgE by
Euroline and 27.3 % (24 persons) according to the data of skin test by a blind test method with an appropriate
allergen. The results of the analysis of the consistency of the results of two different methods of allergic diagnosis
for the determination of sensitization to the alder through the construction of the confidence interval showed
that the coefficient indicates a satisfactory agreement (r = 0.409) of the findings of the two different tests.

Conclusions. The results of two serologic tests for determining the specific IgE to alder by Rida
AllergyScreen and Euroline have a systematic difference in rates (1.4 kU/mL). Between the data of skin test-
ing with alder allergen and detection of specific IgE by Rida AllergyScreen test, there is good agreement
between the results, there is satisfactory agreement between the results of the research between the data of
skin testing with alder allergen and the detection of specific IgE by the Euroline method.
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he advantages of methods for the determination
of specific IgE (sIgE) for the diagnosis of
allergic diseases include: safety, lack of influence on
the skin of pharmacopoeia, independence from
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cooperation with the patient (especially with child-
ren), good reproducibility, elimination of false-
positive and false-negative skin test results, single
invasiveness at the intake blood, the possibility of
remote examination of the patient [1].

However, these methods have drawbacks: expen-
siveness and lower sensitivity compared to skin
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Table 1. Sensitization to alder allergen based on skin testing and the detection of specific IgE method Rida Allergy Screen

Specific IgE (ku/l)

Prick test Total
< 0,35 (negative) 0,35—0,7 (doubtful) > 0,7 (positive)

Papula 0 mm (negative) 60 0 4 64

Papula 1—2 mm (doubtful result) 0 0 0 0

Papula > 3 mm (positive result) 2 4 18 24

Total 62 4 22 88

tests, the absence of conditions in a number of labo-
ratories for a sufficiently long time to obtain results,
the possibility of fixing only circulating IgE, the
presence of cross-reactions between inhalation and
food allergens, inability to recognize non-protein
allergens [2, 3]. In addition, determining the level
of specific IgE is usually less sensitive than conduct-
ing skin prick tests with an allergen, titre sIgE is not
always associated with the severity of allergy symp-
toms, the assessment of the significance of increased
serum IgE concentration depends on the method of
research, the type of allergen, patient age and nature
of the disease. In some cases, patients have false
positives (due to increased levels of total IgE, forma-
tion of IgG-IgE immune complexes and generation
of false IgE binding) or false negatives (due to the
development of specific anti-IgE antibodies of the
IgG class, the possibility of binding part of the total
IgE level by cross-allergens, binding mast cells with
sIgE until they are detected in serum). In connec-
tion with all this, this type of laboratory testing is
not recommended to be carried out in isolation
without taking anamnesis and skin tests with an
allergen [4, 5].

This article is a continuation of our study on the
evaluation of diagnostic parameters of in vitro and
in vitro tests to determine the sensitization of
patients with respiratory allergies.

Materials and methods

During this research, 88 patients with allergic
rhinitis were examined by three different methods
of specific allergic diagnosis (in vivo and in vitro).
The inclusion criteria were allergic rhinitis diagno-
sis and/or atopic bronchial asthma diagnosis (both
intermittent and persistent) with proven sensitiv-
ity to alder allergen. Skin prick test was carried out
according to the classical testing procedure in
accordance with regulatory documents with com-
mercial extracts of allergens (Immunolog, Vinnitsa,
Ukraine). For the test, a positive (histamine dihy-
drochloride solution 0.01% — Solutio histamini
dihydrochloridi 0.01% pro diagnostica cutanea
morborum allergicorum) and negative (sodium
chloride, disodium phosphate dodecahydrate (sodi-

um phosphate dibasic), potassium dihydrogen
phosphate (potassium phosphate monosubent phe-
nol, tween 80, water for injection) controls (Im-
munolog, Vinnytsya, Ukraine) were used. SPT
results were assessed in 15 min visually using a ruler
in mm and were classified according to the existing
scale as negative, doubtful, weak (+), strong (++)
and very strong (++).

A standard medical interview and the qualifica-
tion of patient were performed during an earlier
visit, and then, 15 mL of blood for the sIgE test was
collected. Western blot testing for specific IgE lev-
els was performed using RIDA qLine test systems
(R-Biopharm AG, Darmstadt, Germany) and
Euroline (Euroimmun) system. The sIgE concentra-
tion was converted to a nominal scale (grades)
according to the following rules: < 0.35 IU/mL
(level 0 — negative), 0.36—0.69 TU/mL (level 1 —
boundary), 0.7—3.49 TU/mL (level 2 — slightly
elevated), 3.50—17.4 IU/mL (level 3 — moder-
ately elevated), 17.5—49,9 TU/mL (level 4 — high
levels), 50—100 TU/mL (level 5 — very high levels),
and > 100 TU/mL (level 6 — extremely high levels).

