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ol tiet IS RET 3442 2AA7 = mdlolth AYerled/HE = A 1%
o] SAE AR AERFEIA] A|2000-742, 2000.12.28.) 20014 1€ 14HE H|FZ ARE
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1.1.1 Ly 22 sHelQH
U224 WG QL A 27| FRjolA £ L2 T G 2] YRE HFA} Ttoks §Fo R
e SRR

gtk (Focke M. et al, 2010).
E

Mo e HAZZET E (Immunoglobulin E, IgE)g= &219] tf7/jukg-0. 2 Uojip= dF=27]
H|¢, 24, ZeE|27] 24tY], ofex|m i Y] SOl A& axpt HaEQiek W e] 4352 delEAl
of| thet IgE-wli7ieka} A 5-/date] At do] T3t 747 L= thgt J-83t 3|17} of )2 4%,
UEX|R2TO & 40| & EEA] Qb= A, A geEl2o] 5, X, FxopE, JHARIET],
=780, 7H, 1%0]1 7%, TR A71AR] e 8 S ARGk A, TR0 & QIS 714l ekE
8¥o] o A, TR 87t T2 S, AP HFH R Udl= FF oIt

Y27 HY Q2 HHEA 0 = 7HabE A 27] S Folghe =4 3ol thgt A2 f- sk
Ao R I 5ol #E-S REdte AS HHE ok A=mHo|th EA7HA] WY Ho| B3tE Yt
U 7142 6] B A A = Aok oy 3 S0 24 TAIE(Tregs) 24371 7Y 9 7| H o=
B E 3 Qleke]w7 % 2018; Darsow U et al., 2011).
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IFN-y,
IL-6, IL-8,
L8, IL-17

IL-22, IL-26

EJ[_K HSIE  3%7|3 B3
T HjotdZe 2Er T 27| BAES Yozt |
EH T MZE H|I4E, 5H7|3, J2|3 S50

A 12D 2yHos oy ENE LERCH |

Alergen-specific
immunalherapy

O 1.1 LA HAQY(WBIFA 71H
[Ex1: 01214 5 (2022), A7}

r

FAAAI M2 (antigen presenting cells) ¥-9F o2t TA|E, BA|22] HY
Hh-go Tojst= G317] AlE(effector cel)Q] 4+ & 752 ZAAIZIT
2 & Eo] 24 THIZE FAdste] a3t7] T AlZ(effector T cell)9] ¥H-3=
288 EX5tol= Ao)E7ICl(cytokine) AARS S7FAIA T Al ZHRS-S HSHA 71T
1Y Eo| 24 THIZ7F &AJskE QI8 E71-10 (Interleukin-10) 2 A3AA3HOIA}F-4 (transforming
Growth Factor-8, TGF-8) £H8]& §%=5}1 T helper 2 (Th2) AlZ9] &4V} AA =t ESH
FY Eo] 24 THEE= T Eo]l HYZFZEH E (Immunoglobulin E; IgF)9] AJARS: JA|511L,
S Ao H|gEA HYZFEEY G4 (Immunoglobulin G4; 1gG4)2] Td-S £XA71tH(Jeannin
P et al., 1998; Mothes N et al., 2003). Th2Z2 5§ ¥ =]= Q18 F71-4 (interleukin-4), AJEFZ]
-5 (Interleukin-5), AEF71-13 (interleukin-13)3 Z-2 AFO] E7Q(cytokine) 52 HITHA| £,
2T, SARY BET} EA T} B30 8% QTS Stz HY /W2 o] HT A ETIRI £
JA5te] E37F YeEPdtHKwon et al., 2010).

wiol Qe HEH O TSIEAL AL & F:9I5}R), AelA L st o] ol A5l Folsl]
= sh, 2 H7ke Ao ANE A aeiel B st velavle] Belel Aastelct

Ageake deler] Agols], A8EHe g0l tfe Tl 74 9 24k Sole, AHEe
0 241 Ho 02 BUTRE AYIAYE B Sl AN A5 Bl ATl
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auge FAPIS o] §3to] 2 urio] wef FApstof
A7, Al el 7] ElRY, JFEeaY, RNz gt gol T
DA AR 7] R B 0 GUL o] §5to] ] oF 2] SR FA I 15 kA0
=

d 134 FAPolo] e §Fe AR S, 74 ARe A FAIE A8l 3~4500 g ¥4
S

e 83 (cluster immunotherapy) 27| X152 13] B A] 302 7FA 0= 2-33] A1 1-2
71 el Fof F-A1&2el =25k WHolch
FEHY R (rush immunotherapy)2 FA&%HS 3~59 W= TEotH, 1~24 W& =G93 49,

=2 H QR BE 25771 A ARERPAA Y ANAREC 2 FAP 9 'FAR(26G) ]
Ao, LY =7 W Q HolM ARGSkE deiillFEaS A2 RatidAl o 31718 vk Aol Tsto]

B 1.1 YYEH AS(LAUFES) MEQUZN o7 AR
7= AZCr=orA ot HE
el oA
MEH LS UNOE  ARSUMASERA - ESEMETOA i
- ZIEl00lTOA (@2r22)
o7k 1995-06-13 1997-12-24 2002-06-03 2016-02-18

(o]} ~=2- 35
EHE"F‘E =l Q E20| B =542 Ol

0

omnm MO DR E SOSASFEEEES o oA s 2
TR2EST = E-T FEYH, 0| £ LeFES UHMFES(EIIR)

Q0L HEES B 5o g pms| 253w o

o s &

Ct29] Ay =714 _ - i AH=7 = 72 st LA

= |§ 1|E I)d Creo| or2 7 st o IgE ;m%dsatgd Majﬂ__mlgil IgEi;H ﬂri?é A 10'.'?
_ _ E%l- . ?E-”—jl? = | dq |J_’-I‘X| i-lk| = 7||_|c|>_}‘ Eaﬂ—jlo l_-I—JF-E = 0“ _|c|>_}' 123'”_7“:”‘:,
SSEIA VXM Dx TR S YETH|G), YETY 22 Zgel X|E

2 g E= dYET 1Y 7R

A S Y2/ Ig BEt =

EX|: AZOIAFOITX| QFFLTLIRf QFES Y ALY FHO[X(2022.1.19. M)

1.2 2| B3 U HYSKY 2y

def = g 2 felue ARl SARs H AR BIF = AR oI, AAEEHANE7E
A GAIUE-S AHER, Alge] 2352 A 27| Ao Al T FARR O = A4 E o]




=FHs Ic =5
M3 2| Hlg 0
H5Z FAIZ
H1HE FA=
-1 KZ001 2 =2H HAYLH Allergen Immunotherapy

EXI: AR QAF0HIZ (20233 22H)

]
w
[l
oy
HT
0Q!
k=

NI AR A

HIERYS | 2 H3EDIRE KZ001 =1l H[Z0f
2HAZA HAZXE 1A H2000-745(2000.12.28.) MUKt 2001-01-01

AB(EE) | L=EA HALH MEZ0 L E ez

2 HHERIE

HAH(HE) | Allergen Immunotherapy i ot

Lel=7| 2o e A HAQEOZ HRIRIHES AZUMRE FXH SToI0 FARIC2M

Mol W | IS0 Cfst WORSS AP T BAS STAR. AN CRF DA Bleiow 50
MS5 ooy Z4PeIROR RS, BN POISRN URf X2 Fe HEH PRREOWS
26Gauge ZAPIZ 0IS5101 U5 A0 02 FAfGI] A3t
AlA|EHY oo
od O HAO

A=A A A HL2 H|F 2 -8 =0 ] o] A SRIoP = o2, A E ARG 7FIoA
Fo 254 JHo] 2 P H A ESS AW E Ao, HA| Btel-8-2429,584¢0]910H,
AF2] 42, A 15,0009€0014 21 1,300,00099714] 2| =880 W27} 7 109, 71 5
Utd Hlgo] H-8@SRS thaat ZTHE 1.4).

B 1.4 39 729 %22 Hojew HZ0 Hgys
52l 7% 2R EIAE)  3734@ ERET
T 9,900 429,584 445310 1,300,000
e 9,900 426,973 445,310 916,800
Segd 133,700 451,529 448,300 634,500
e, 40,000 486,950 500,000 980,000
oA 15,000 395,957 475,000 1,300,000

EX: HYESHAE7 I BHOXDTSHDHISHEZHIYEHXGE - 28 SH(ZAY: 2022.01.19.)