Results and discusion

In the examined patients, the sensitization to the
alder allergen was 25.0 % (22 cases) by the presence
of specific IgE by Rida Allergy Screen, 13.6%
(12 cases) by the presence of specific IgE by
Euroline and 27.3% (24 persons) according to the
data of skin test by a blind test method with an
appropriate allergen.

In table 1 the results of the comparison of the
determination of the specificity of the specific IgE
method Rida AllergyScreen to the alder allergen
with the data of skin testing by the prick test
method are presented. When comparing two differ-
ent types of specific allergic diagnosis by the
method of establishing the correlation, the domi-
nance of the elements of the main diagonal is noted,
which indicates a rather close coincidence of the
results of two different methods (the validity of the
coincidence of results was 88.6 % — 78 cases).

The results of two different methods of specific
allergic diagnosis to determine the sensitization to the
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Table 2. Results of statistical estimation of the consisten-
cy of the results on the results of skin testing and the de-
tection of specific IgE by the Rida Allergy Screen method
to determine the sensitization to the alder allergen

Kappa coefficient 0.729
Asymptotic error kappa (\ var) 0.074
Lower border 95% confidence interval 0.564
Upper border 95 % confidence interval 0.869

Table 3. Results of «null hypothesis» checking between
the results of skin testing and Rida Allergy Screen
to alder alergen

Asymptotic error kappa H,, (\ var, (i) 0.734
Z 3.8610

One-way test Pr > 7 < 0.001
Two-way test Pr > |Z| <0.001

Table 4. Sensitization to alder based on skin prick tests and detection of specific IgE by Euroline

Specific IgE (ku/l) Specific IgE (ku/L)

< 0,35(negative) < 0,35 (negative) 0,35—0,7 (doubtful) < 0,35 (negative)  Total 0,35—0,7 (doubtful)
Specific IgE (ku/1) 58 4 2 64

< 0,35 (negative) 0 0 0 0

Specific IgE (ku/1) 12 2 10 2

< 0,35 (negative) 70 6 12 88

Table 5. Results of statistical estimation of the consistency
of results on the results of skin testing and the detection
of specific IgE by the Euroline test for the determination
of sensitization to the alder allergen

Kappa coefficient 0.409
Asymptotic error kappa (\ var) 0.098
Lower border 95 % confidence interval 0.218
Upper border 95% confidence interval 0.587

alder allergen.are closely identical, but there is a certain
asymmetry of the differences in the results of skin
testing by the blind test method and the determination
of specific IgE blood when one test gives negative
results and the other one is positive or doubtful.

To obtain conclusions about the reliability of this
asymmetry, we conducted an in-depth statistical
analysis of the correlation of laboratory allergic and
skin tests. The results of the analysis of the consis-
tency of the results of two different methods of
allergic diagnosis to determine the sensitization to
the alder allergen through the construction of the
confidence interval (table 2) showed that the coef-
ficient indicates a good agreement (r = 0.729) of the
findings of the two different tests. The limits of the
95 % confidence interval (0.564—0.869) exclude 0,
which indicates the accuracy of the match. The
lower limit is in the range of good coherence, and
the upper one is in the area of excellent coherence.

The results of the statistical estimation of the null
hypothesis of the lack of agreement between the
results of two different methods of specific allergic
diagnosis for the determination of sensitization to
the alder allergen are given in table 3.

The hypothesis is rejected both in one-sided and
bilateral tests, which testifies to the true consis-
tency of both allergic tests. Thus, there is a good
degree of agreement between the results of the skin
testing with alder allergens and the detection of
specific IgE by the Rida Allergy Screen method.

In table 4 the results of the comparison of the
determination of the presence of specific IgE to alder
according to the Euroline test system with the data
of skin testing by the blind test method are pre-
sented. Comparing two different types of specific
allergic diagnosis by the method of establishing
correlation relations to alder, a moderate dominance
of the elements of the main diagonal is noted, indi-
cating an average coincidence of the results of two
different methods (the validity of the results was
77.3% — 68 cases).

The results of two different methods of specific
allergic diagnosis for the determination of sensitiza-
tion to alder allergen are in part identical, but a
certain asymmetry of the differences in the results
of skin testing by the blind test method and the
determination of specific IgE blood is noted when
one test gives negative results and the other one is
positive or questionable.