AR A W R 3 Theistol vigol HRS T o] Ao Wil g AR
Zor], A HUF B8 20U 7P HLOH], AL 8 SEAX| A5 A

h



H 1.5 HZ0 YEE S/ X9 Q=272 ‘FAE - YA HAQH THHIS(R) &

X4 T2 k! o koge He ol
e 440,477 463,473 620,000 348,814
HA 435,244 469,653 - 386,105
Q1% 519,255 494,660 - 500,000
o+t 440,229 - - 342,778
= 504,250 441,927 345,000 675,000
7| 326,550 433,847 439,286 468,700
ZH 449,313 413,333 - 550,000
FE) - 457,875 - 422,571
e 391,370 - 735,000 175,000
e 485,692 468,817 495,600 377,500
Myt 48,000 477,757 195,000 168,750

A (T 429,584 451,529 486,950 395,957

S, 22 A 2 SO KDl DB ISOTRIH P ek Sm(AMY: 2022.01.19)

vlgo] JEE I w7 oAE FARE 2Rt 7MY Ee o ETHE 1.0).

1.6 HIZ0| HEE Thet OR7[EO| HFAR BRHISE) 8

HEYS 7HH4EE GIAl =4 SojAre
22| TH|E GIZZAF 3ml/Box 380,500 ZFAE 10,5009 23t
2 TH|E G A} 3mi*2/Box 520,900 ZFAE 10,5009 23t
L& S2|H H|E 4.5ml/Box(Z7) 381,600 ZFAE 10,5009 23t
5 2 H I 2*4.5ml/Box(RX) 412,500 ZFAE 10,5009 23t
E|Z4I0lA Vial/Set(RX) 7mlI*1val 450,500 ZFAE 10,5009 23t
E|2 M0l A-B(ZIEI 0 044B)/Set 450,500 ZFAE 10,5009 23t
E|2 40 A-B(E2IEHEB)/Set 450,500 ZFAE 10,5009 23t
E|Z410ilA Vial/Set(XIZ) bml*2val 450,500 ZFAE 10,5009 23t
A2ZUHHFESTAHRAN 530,500 ZFAE 10,5009 23t
AZBUHHEESTAE]) 590,500 ZAE 10,5009 23t

EX: HZESHAE7 I SHOXDYZHDHISHEZHIY2)X|GE B H[S(HMY: 2022.01.19.)

122 39| 2 L AASH =

ok

U]t—r." Current Procedural Terminology (CPT, 2022.5.25.)2} 9+ A -’F Ao gy =22
HA QL =0 HYo| A Qg Yo7t X B =et AAIE FEote] SAIE A2 ERIsk o, AlEA]1
‘41‘9*— Th3h ZTHIE 1.7).



NEC UH|Z7 HOIQH(IISEAL — LHIZT HI - A

H 1.7 29 23 Y o239 S
=7} =5 ozl SX LIS
0= CPT* 95115 - Professional services for allergen immunotherapy not including provision of

allergenic extracts; immunotherapy one injection

95117 - Professional services for allergen immunotherapy not including provision of
allergenic extracts; 2 or more injections

95144 - Professional services for the supervision of preparation and provision of artigens for
allergen immunotherapy, sinde dose vial(s) (speaify number of vials) The artigen is to be
administered by another physician.

95145 - Professional services for the supervision of preparation and provision of antigens for
allergen immunotherapy (specify number of doses); single stinging insect venom

95146 - Professional services for the supervision of preparation and provision of antigens for
allergen immunotherapy (specity number of doses); 2 single stinging insect venoms

95147 - Professional services for the supervision of preparation and provision of antigens for
allergen immunotherapy (specity number of doses); 3 single stinging insect venoms

95148 - Professional services for the supervision of preparation and provision of antigens for
allergen immunotherapy (specity number of doses); 4 single stinging insect venoms

95149 - Professional services for the supervision of fpreparation and provision of antigens for
allergen immunotherapy (specity number of doses); b single stinging insect venoms

95165 - Professional services for the supervision of preparation and provision of antigens for
allergen immunotherapy; single or multiple antigens (specify number of doses)

Us FEes HoE BO01SE FEXE gz
BOO1-35 227 |HIg) Bieiew X1z 22l

1o TR b b e 280%
2. 2BMYOIF ..ot ettt bbb 26H

[F] B2 2Y-SFHYOlE A 7IRS 54 I= 2Rz oM &iE 521 24t 0]2/9|
=7 |H| XA Y= HY Q¥O=R Xz WRE QWEoly, X|= LIS S0 &3t 4
B2 TAIE AE010] offg 219 SIS & EAIGI0] (M Y= HALEO= A2l
HA=22elS o 0 212 LhERitt.
D291-2 A0t MZ allergy FOIAAL ..o 1,000

D291-3 ioét %;ﬁ['r%*ﬂ1|§7 | FotgAIRt TRl = FOf, AL 8 MX|9| BIE2 48 FM ZeE= X
[75-1] Ew2 SMLSTAI0| B5t A0 Kstst 202 KISASISE AR =0l ATt
027 [0 EAIGHZR0 27HZ0M 12101 BFol0] LERICE.
= A0 M%_allergy S5HAAMO| tol0] _ .
(1) 22 S =l Hh SO =8H ME U277t ZolA| Ofel= 9 0|2rO| A0H0j| Chat, &

Tl
oo
i
Sl
ol
oY
P
i
ro
ox
40
=2

§ABeed U asol SR 2| 23] stz 2

(2) ZINE 3 o, A Q27| 25} ZAC] 95, LA, ZIA Y U J[Ete] Q0| AF
o el i T 11 S0 Bl 24 S & vl 20 S0, 21 R

o S re)

(3) BB AEA(R]S] B2 A 0| HEIt

(4) A0t 241 Qa2 |7 N s o Lo TSN SISl oJ5t 24| 2|27l X
2L 2005(2003-05H = S L-E et & A= sl B

©) [ 210 24 xio A ATl 24§ SRS woioh Aiget ool vige e
AN

G100 - 2R
1. A7P7E 1812 MO 15U OISI21 B oo, 14

2. OPPt 1312 MEZDICH 5SS et AP PI2RH 1501E SHSH S 10CZ L0}
22 R0 17 DJR10] TS HAMGI ART0) 18-S 7HIGI0 22 i
Allergy 28t #4289 %=
- AllergenX|2 27|A 9 allergen house dust extracts SO 25t Y27 Rst HZERQHUM At
8ot UHZ0] ChohM= AFSZ(01E Gl0| H7 [t ZR9| MRS IRBHL )N M2t 2710
Ofalf APHBICL.

* CPT, Current Procedural Terminology (2022.5.25.)
** Qe SML-EM ZM0|X|, https://www.mhlw.go.jp/stf/seisakunitsuite/bunya/0000188411_00037.html,
tis /s, miiw.go.[p/content/1 2404000,000007834. paf (20235 12 302 Z444)



1.3 28 &4 A &ol= =7l

1.3.1 HE M|

1.3.1.1 LHZ7|HIG(LL7], 2010)

A EHof| = A M| 2 (dendritic cel)QF 22 FAAAAIE (antigen presenting cells)y= 42
713 ES Agstal 5 WE =5 F24] A/ EA(major Histocompatibility Complex, MHC)
Class IT #2Hmolecule)ll 2J3 MZZIFEHO & o] F%=|of WHgIt}. o] —;13557—%] At EFAMHO) I
E3A|= naive CD4+ T A|IZZ2] T cell receptoro]l 2got] G| 27| £o] Th2 A2 = 2571t
23} H Th2 A|3E= of2] Al E71Q1E FH[ste] 50| IgEE A4lsh= B A1229] 553 $¥Hisotype
switchingye 6L S4RE HITHAE, S71910] F-4] 55 FRith A4k 3 So] IgEe= BITHA|
3&\% SH7|2] ol 1XIBH IgE receptor] 23Rt Y2718 A= Aol &= |

= olHjoll A 7], BT 5ol BA == 279 oF 6AIZE Fofl THA] FEFg] o] LEh AA 5]
Q%EHE F719kE @4l Utk