To obtain conclusions about the reliability of this
asymmetry, we conducted an in-depth statistical
analysis of the correlation of laboratory allergic and
skin tests. The results of the analysis of the consis-
tency of the results of two different methods of
allergic diagnosis for the determination of sensitiza-
tion to the alder through the construction of the
confidence interval (table 5) showed that the coef-
ficient indicates a satisfactory agreement (r = 0.409)
of the findings of the two different tests. The limits
of the 95% confidence interval (0.218—0.587)
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exclude 0, which indicates the accuracy of the cor-
respondence. The lower limit lies in the range of
moderate coherence, and the upper one — in the area
of good coherence.

Results of the statistical estimation of the null
hypothesis of the lack of agreement between the
results of two different methods of specific allergic
diagnosis for the determination of sensitization to
the alder allergen are shown in table 6.

The hypothesis is rejected both by one-sided, and
by two-way testing, which testifies the consistency
of tests with each other.

Thus, between the data of skin testing with alder
allergen and of specific IgE detection by Euroline,
there is a satisfactory degree of consistency between
the results of studies.

To evaluate such a difference between the results
of two systems for the determination of specific IgE
to alder by Rida Allergy Screen and Euroline, we
conducted a comparative analysis according to the
Blend-Altman charts. The comparison results are
shown in Figure.

First, the systematic error of measurement results
is 1.4 ku/l, which indicates the presence of a sys-

50

Table 6. Results of «null hypothesis» checking between
the results of skin testing and Euroline to alder

Asymptotic error kappa H,, (¥ var, (x)) 0.113
7 3.744
One-way test Pr > 7 < 0.001
Two-way test Pr > |Z| <0.001

tematic difference. In this case, the distribution
graph corresponds to the type of graphs of the abso-
lute systematic error. Secondly, the standard devia-
tion of the differences was 7.23, which is signifi-
cantly compared with the values themselves.
Thirdly, there is a certain dependence of the differ-
ence in measurements on the number of specific IgE
in the blood, as with the increase in the numerical
values of the signs the number of discrepancies
increases. In addition, some of the values do not fit
into the confidence interval of = 95 %.

Thus, the results of two systems for determining
the specific IgE to D. Pteronissinus by Rida Allergy
Screen and Euroline have a systematic difference in
rates (1.4 kU /1).

Bland-Altman Plot comparing Euroimmun with Allergy Screen
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Figure. Bland — Altman plot to determine the specific IgE to alder by tests Rida AllergyScreen and Euroline

ISSN 2220-5071 (Print), ISSN 2522-1094 (Online) ® TyGepkynbo3, nereHesi xsopobu, BI/l-idekuin ® N2 2 (37) ® 2019 75



OPUTTHAJIBHI IOCIIIJDKEHHA

Conclusions between the results, there is satisfactory agreement

Between the data of skin testing with alder aller-  between the results of the research between the data
gen and detection of specific IgE by the Rida Allergy  of skin testing with alder allergen and the detection
Screen method, there is good overall agreement of specific IgE by the Euroline method.
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A.€. boromonos
BiHHWMUbKMI HauioHanbHWt MeanYHNit yHiBepcuTeT imMeHi M.I. Muporosa

JllarHOCTUYHA 1IIHHICTb METO/1B BU3HAUYEHHSA
ceHcubinizauii no anepreny Binbxu (Alnus incana)
y 0Cib 3 pecIipaTopHO10 ajeprieto

Mema po6omu — BUBUNTY ApaMETPHU AIaTHOCTUYHOI LIHHOCTI (crenuivHOCTI 1 Uy TIMBOCTI) HIKIPHOTO
TeCTYBAHHS i CEPOJIOTIYHOTO Bu3HaueHHd cnenndiunoro IgE no amepreny Bimbxu y MAIIEHTIB 3 peciipaTop-
HOIO aJIepri€lo.

Mamepiaau ma memoou. 88 naiieHTiB 3 aJepriiHUM PUHITOM Ta/ab0 aTOMYHOK OPOHXIATBHOIO ACT-
MOIO 00CTEKEHO 3a TPhOMa METOaMU crieludivHol ajepriiiHoi giarHocTiKY (in vivo Ta in vitro) BiAMOBIIHO
70 peKOMEH[AIlill KOMITeTy 3 eTHKM BiHHWIIBKOTO HAIliOHAJIBHOTO MEJUYHOTO YHIBEpCUTETY iMeHi
M.I. ITuporosa. IIpudomy Bci o6CTeREHHS IIPOBEAEHO 032 TIepiofoM 3arocTpenHs. Kpurepismu BBeieHHS
GyJIi iiarHo3 ayiepriiHoOTO PUHITY Ta/ab0 aToOmiuHOI GPOHXIATBHOI acT™MHU (SIK iHTEPMITYI0Ui, TaK i epcrc-
TYIOYi) 3 IOBEJICHOIO YYTIUBICTIO /10 ajiepreny BibXu. [Ipuk-TecT BUKOHYBaIN 32 KJIACHYHOIO METOTUKOIO
TeCTyBaHHS BiMOBITHO 10 HOPMATUBHUX IOKYMEHTIB 3 KOMEPIIIMHUMI eKCTPAKTaMH aJIepPreHiB.