ﬂll

#

Allergens

. Nasal epithelial cells
1y

v
{ ) Antigen presenting cell
| (e.g. dendritic cells and

= / | macrophages)
a7 — = =
—(Th2 (B cell
Naive CD4+ % g
T cells IgE
A A
N Plasma cell
< (
Mast cells - /1gE synthesis
Basophils gy ‘5
-~
X%

Mast cell

3 -
activation Degranulation
4

l

Release of

Histamine, tryptase, mediators - Chemokines

chymase, kininogenase Q\\\\“S\\ee‘ 2 <
heparin, plv'ostaglandin Da/ \5A anzjecgytlolflges
and sulfidopeptidyl A K
leukotrienes IL-4 and IL-5)

l

EARLY IFATE
PHASE PHASE
RESPONSE RESPONSE
Mucosa edema, mucus Infiltration of inflammatory

cells (e.g. T cells,
eosinophils, baSOphl|S
neutrophils, and monocytes)

A4 A4
e (]
23 1.2 22718l Wl et urg TAlst
[EX: Nur Husna SM et al., Allergic rhinitis: a clinical and pathophysiological
overview. Frontiers in Medicine. 2022:7;9:940.]

hypersecretion and
sensory nerve
stimulation

SNEEZING,
RHINNORRHEA,
NASAL OBSTRUCTION
NASAL ITCHING
OCULAR SYMPTOMS




NEC U 2 HIHQH(ISHEAL - L2 |HIZ- 4]

Z7HES2 U ARl HiRt BIRAIEZ Y] HES(A|1E NS ), A= 2 BT 2= 5] 28
1, Ze B, R e 52 ook miviedS Er‘ﬂ]ﬁ}oi 3 3/ 4ol v, 27REee]
A2 A7IHES ] lsiA = sfekd mizliE ol ot a4 ot SAE HIESt o A4S
M2 v deol] Rojgo] Adx2le st AB4A7e IS 427H, ol g =rHd
A0 W2 02 saohe FUrele] F 7)ot 2ol Rl M= deo] ofs) e g3qt
SN 27T ST A AEE o] g H of ] 7HA] IS A A5 ’Et Al e A

AR 8 ofgt X417 o] Bxstal Ql= 79 2o YA HEE S5 L A=l A
A17¥k K retrograde axon reflex)E& Y271t} o] & Q1) A ZHA17of| A substance P, neurokinin

A2 neuropeptide #H[o1] ] = H iAo A 2] o} Fu], BAETC 2R E S
o

el
i
i
o)
o2
o

B QU] 0} ClRSITL IS AR T 4 QAR 7
agoln, AAle] Z40] AR WsTehE 7w ke A4HoR EARTHKorean
Guideline for Asthma, 2021).

H‘l
ol
?E
rE
(0)(e}
rlo
ook
oz
r
(1_121_5
)
rir
|
&
)

H 1.8 HAQ| e[S LA
I8 HEA2|
ATNESHHRENE 2211 499t T2HQZ2710| 7[HU5t 2R AN WAE A0S LEl5t DS A SHjo]
N B4 2l Mol 2 4 QIOLE X|Z0M| W2} Pk Hon], 0213t Qs IS 7|=Ho| T2 S0ME LAls!
A 0|l
I|=9| 22 = = : = = is

axd  J|EmEa MIZEL2| H|Z(hypertrophy)2t 2t&dd(hyperplasia)0| Y5 7= SH7t S7ta Hetol
HZIEF °=" SELo ARE D YEOIXIR 22 ASIIHA(| 2Jo FUE
= - 7| L§ &S vascular endothelial growth factor (VEGF)Qt 22 AXOIXO| H&toZ FA|
=" oM 7| =8 HIE0| 7|0E 4 RS
HoH IR 7| L HiMIZE(goblet cell) =2 HASH 2H[MO| 37| S7t=2 QI5H0 LAigt

| BER e _
o CIOISH 7 [RERIES D HRIHAIZZHZISTI0N OfsH M5 7 FKISHIRIO] OJ6 CHELS: /=&
~
JE VT EE HEIPHHO oSt DSRS0 £712 0l5(0] wASHD| X2 24 oal0] 05t oistS 3t
B cwmys ISR 2 PENOI Vsl ofst 7|y 7HI Z7t= 33 Msld Z23 HSS Bl
= T

o 0] 2% 7ﬂii 20| 2|=HA| = = RUB

Hoi 3pEH| Hoi nHEH|QF BE HEMO Lt MO R 7|k L A7t RYUE £+ UAS
7|z mEao)| ~ _ ~
Nt A= 7| EEEO RIIRt 58 T2 HHE
7= L = = =5
.T'_F!'I*‘l INE & | 7|=Ho| HE Hat= 7|22 I'—f_E?J +ES RS 7| HX-FHE SLUSIUS I H 7|
7'|}_|° Ry L0M HOl= ZOf 59 ﬂ%@ﬁ(plateau)o AHE
= =8 H=Z SE1 2N Hal0| Qo WG| 7| = HEH| £59| °|0f04 7| 3E SUAL
PISIONP! =0 Of5H ZHRHE T ZIZIKI20| BIS510] MGl 7|EAZ0| Of5tE
EX: fsiAly 27 st SF=2ATIRXIE (Korean Guideline for Asthma) 2021, ZHAl tc’i'EH*”El N s



S A= TBESHA] fhom, A5 tiF-E2] SRlolA A7 et vt

2t 7= Aol YIS FARE B Bk 2 FKHA719] 7| A oA TR T3 ey
HIRHA|3E, SARE, T J 2Tt AP A, tiAA|E,

F/dTolH, A EE 7| =T 2o &4 = BEE BHIoHAY H oM 2d THI 2L 2R
Sto] F=4 02 YA (naive) T AEZRE Th2A|ZR ] AF3S A=A A= T30k Wi7iAl

QAP E7 RIS BH[oh= & S/} Sy 5ol ofstal Qlrt. 7= g2k 419 Sz st
A HSE doks 58 HEl7 13 o= W QIAREC] S ol 71ofsh, 7Rl H Ao E4A
AZA0JA 9 1 7)1 AL FA7HA] FA S| B AR += 2k tHKorean Guideline for Asthma, 2021).

1.3.2 gst

Syt Ay wgAst SA o 2 27144 AR uid Skl 91, 20079 =R E
20199 =714 Y 2718 F2 1.2~18.1%= OF 158 715 1L A1 1.2~3.2%= °F 2.78] S7151

tHKorea Centers for Disease Control and Prevention, 2021).

20 1 —*— Allergic rhinitis
184 —* Asthma . e
Atopic dermatitis A Pl - e S

14+

;/’I
129 &—¢——«

o N B oy 0
I R T

12 1.3 LRI WO TEHE BRIl 17 0]
X

[EX:

r.tJ.
i}
o2
ra
0x
X
riot
ofm
=
S
N

cheat 873 412) 2Qlo] Fe27] Agho] who] QRS Xy, T AREE 1B Al7|o] et e,
24 TES 5 WA BT 2AE A A7) 14] o] o] ulafEe, 7, 19o] Sol ezt

Firmicutes, Bacteriodetes &2l @o| lZo] H ofo|E2 L 27| 7H&to] A oL, 34 o] Fof 2
Tl = E=A =H FeEl27] AR} BEE Bt Lo ™ (Lynch SV et al., 2014), o= Al7]of thoggt
ol &= = Aol 71k L E7] Aol FIFe Erhs AHo] g dEA lthex 5 2019;
Strachan DP et al., 1989).

AJQ10j|4 9] Y =A4~(endotoxin)ol| ot leE HA1S BAIA| 7= 9181 R A7} E| AWK Thorne PS et al.,
2005), Zotofa= HA TS ofohs AakE 7AW, 533t 55 9 A9 Uisao] it leZ Bl
SEAHolA] ofEx] Aol B Wkl B siet. T12]11 857 |(school age) 0149 W=4: &3}
H| W3S ), sF57] ko] ofE o] gt YF AS AAAFHTKHBraun-Fahrlander C. et al.,



NEC U 2 HIHQH(ISHEAL - L2 |HIZ- 4]

2002). &, A9A 2jo|2} e leE A7 17 L =7 dehe] Aol I EH Al E 4 Qlrk 8401
8212 B4R A719] QIAIH 3282 B9l G =7] gk A stAY A7, 55] HY &
(immune tolerance)2 ¥7] 93t 7135]9] Al7](window of opportunity)= A% 14 42]9] Al*jo}
AlZlolet. 7459 et de=r] A A EH, Y27 det FHEd = v sk, =]

210l A= v]Esiclal B 15kt Strachan DP et al., 2015).

1.3.2.1 LY =7|H[H

dF2718F FHELS 1990 o|F, A AAH g 34 F7I81aL 13 (Bousquet et al., 2008;
Brozek et al., 2017) Ag+9] 342 2041 o]Hofl 2F 80% = '#AY 5t (Skoner DP, 2001), 20~404]
o SHEo°] 7FY =11 FAX AT HWheatley LM et al., 2015). A5 5 o]y 9] Aot A L 27
H G HE2 17.2%01 o AP 2470 DoflA 29709(2.5%) Ate] ATkHill DA et al., 2016).

Y =718 F Y] FHES AR AIEA G H| W ok A-E0] +30] Hol=t 2= A9}
= 13l3t o8] 9ga9lo = 2o AA vgo] 2713t Ao 2 B 1 EITHEIholm G et al., 2016;
Li CWetal., 2014) o|AL F&E E7IR| WIZig 27 |H|HS A 5= Q= 2 EF(E
T 0 54 9 u[HA &4 PM 2.5)9] 712 2Astttal B skl QItWang 1] et al., 2016;
Leung TF et al., 2012; D’Amato et al., 2020). €278 F-2 [ Al G54 Asto 2 4] ofE x4
A% H 1%95‘ 294, $ol¥ 5 tE A8} FhtE o] o]tE = 397t Wk (Bousquet et al.,
2008).

1.3.2.2 Al

39l Oﬂ/\ﬂE HEo| 7okl QT (Korea Centers for Disease Control and Prevention, 2021).

<A AobA 4] 9 & =2 7] Agke] &8t AHThe International Study of Asthma and Allergies
in Childhood, ISAAC)ell 2J5HH 13~ 144 4 30%9HE T HA FHES 13.7%= "9 0.6%
S7Fot o, g 27] vl FHE2 42.1%= WA 0.3%4 S7FtA L ofEH o] FHE2
14.7%%2 " 0.28%% S71F5HH(Oh SY., 2022), A AAA 0.2 HA8A= 29 3,5007 0] oz
FAME AL A 0 & QI AR = 2570] P o' H I EJHKoo, 2014).

B

1.33 X|=

1.3.3.1 ¥Y=7|HH

QafE7]u] g Agke Ae|e]u]do] ARHel 2t Ae FARS B ol 2ojA|], QARA 0 & 5984

10



ME

[

HIE, A37], 2] T80 7HRS 5 274 o] Sl 1A oV MR 0 = K& di= L2
H]go] QA =], The Allergic Rhinitis and its Impact on Asthma (ARIA) 7Fo|=&kelo] w2} 2Eto]
3% BT B askal s ERREHARY Eo] IgE FAAALE Alddsto] Lel|27]ud o2 ARt
2013). ¥ G 27183t 0] = A2 =31 o] =3k S4), A %’H O H| =, ZAg

FHF, 55, WA HIEE, S44A 50] Sl FH|Er R g e R AHEAL XS S5 -g5o M
AN Al =4 2HZO|EATE 94 AYE vEf AxEo] AR *?JJ_OH’_ AL A 2AH, 3AHH
FILEHIA, FRIEZMA, A=A 52 D5 ARSI & S7Y 2 HEHA &= 35

T+ 7HA o9 fAlE sl ARSE 4= AFHMin, 2010).

* VAS25
1st Line &
X
#7| %z (Anti H1 71N
ANY or INCS ZHE® H|9 : ANY
I or INCS+AZE) X475 | : INCS or INCS+AZE
3Y & ofY vAS THE7t
=7 [ susean I
X2 ZE0| gi= ]
SiX} VAS25
v

| m=s3susruseugwsnun |

S =
448 : 78 53 U3 EONES
*: consider INCS+AZE if previous treatment ineffective (historical)
1st Line l
(Anti H1 or INCS
or INCS+AZE) £ XE 55 2%

INCS or INCS+AZE

HY A4 H[YHo| AL l
°=*Ei| ’.'_ i's fird =) gy =H = E AT
g 53 5L 7|1& XE 5% 72882 Y vAs [HE7}
ory27[H| XE 58 ez 53 29
|2 =9I 2kX} v !

[ susawgvasmzst |

VAS 25

|

IIE S8 =821

2 vAs &7t

VAS 25

. S4 %% 7E AR 27 A

« SANM:XE 52 ¥E [ @

o T1 (1EAH): SSIAEININ F= SFIELQN F= IZ=2A|

o T2 QEA): 2AMH|Z) AHIZO0|=AH| (INCS, Intranasal corticosteroid)

e T3 GEA): ZAHIZ) SIAEIRIN/ZAH[Z) AHZO0|=H (INCS, Intranasal corticosteroid) H&!
AE

o T4 (4EA). 72 AHZO|ERQ} £t X2

o T5 (BEA): L2=2H HAQH

VAS: Visual analogue scale, Anti H1: &SIAEIRIN|, AZE: Azelastine SSIAEIT] HIZERIA|, INCS:

Intranasal corticosteroid H|Z AHZ0|EH|

J2 1.4 2Y=27H|E X2LD2EE, ARIA 710|E2121(2020)
[&X: Bousquet J, et al., 2020;145(1):70-80.]

11



NEC U 2 HIHQH(ISHEAL - L2 |HIZ- 4]

ARIA 710|E81R1(2020)1M = 27| GARIA s et = 7]&0] LeEl27H S A& 59 4
O} X ZotA] 2 SRR RESES, A 271814 9] S = (Visual Analogue Scale, VAS)E 285107
FTSEE B7IoH oFEo AmRle A4S 27] dA0IA RS AR S, A HIAIEE 2~4F
Zofl A7 Fol= Zo] ofuzt, 39 B3t Y Y 271H| 9] S/ VAS A= 4E B9 B/ A=
HArskal Qlk. 3 59 R Brtsle] S MR EE SRR &, AR TEs FAISHAY
22 A step-up), FF+=(step-down) 7|&=0] w2, 23Skt E5t 278|199 X7 4F0] U=
SRl A= B ABRIA| e PRI EYMAZ G| 2718]F S4°] VAS HE3571 57 oo &
ZA517] o2 9 A AH|RO|EA] T ARG = A FO|AEIA/ =4 A 20| EA| 9] H RS
HISHTE ARIA 7Ho| E8iRlo] H|o|EV} E|HA] BI7; Axte|o] FE|Q] 4 AHEO|EA|F w4
S| AEIA] [4 AB| 20| =42 HAREL] SR 40| =l on STHAo] sigohe A mR o2 A]
F 24 HY WS A5kl JtHBousquet J, et al., 2020).

o?.l‘. ﬂllO

e

1.3.3.2 ®A

A40] AZoHs AWe FRHo e 2asle Ay A9} YN Ko oslEls Z4e AslAA
Fi ZRgEAE TR, FUAERoEE Flu) SA| Wkaon B8 AMgdi B 7
A S $41 L o1t AL 33T, 27 AR ) P B et

A

ZHo] & R F2 F90] 3 HAIS ST A5t T A 2Ho| 3/Y oA F GAE AL, oha
S = At A28 H(stepwise)S BLgHT
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KIZ0] A=
- €

f=]
- ZiCto] sio)
SC; Ixi I'.il

ZEJiss Zu0| = 452 02
EETh
=T = AMA ST} E=
.S M= I e HEZCS formoteral X1 LAMA £7}, E=
%ixtc'u sc o - formoteral 2 mﬂa =
B =8 | =eu HE2 os-formoterol - Kuﬁ-{gﬁ ﬂuﬁ-

SABA L= LI0HF E
=0 | =z csus o5
sy oo | Ol ASHSOHERET

AH Zo|EA|(Corticosteroids)= &Y
Ao etehe Aol = AR = ot

B2 2-8A|(beta2 agonist)= A2 WA FEAIE A=5to] 123 ofd|ieAl A14Keyclic adenosine
monophosphate, cAMP)E S7H 17111 7|25 ET 55 Aol FAR A4 S 42 284
(Long-acting beta2 agonist, LABA), 84 &< 82 ZF&A|(Short-acting beta2 agonist, SABA),
A&7 7T B2 A-&AI7} ek