BecrepH-6s10T 1711 BusHaueHHs piBHiB IgE mpoBoamau 3 BUKopucTtaHHAM TecT-cucteM RIDA qLine
(R-Biopharm AG, [lapminrant, Himeuunna) i Euroline (Euroimmun). Komrerrpartiio sIgE nepeBomui B
HOMiHaJIbHY MKy (OIHKM) BiamoBizHo 10 Takux mpaswir: < 0,35 MO /v (0-it piBeHb — HeTaTUBHHUIL),
0,36—0,69 MO/mn (1-i piBerp — rparmunnii), 0,7—3,49 MO/mn (2-i1 piBeHh — AENIO TiABUIIEHN ),
3,50—17,4 MO /M (3-i1 piBerb — noMmipHo migBuineHuii), 17,5—49,9 MO /mn (4-if piBeHb — BHUCOKHIT),
50—100 MO /M (5-11 piBenb — ay:xke Bucokuit) i > 100 MO /M (6-if piBeHb — IysKe BUCOKHIA).

Pesynvmamu ma 062060penns. Y o6cTeKeHUX MAIliEHTIB ceHcHOLTi3allis 0 ajepreny BiIbXM CKJIaja
25,0 % (22 Bunagkw) 3a cientndiuaum IgE Rida Allergy Screen, 13,6 % (12 BumnazkiB) 3a crienmdiunmm [gE
o Euroline i 27,3 % (24 ocobu) 3a 1aHUMU TITKIPHOTO MPUK-TECTY METOIOM CJIIOTO TECTY 3 BiIIOBIHUM
azepreHoM. Pe3ysibTaTil aHAJI3Y Y3TOKEHOCT] Pe3yJIbTaTiB IBOX Pi3HUX METO/IIB aJIePTiifHOI IaTHOCTUKA
JIUISI BUSHAUEHHsT ceHcrOiIi3alii 10 BiIbXu yepes o0yI0BY A0BIPYOro iHTepBaly MOKa3a/Iy, 0 KoedillieHT
BKa3ye Ha 3a/10BibHY y3rokeHicTs (1 = 0,409) pe3ysasratiB 1BOX Pi3HUX TECTIB.

Bucnoexu. Pe3yibraTi IBOX CHCTeM BU3HaueHHs crenudiynoro IgE mo anepreny Bijsibxu, 3a JaHUMU
Rida Allergy Screen i Euroline, mators cucremartuuiy pisuutio (1,4 kOm/m). Mixk pe3yJsraTamMu mKipHOTO
TeCTYBaHHS 3 aJlepreHOM BiJIbXH Ta BU3HaYeHHAM crenndivroro IgE 3a tectom Rida Allergy Screen icuye
XOpOIlle Y3TO/UKEeHHS, a MK pe3yJbTaTaM{ MIKIPHOTO TECTYBAaHHS 3 aJlePTeHOM BiIbXWM Ta BU3HAYEHHSAM
crieruciunoro IgE 3a recrom Euroline — 3amosinbHe.

Kntouoei cosa: nipuk-tecr, aneprisi, imynobsaorusr, IgE, Binbxa.
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A.E. boromonos
BUHHWLKMIA HALMOHANbHDBIA MeguLMHCKUIA yHUBepcuTeT umenn H.W. Muporosa

[InarHocTuyeckas 1,eHHOCTb METOL0B OIlpefeneHn
ceHCUbunn3auum K aneprexy onbxu (Alnus incana)
Y N1 C PeCIIUPaTOPHON ajulepruen

Ilenv pabomovr — M3y4IuTh TTAPaMeTPbl THArHOCTUYECKOH TIEHHOCTH (CIenn(MUIHOCTA W YYBCTBUTE -
HOCTHM) KOXKHOTO TECTUPOBAHUS W CEPOJIOTMUECKOTO ompeneneHus cruenududeckoro IgE x ammepreny
OJIbXY Y TIAIIMEHTOB C PECTTUPATOPHON aJlepruei.