FIFE A 2&A|(Leukotriene receptor antagonist, LTRA)Y= 713X 4 a3} 7|3 Z-
= 3fetal 7= S Astet ) 7|5 JiA &t Sl

FAFEA| eFE(Xanthin derivatives)> Methylxanthine= non-selective phosphodiesterase 2}
A2 7184 &4 a3= Ho|y theophylline #-8&0fA o]w A& g¥P= Z-go| qlc}.

oBL‘
o
0,

AL A 7 Aotz A B ATA oA = At 54

Al

LY

rlo
P

N
o)

YR AR 3 gE 3, 3 IL-5/5RTA, 3 IL-4Re T} QLo A1 el F1uAjepgA
718 Y] type 3 FA7H S80I op o) A18-2 A Ul 7jofH 0 2 ojAJste] 71EA]
ge FUSHAL 7|E oA A niEEeo|E AR U ANE Fo SN ol
a0
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NEC A=A

HAQUH(SERAL — L2 |HIH- FA|

B 1.9 ®4 Xz A

XNg HA A FF

oA Bt 2

SA (Symptoms)

(Severity)
RIS
>80% i
12| _ c5 mA9 23] 0 FEV1 or PEF >280% predicted,
(Intermittent) PEF or FEV1 variability 20%
20| FEV1 or PEF >80% predicted,

(Mild persistent)

ZZ SH(E 23] 01)

PEF or FEV1 variability 20-30%

A

9| 0 S&/F12] O

=2 O
(Moderate persistent) 07t 28 A| TH= SA/ASHQA =1Y

FEV1 or PEF 60-80% predicted,
PEF or FEV1 variability »30%

(12h Mgy g
2 et Y (22) MY SUA
oM 2 E¥ERY HESH Al

CE =) U8 SUAHROE, X

IAHZ0|E(budeosnide 2 beclomethasone)—formoterol S|
) XNEY SUAHZ0E-SUXSLHEREHE X XZ2 AR

2% SUAHZOICS BRTERRIN B2

oo d

4THA|
(Severe persistent)

FEV1 or PEF <60% predicted,

3} PEF or FEV1 variability »30%

(19 B7122F SUAHZ0|=~formoterol {A| & 2A51QH

(20N B8E/ 18 SUAHZ O|=-SRUXSSHEREHE FARIZZ ALZSHH
M A SULSSEHERISH ME

OE =) 18 SUAHZEO0E, SURSLASTN =2 JRIEAN F7t, o

SIFHAX =R =7|H|H, HHAFIET| 25

g
I _FEV1)70%)
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1.4.1 LY=7|H|H

Rhinitis 2020: A practice parameter QH|°|E(2020)°4 = L 24 Sl1] U oFE-QH 0 2 XA %X
LAY L =27 HY 8§ | X 2H3] 9 F2RE- 50 sl *14]s} 5 A %]Oﬂ mEt A gHoR

155
HESH B5E 52 55 oAU} A4lo] Sulel Fe=7]H1d Bol] S5 24 oot 47

5 4
3l gEl=A e e 2R E ARt EAR daL, 2A S $55). ix}{— L= HHQ
e e 59 Aol 1270 gtk B71E Wotof i, g2 EAPFAITE St & 49| =7] dek)
AE2R] P4 AokE FHoAR A HE SR AT 5= gloH, a3l g = v e ¥
Al&ofof digh 242 dRbe o7 27] A&27]71R1 3~51d Fof| o] FojAof gl o] Ao ZiELA}A

A AZE ALTAU ST 2H2 Y T, A=E B3l ASHE ol B A=) Holde
7[gto g BAsfof gitt. Eet, mstEd ax2 AAl Foll AlFtshA = oF =Rt A& F9 A e AES

o Aok AATsAL Aot

American Academy of Otolaryngology-Head and Neck Surgery 7}°]=24R1(2015); Clinical
Practice Guideline: Allergic RhinitisoflA= /gl 23 24 50l TAQle] F=a ¥ o0& Sl
ol vk&o] F-145t A 278 SAtol|A W (Mot T= TohS AlTotAY A5 4= =
AelofA ol=e AS Farskal JtHGrade A*, A £2).

1.4.2 M4

tl= SHAYH N AEAH L], 4] w8 D ofF 275 HAE/A4Q0 H4] IR]F] HGullolE
(Cloutier et al., 2020)°lx1+= 54 o1 A0l S5E2] HAlo] Sl=7H/19] 7%, HE7T aid-2 Zd4]o]
Eﬂoﬂﬁ-‘ﬂ—f] /\]XL 49 _,er] ‘:]’74101]/\1 45]*15 7hQ1e] & =g ol gt H 2 QO = 1ol HAQ

The American Academy of Allergy, Asthma & Immunology (AAAAI): practice parameter on
allergen immunotherapy (2007, 2011)°14+= YAolA 9] =24 WY QS Agslr] st A=
LSS AASkAL It Wise SK. et al., 2018). T3t G2 FE2E2] F-a-85F HAE v= 1=
S= AL AL "a‘ﬂliﬂl% AIARI H3 -GS AXISHL PFA] iAol A== T 2~451t
o Al5ote S A 233E 7ol =skal It Cox. et al., 2011).

Canadian Society of Allergy & Clinical Immunology : Fundamentals of Allergen Immunotherapy
(2016)°x 1= L2 HA Q39| i Ao 2= T =7|H]|H/A9], A4, A=) IS
= AJAISHL AL 2011 A|RefA ol 1] o FEHoflAf arefE 4= Qlokal AQtskar Qlot.

TS 2 i Aol A deElEAl " g Ro] Higt 4850 mes dE 2 e R QI S| TAd
3% A LHEA =3 A BY 2 5P e S/l U B, PO ETIAR A FEE|FAH R0|E



A5G 30 285 2 39, HRAO] T2 o714 R HRRgo] WAIR A, Aol AL
714 SRR S Ush g A2 AN

1.5 7|1& 2571287t

1.5.1 F{LiCt 2EH|F

At Lete] 03201500014 LA Wl 2] that AAH BHDE 198 2AR ASHES
Aegstelon, 4zt etz ]uldolA SCITE glokl w]s) fheoletn B ssic

B 1.10 7HLiCH RER2QF, o527 s/ IN

e )
Hs Allergen immunotherapy for the treatment of allergic rhinitis and/or asthma
Pimed i

@71 ODPRN (Ontario Drug policy research network) (HLIC)
M7pAE 20154 9¥

SCIT(subcutaneous immunotherapy) 2 SLIT(sublingual immunotherapy)2 Z&610 Y|27|
WIIEN  HY L= A XEE 9ot L2 HAQHO| CHet 042f MR HEOIM 2 A 3 oY A
£ L5 Q90ol= A =HE &
m ZAM C0]E{H|0|A
: Ovid MEDLINE®, Ovid MEDLINE® In-Process & Other Non-Indexed Citations,
Embase, Cochrane Library on Wiley(containing the Database of Systematic Reviews,
DARE, HTA Database, and CENTRAL)
w MENT|ZE 2010E2E 20153 32 31UTK| B2 STE LA &
m P AOF 3 Ol LAY H|g 3 HAl=tR}
m|: SCIT(subcutaneous immunotherapy) including Oralair, Grastek, Ragwitek
SLIT(sublingual immunotherapy) including Pollinex-R, allergen extracts and serums
wC YR, YHR|E, BY0IED, U =2 55 g2 SUT

= —d =
PICO * SCIT or SLIT, 84 A&, 2A H|Z FEE|TAHR0|E = F2=22 HHQY 2L o=,
47 YS|AENIN|, SSASIH, HIEL XEX|, BF AHRZO|E, 7| A, o F=E
TAHZ0IE 2 BHEIAE
(0 £ 55 SAoIETA ZAM JIM (asthma or rhinitis), 22 Al Z4Masthma or rhinitis), 2 £0|
EH AtO| X AO 'Exc_r
=2 20— = T'_’S/xl S
"SR =% & 19
- FAE®): SCIT vs. placebo 2H, SLIT vs. placebo 1H
MEiZ S - Y 27|H|E(16M): - SCIT, SLIT 9™, SCIT 2, SLIT 5™
- SCIT vs. placebo 2M, SCIT vs. SLIT 2H
- SLIT vs. placebo 5, SLIT vs. SLIT 1H

i

S
[

i
HO

1. TSR 3H)

o SCITE M4l BSME+E 20| O AUEL o s0HA(2 SR 7I1%).

o SLITE AUEL} B4 2 EoF M2t o S0E(1 RCT 715).

o OHLIHRIAIAE SCITOIM ETEAXZE SLITOAS HUEX| UAOH, ALK}
2. LY Z7HIH(SR 16T)

o SCITE {IUHL; LY27HIYE B4 Mx(SR 2H), & SA-A=

2 R Aol A SHKSR 1E)M O 1A Y
e SCIT= ISR 1M=L} o B2 SHu #3H0| S

[r

HUZR] U

F

z2 2

st X [Sl1=2S| pAYN
=5 T

A
== ToT oL

op
&
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< SUTE & 34-012 5%, 54 54 2 92 F4(R 2002 2001 Y S0 &9 I
(SR 1HM)S JHMak= o UL o &

o SLITE AUSR 1HEL O BH2 SHY

® Oralair= Grazax2Ch S4F &4 2440 o E0H(SR 1M)

e SCIT= SLITECE 2fF F4= 7440 Of S2&0[H(SR 1H) 4 &4 J4M0l SLITELD o Lt

S A 0|2
= T Mo

(SR 271 & 17h). &
e DF SCITE Totet

SO/ 49| SR 10 U3 XD AUS
6240] OILILEIAIAS BTZHOLL YRS BTSR| UUS.
S 3 WO OffERIIATL BUEIRion, 1HO| SR 230

w
—
—
njn
oH
J
o
(o]
e
1o

G| A= L2 W 2 Ho ofst F2ulY AR E(Randomized Controlled Trials, RCT)&
SR RS o2 A EA S XgstSi). wekEA Ax, Aok 52 AJ]1 A2 7|H|Hof|A

B 1.11 8=, d=/IE8E/tEIN

e )
M= A systematic review and economic evaluation of subcutaneous and sublingual allergen
- immunotherapy in adults and children with seasonal allergic rhinitis
o177 |2 - -
(371) The HTA programme, part of the National Institute for Health Research(NIHR) (3=)

mMpAE 20134

hyj=x gl 01210]0] ARG Y2 27| HIFS fSt SCITSH SLITS| Bl Azt 3 HISRIE #Qlot
T A MBS flol Fret

= M G|O|E{H|0]A: MEDLINE®, Embase, The Cochrane Library (CENTRAL, NHS
ZAdk  Economic Evaluation Database(NHS EED))
w MERY|Z 2011 427K EHE 29, SSE YN0 2t
m P A0 GO ARY L X| H|ZetAt
® |: SCIT(subcutaneous immunotherapy), SLIT(sublingual immunotherapy)
* A8, X2, XZME S MG E=
u C: o (7129 88 L=F07t QUL 7L MoK 242)
PICO SCIT or SLIT ZZ A#eS
"0 - BHESE, Y2 AME
4ol H
- MER Y= MA oIz
- OYEE

= = RCT 2% : & 170 (SCIT: 84, SLIT 85M, SCIT vs. SLIT 1)
- - 22 RCT & &7t SCIT 178, SLIT 11H

BEREAZT, Cae] ZTEY 2 G2 59|18 2H@2A2 98 U %, X2 71ZH01M
9IoA7} B|510f SCIT 2 SLITO Chs SHXCR R0/0jst BT} USES SHRIR!, QRIMOIM Bl
ooy 2198 IEITAL 2 OLHRIAAL ARE olioin 12001M BTEID X220l 102/39
BY(PIof: 1%/37)02 T 10| 2oiei 1039 B} 5 82 OIE 2 28 S
oy ORIOION Tt 574 Seot SLITO| afst om 2k S50 Kolsiglon, Zmslus
S5 SCIT T SLITO| 23t Z2X0| ZMS HZoHK U
ZRA SMOIME NHS 2 £ B0 SCITS} SLIT X2 710 ZAXIRS vlmst 23, SCITet
SUIT Xz 25 & 69 E= 53 &2 QALY (Quality-Adjusted Life-Year)g £20,000-
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LY 2A HHQR(TISERA) - LZ7 I T4

30,0002] 7ZOIA BISE L 4 UCKT Aorat
UYRITUIA ASE 2t ZH0| BaPt YYXOZ oJ0j9l O[FOR Sl YEOIK|= B8
Aol0i, HISETEERIS 7iC DU HSHE HOIE U 021 THE J|¥OR slof SAjst 2O
2 18020t #2510f 3

S{oFI} b|@510{ SCITRH SLITS 0J0] Y= 8
S 220ist SLITS H|msl0f SCITO Bl ETHIS SRlsh BTt 22is
57| Sl £t Gt Wes

1.6.3 0=

u]=+9] Agency for Healthcare Research and Quality (AHRQ)OIA G2 71H|F -2 A A4 L

27w

—1 L =

Qo] thst AAE BT X893 AT} RCT & 142%H0l|A] SCITO]| slgal= 743 7]ako.

& AN SCITE 2] vls) Z49o] AMs AL kBARg o] dsslel ol glon], =)

o} v]

229

M= SCITE "=zl ¥ish 34 7HdS EA.

B 1.12 0=, =788/ t=E0M

e 8
HE Allergen-Specific Immunotherapy for the Treatment of Allergic Rhinoconjunctivitis and/or
- Asthma: Comparative Effectiveness Review
71 Agency for Healthcare Research and Quality
(=7 U.S. Department of Health and Human Services (B]=)
mpdE 20134 3¢
= YY27|d HZLY Y MMXZRE oh T2 X|Z 2 H| WSt List HAQH 31 M5t HAQH (M5}
A 2ot Y2 U2 AK8)Q| 1t H A0 Tl ZESHIAL &
Sugaps " 2 EIO[E{H[0]A: MEDLINE®, Embase, LILACS, CENTRAL
emes . *.JE—*17I$ 20128 53 2197HK| Goj= e Y #E 2
m Pr A0, MOl =01 UMY LK HIZTE F MAISA}
= |: SCIT(subcutaneous immunotherapy), SLIT(sublingual immunotherapy)
m C: 9of2, A=ERE, 7|&E YUK |=
PlCO ] O: XAI' 7HA‘|’ OF |»R 7}/\’ Iltﬂ 9.|_|-i|
: é*ol = °|§7I4 0|8E, ’5!’&* 3 st 22U
M2 %*HE?i' DIz, Q=7 0l8E, A ¥ ot AU
! To/xlﬂ
MEHES » RCT 28 : & 142™ (SCIT 74™, SLIT 60™, SLIT vs. SCIT 8H)
1. M4
- (RCT* 16™; 1,178%F) 2E AHT0IM SCIT= CHEZON Hjsh M4 S4 71M0| O SANUEAHY
& High)
* I& : SCIT vs. placebo(12H)/Pharmacotherapy(3)/No SCIT (1)
SCITOj - SCIT continuation(1™), SCIT cluster vs.conventional (1)
hst = % Allergen: Dust mite, Cladosporium, Alternaria, Timothy, Ragweed, Rye, Cat, Multiple
';,:,I - (RCT* b; 175%) 2E ¢I710A SCIT= A0 Hloh Y22 7|H|S/Z0H, TAQ| S 7i40] Y
=