Mamepuanvt u memoowt. 88 MAIMEHTOB C AJUIEPTUYECKUM PUHITOM /WU aTOIMNYECKON OPOHXUAIIb-
HOH acTMOI1 OB 00CJIEIOBAHBI TPEMSI PA3JIMYHBIMU METOJAMHY CIIETIN(DUIECKOI aJlJIEPITIeCKOI AnarHoc-
TUKH (in 0ivo U in vVitro) B COOTBETCTBUM C PEKOMEHAANMIMY KOMUTETA TT0 3TUKe BUHHUITKOTO HATTMOHATTh-
HOTO MeJIUIHCKOr0 yHuBepcutera nMern H.U. Iluporosa, mpudem Bce BHe ocTporo nepuoa. Kpurepusmu
BKJIIOYEHUS] OBLIM MarHo3 ajylepruyeckoro PUHHWTA /WM aTOIMMYeCKONH OGPOHXMAIbHON acTMbl (Kak
WHTEPMUTTUPYIONIETO, TAK ¥ MEPCUCTUPYIOIIETO) € OKA3aHHON UyBCTBUTEIBLHOCTHIO K AJITIEPTEHY OJIbXM.
[Tpuk-TecT mMpoBOAMJICS TIO KIACCUYECKON METOANKE TECTHPOBAHUS B COOTBETCTBUM C HOPMAaTHUBHBIMU
JIOKYMEHTAMU C KOMMEPUYECKUMU SKCTPAKTAMH AJLIIEPTEHOB.

Becrepu-6morTHHT 1151 onipesesienust yposHeid IgE npoBoauu ¢ ucrosbzoBanrem tect-cucreM RIDA
qLine (R-Biopharm AG, Japmiuranr, Tepmanust) u Euroline (Euroimmun). Koruenrpanuio sIE mepeso-
JIVUTH B HOMMHAJIBHYIO MKy (OIEHKH) B COOTBETCTBUM cO caeayionmmu npasuiamir: < 0,35 ME mur-1-
ypoBeb 0 (orpumatenpusiii), (0,36—0,69 ME) wmi-1-yposenb 1 (rpanmunbie ypoBumu), (0,7—3,49)
IU mL-1-level 2 (cerka noseirennsiit), (3,50—17.4) TU mL-1-level 3 (ymepenHo nosbitensiit), (17,5—
49, 9) IU mL-1-level 4 (Bbicokue ypoBun), (50—100) ME mi-1-yposust 5 (ouens Boicokue) u > 100 ME
MJ-1-ypoBHSA 6 (0OueHb BHICOKHE).

Pesyavmamot u oo0cyncoenue. Y 00C/IeJOBAHHBIX TAIMEHTOB CEHCHOMIM3AIMS K aJlJIepreHy OJIbXU
cocraBmia 25,0 % (22 ciyyas) nio cienuduyeckomy IgE Rida Allergy Screen, 13,6 % (12 caiyuaes) 1o crie-
mdryeckomy IgE o Euroline u 27,3 % (24 1eioBeka) 110 JaHHBIM KO;KHOTO MTPUK-TECTa METOIOM CJIETIOTO
TecTa C COOTBETCTBYIONTNM aJIePreHOM. Pe3yIsTaThl aHaii3a CorJIaCOBAHHOCTH Pe3YJIBTaTOB /IBYX Pa3HbIX
METO/IOB QJLIEPTUYECKOI JTUATHOCTUKY JIJIsI OIIPE/leJIeHNsT CEHCUOMIN3AIlMKA K OJIbXe 4depe3 TOCTPOeHUe
JIOBEPUTEILHOTO MHTEPBaja MOKA3aJH, YTO Koa(UIINEHT yKa3bBaeT Ha YAOBIECTBOPUTEIHHYIO COTIACO-
BaHHOCTH (1 = 0,409) pe3ybTaToB ABYX PA3HBIX TECTOB.

Bbt600bt. Pesysratsl 1BYX CrCTeM onpeesiers crerduaeckoro IgE k aieprery onbXu, 0 TaHHbIM
Rida Allergy Screen u Euroline, umeioT cucreMaTrdeckyio pasHuily B pesyiabratax (1,4 kEx/m). Mexmy
pesyJsTaTaMi KOXKHOTO TECTUPOBAHMS C aJlJIepreHOM OJIbXU U oTipesiesienueM crerudmdeckoro [gE Tectom
Rida Allergy Screen cyimectByet xopoiiiee coriacrie, MeKIy pe3ysibraTaMi KOKHOTO TECTHPOBAHUS C aJliep-
TeHOM OJIBXH U ompeaesenneM creruduaeckoro IgE recrom Euroline — yaoBierBopuresnbHoe.

Kntoueevie crosa: npuk-recr, aiieprisi, ummyHoOsorTunr, IgE, onbxa.
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