A= SIEA(EAH L= Moderate), * ti&Ea2 SCIT vs. placebo(4™)/Pharmacotherapy(1H)
% Allergen: Parietari, Alternaria, Birch, Timothy, Cat
- (RCT* 12H; 1,062%) 9742 HATU|A SCIT IEUHAN AUSAEE0| AT AOZ LIERNZAHYE:
High),
* i SCIT vs. placebo(8™)/Pharmacotherapy(3%)/No SCIT (1)
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% Allergen: Dust mite, Ragweed,Rye, Parietari, Cladosporium, Birch, Multiple
2. YR 27/H|g/H1 2Ly
- (RCT* 26™; 1,764F) 23712] HI710{Al SCITZIS0IAN HIQ/HIZE S4 7§M0] 20| LIEIL
SEA
1970 AU SAXHCZ Qo|0[EH( Ikt Hw 187}, A= EMe| H|w 17H). 7748 AF1= S
AXMCE Ro|0[5t XI0|E HO|X| LUR(ZE A ZE=: High)
* ==L SCIT vs. placebo(23H)/Pharmacotherapy(2H)/No SCIT (1H)
% Allergen: Dust mite, Timothy, Parietari, Grass mix, Alternaria, Tree, Cladosporium, Cat, Multiple
- (RCT* 6T, 591%) 5719| H|Y 2tAAHTO| SCIT IEUA CHEZELT 7|2, H|Z, AFEL| 28
SAE4THH IIME(ZA D High), * iR SCIT vs. placebo(6H)/SIT(1H)
% Allergen: Grass mix, Alternaria, Timothy, Mountain cedar, Dust mite
- (RCT* 6™, 889%F) 2E ATUA SCIT= tHEZO| Hish 42 =O| JWME(Z 7 Z=: High)
* 4=t SCIT vs placebo(4™)/Pharmacotherapy(1H), No SCIT (1®)-placebo controlled
% Allergen: Parietari, Alternaria, Timothy, Grass mix, Multiple

1.6 HAXN Ed0H

G =74 Holl A L2 W8 Hol| ot A A1 £ 7Ho| RIS S5, 7T Ul =N A
FE FYH AFEA R £8 A A= S CEA SCIT= Ykt ] slﬁr»‘c— oLt
1%‘1—8—01 HAgstAL ok S Aol o =3t E3L o] FollA FE(Oralain) ¥} Bl gt 1Hf| 4
L SCITY SAA AT 920 HIs) B Wkl Cluster SCITE Yok} H|w gt 1Hoj 1»‘;—%*0 gk
T2 RIS = ATE HAA Y AAA FH 1122 2Ho |Gl 1HA| A= ekt e S/d34<t
R A ERIE GO Y H| 7|5 7 ERIEA] U

)

i

H 113 Ml AN =2

oy MIFE 2 EE o
CF gmem I e A

A =7|HIH(7H)

57|21 ze Z

1

o F
ne

27 |HIE0IM SCITS
S|ok10)| HI3H Eowh?kfl‘l
O}-I-IAO| _A}- 7HA‘|J_|» OF‘:'7F
Pt Q?JEI‘RIQEL E@‘.HJ%
12, SCIT 00 slgG4 2
f AH = LiAMO| 710| 201

SCITRHZ {2k TiH| =4 Ot

9| 2S Zf3t

23H9| SR Zois HigC=z &

dI=7|BIG  FAERIOA A

SCITSt SLITE =29 200

N PAELE H 2H0IAS

SCIT= &2 Z0fl X0 glo] °f

SR, SCIT, SCIT, g9\ = H 3 g5 MU0 KU
o JlE SUITEL O 20H0[A2Lt
wZMO| HOE0f Hgto] UM

O, OILIHEIAIALL At =

=4 E1E. 0Z0] Y X|=0]

Y E= LoiE Ut 2912 A

i ey
o
9| YUS

1

0

Scredu

1 GGy BF 4 RCT SO %% NR O OERN e
24

[

l_°F>;|>r|O.I-LJ
uu

O}l
-0

Elliott, Canad 23

2 0017 a RCT  SLIT
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NEC U 2 HIHQH(ISHEAL - L2 |HIZ- 4]

o HIER ™ EE AR L
T EmD It BB A

Y712t F2 gt

ST RIS S0 2745t0] 2
o Grass 2IAE| SCIT7t AR &%} XI2E
Feng : Cluster %=X pollen, ooy 2312 9feF QFHSID BUHQI FMO|
3 (o1a) China 8 RCT “orir St gor  MEEH Z357 aiC Smmoizze A gl
ST hair Q1S 0[0| THf 2ol & A
7= RCT7} OfR5| T3t

EEMS S8 SCITO| HIoh
Oralairmz20llA 80| H 714
=
O|AEISOZ QIS X ZSHYE
T X2 7H 298t XI0|= 8l
ol
B rTM= X ol =0 O
VS, Grass OEF=RH  1-3474 graliair; = X% 3 o ey
o ° SX&EY SCIT($2471), A=Y
) SCIT pollen B4 = ] ™
Drani- (indirect) SCIT($948) & Grazax
4 tsaris Canad 20 RCT SCIT, ($1168)01| Hlgf H|2X Fat
(014) ° SUT 7k A

Oralair

P N =]

Oralair™m= SCIT 2! Grazax™
O] HI3H O ®=2 ¢i7t HEC=

A= L=
27t HIESOHHA HluH O

x5t

(b3

ool

SCIT

Vs, Grass OESH  1-2074
QoKind pollen &4 E
irect)

) BTN SYTLE QIR
Off B[} SCIT} B &f&0|Lf
=

2
A=TH JUPE2 =5

ZAD0) 2t f7He| XHO|7F QUK

ot MAHEOI S Y 2T|H|

HXBE 95t M5t HAQHO|

ZA i, HIZ/T IR 285

Solen A TH KM, ASAIR A S

o of Fu9f Ato| HS A |,

sor SOT S OFRA0l Chaf LR S5
ST s gk e OlA =2 20| 2HE KIAIEL,
2lof fggch = AOLOIN BHOHQY AIRS Sidt
' Hste Z74= M0l T

HEM 2 Ngg SFsts 2748

Lin

(2013) US 26 RCT

PE OE F0ERE Ftol=
10| Of RE3MK= LN UK
O
[}

QML TSI H 7EK| A2iet
TEAE  (treatment-emergent
adverse event, YE= HIH
20| F0| TRt HiE
Pichler et al E3i0iAl= TEAE
LH0| FHX|= E= U= O
MRS AFHK| LS. Bousquet
et al.,0f 2Jaf E10E 4249| AR
(U2 ooy £t WR)R
25 g0t 3 HAHOIM 2gX|
EIE0 0| AUS

Calde- SCIT K]
6 ron. UK 44 RCT SscLerf vs.  HDM S9H
(2013) 2|ef

6-2871
-

BE G0N SLISELD

Calde- sciT x 1 opn SOITIZOIN O &2 bi2ol

7 ron UK 33 RCT U s Omes TOH 18V Anaphylaxis SXE(AE)0| &
(2010) oy POIEN A= 2 g mstoisy LR 07 Y

=2 T
Q5 TA AETH 2HEE
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H1 XXt
2 gmog) =7

A=
Too“

z3t
S5t

7
27

S

HA|(2m)

Lu,

2015 China

SCIT

VS.
glof

19  RCT SCIT

A
A

HDM  M|E}

i

474 &~
34

SCIT= M4
ZAEA(SMD-0.94, 95% C|
-1.58~-0.29) 7 &
HAIOF2RA(SMD-1.06, 95%
Cl-1.70~-0.42)7} R2lctA|
A4S0 CHZE20)| HisH St
SCITE 242 MEARt 2R
I H7 |S(2|tHE7 |1,
GiIZFEVIHES, HISFVC
HiEE) U = SN
(Y2 E0| HAZZEZIE)
FE2 RO X2

QM2 Al 2 =4 OIS
HAME0| SCITOA 242t
9.1%(8/88)
17.2%(23/134)0|U2 0 ~Zi5t
ORISR HEX| b5

SCIT

VS.
Slof

88 RCT SCIT

HDM,
pollen,
animal
dander OERZ

1z

mould,
latex

OL-_OL—
32719 AFOA T B
BUEAOH, MAESOZ= 0f
LIZEIAIA, FAL HIY, 227
T=089 2oz HolE
S MUSEEE B 26719
Bu=E BEE0AM 2.45(95%
Cl.91~3.13)%CH Ajxoz
SUst 2EU(12= 27%) XIEH
BRSO HIMES 1002 1 £ 1
o2 =NE

Al BRFR0)

AA= allergic asthma, AR = allergic rhinitis, CPG= clinical practice guideline, HDM= house dust mite, NR= not reported,
RCT= randomized controlled trial, SCIT= subcutaneous immunotherapy, SLIT= sublingual immunotherapy,

RC= rhinoconjunctiviti

2. 714

S.

G =7H A =4 H
] 27 W71 Eof HA 2 Y] 587

Aol L=l H e (siEAne)

= o1

=

OJX}A] oAl &

= =

g SIT A oA
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1.1 72
AAS BRSPS 5o LU= A RAGISIEAD] B bR B el e kst

g ki on, e e B/ Tefelel el el Aea o] e e
9 314 17} £ 9193015} ‘A919s) 2} ghepy o] ols AR Bl

AAZ B0 EL th-2-9] HAHES 7|Hko 2 PICOTS-SD, E34M U A4 59 3142 34519t
o R AR (oA REX R F2 Y27 ]H|YH SRlolA P 0 & QFskal A1
o G2 AIQH(WolFADS AEAR S 4] FRtollA] AAFF o F Qbdstal E3FARIZE?

37 Y] 7t 7/g 840 TR AlFARES tho] 1o} Aok SRSl 8 241 PICOS-TSS
71EA AR (G 2. 1) 20, ti 3L, Bl WAKE, AR 5 AIEQ1 ARARRS A9193]o) HES

&3 sttt

G278t A A2 sk 7| da A mHRle| 22 = AghHE TS FHEsH | = 5kl o

Zh TR B3 ylibEelks Rl ffsl Ao Al =4, W 5= ERIskL 2E3 Yok AlAIShe
AT 7, A7 -HiA7 1%, SEPER 5= AESH] ZF A0 fiAE Sl 27 H|Y S A ow
AESIGITE ot | 27]8] i} HAlE B SRbehes SRS o= 4385k A-tof| gFsto] 22t
Aglo]| B 2g}sto] BASH| 2 SHqint.

H| WAl &2 -?49?—& Agsilom, BEA|REe SAARI FEAmE Aot BEA A= A Lfst
712 stHcy. ABESHE AA(O): Dupilumab, Benralizumab, Reslizumab, Mepolizumab,

Ol S Ao F= 0] 3 A BB o2 Asele AL
HAAC] TAE 8717 58 MY 1), 5 7147l vl mrksgol drt T Bssk

R S B B0 oL 18 R R AN/ 9 S

F91 ARG AP ST Al Rescue SFEAN, SFEE4579 Sof ool AATste] Aleke

o 180 SISl A9l AR $9 SIS el

N

OE_I



H 2.1 PICOTS-SD MIEUE

CHAF 3F }
ekt SIERIIS 24
(Patients)
_ J45.0, J45.01, J45.02,J45.03, J45.09,
KCD-8xt J30.0, J30.1, J30.2, J30.3, J30.4
J45.11, J45.12, J45.13
L N _ .
; L= HAQEH (LISIEEA L= HALH (LISIEEAD
(Intervention)
LIIMINES o P L
(Comparators) o MSSHE HMIE MRSt £t AR o WSS HMIE M2t It USRH
- 58 2 OIS - BN U 0IS
- ML O[S - ML OB
@ Anaphylaxis @ Anaphylaxis
@® Epinephrine use @ Epinephrine use
(OSE== ] ® T FEH7|
@ 7|Et HAlO[HEIS @ 7|t DOl
- 24 OJRES - A2 IS
oIx D B4 Xalisk= sl © ZEHS XMalfol= 223
a8H o oy meuis-smes @ Y DjgHie-SUDE
OFMM ® B US-2H Y TE ® AP US-26 I TE
@ FARY LT L EE @ FAEY LT L EE
® 7|Et ® 7|Et
- S0st o|AurES* - SList O[S
LA O M =2 4 2 =2 O MY =2 4 = =2
ZAIfHHa @ Hoil, X&X 52 S0et 7|5 Aot @ Hol, XI5™ =2 S0t 7|5 Aot
(Outcomes) ® S5 UH =SS U AF ® S UH =2 Y oy
Doz Qo SEH WE ¥ U XETt DoflE Qlo 4 WE H UM KBt
Q7&= 42 Q7= 89
s SHUASTES s SHUERHES
(Symptom Medication score) (Syrmptom Medication score)
OIAEK] e SME o SHEs
:_c" -ll (Symptom score) (Syrmptom score)
3 . as sz As . OB A8 UL
o Ao H o 7| AE
. sl
P20~ v S PSR
™ _
Sa | M O FEIBRIERG) KM
FHBAIRE (Time)

U4 ME (Setting)

ot 7
(Study Design)

* SHiet 01HES: “Anaphylaxis'2 FOIYES| ‘Grade 4' Of&f2 SAEY| X

Stst
=h=]

A AR} dlo]ElH|o] ARl Ovid-MEDLINE, Ovid-EMBASE, EBM Reviews

- Cochrane Central Register of Controlled Trials& ©]-&3FHEH I 2.2). HAo= Ovid-MEDLINE
ofA E-83F Mol 5 7|0 & 7} t|o|E|H|o] AL EAJof YT MRS A4 5HH, MeSH term,

~
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NEC U 2 HIHQH(ISHEAL - L2 |HIZ- 4]

eloliA, A A 0] A2 288 FEskit TR AN U AN AT [R5 3]0

’

A

H 2.2 59| T} Cf|O[E{H|O]A

I 23 Hu URL &

Ovid MEDLINE(R) In-Process & Other Non-Indexed
Citations and Ovid MEDLINE(R)

http://ovidsp.tx.ovid.com

Ovid EMBASE http://ovidsp.tx.ovid.com

EBM Reviews — Cochrane Central Register of Controlled Trials http://ovidsp.tx.ovid.com

S EAHAL 3719] 4] HAAFH o] #|o] 291 KoreaMed, TH42]8h=t|o|E]#o] (K MBASE),
w881 B A(RISS)S 0] 85HATHA 2.3). AANAZRS 229] 7MY A| AL83 AMATES 7|20
3] =R AR}, A So) 21951 S H|o[EfHo] 40| - o & 23] 47, ZHAslsto] ARt
o0 7t glojg Hjo]A0] £/go] B0 P B e E-8-sto] HASHoIt.

H 2.3 =L TKHO[E{H|0]A

U F ZMA URL 4
KoreaMed http://www.koreamed.org/
O|sk=F0|0|E{H|O] A HA(KMBASE) http://kmbase.medric.or.kr/
SR SEEHEHARISS) http://www.riss.kr/

1.3.3 ZM7|ZH R STA0]

£419] SHRITE 2001 AR A7) BaE £ 0w ARG o] Wl Jolel ZuEHoR
Agrstect.

1.3.4 £7| 7N

HAFAHL] AR B ] SIte] 79 o)57]eB b 1] Aol 9 A A4 BT

% 29 GOl B/ i A0 52 e, 2 wlel Al 710 Aget B
7}z FEsto] Aol g WS

o] A AR BT SRS BRSS9 Aol T A4/A0)1Ee A8t 2w
AL = i ool AEATL SYHOR £ T, 92 YOIF Fotol LS HF Adstert



WA} 2k o7 BAA 7} S Aol £993E Eoto] AR Slof 9AAX S MaAsIFom, T

> SEEE AASIAT AR 23 A8 /HiA| 752 o2 ATHE 2.4).

SV ES BRI =
- UZR|E FO U 2I|H|Y HA SXIE HACR SHHTL - Q7 [ ¢I7U} OfH ZESERT E= FAT)
- Y27 OotFAt HHYQHS falist AL - X7t Ofd HHBA, letter, comment %)
- BlIAHSIY, 7t o2 Q)9 bt o - SMRHES0H URE 07, Sil=R, VUM §
- Mmet oaAIs 17| 0|4 &5t o1 peer-review2 HR[K| 2 ZQ)
- GITLAMAI7} RCT?QI ¢ - 3120 F= YOjE EWDX| e 25
- 20014 0|3, 312 E£ YoiZ EHE A7 - 92 gu 2]
- 35 & 39 UMK S8, BuE AIKEE 5
o5t o
= L

SO 24 BXZ SO 0pRS

AMES
o
o ;ﬂrg Zatorgmia, EA T4, H7|s A, o2 AISE 24, 4
]

10
A

=t (=

2) 2A2| i AAAIE(Randomized Controlled Trials, RCT)

ZF Aol A SR A HiAl 70l M o ARGl et 8= A s 71 A1) A S8 2l
Cal ili‘%%— AABIAY S EA Al Rescue OFE AR, eSS4 5 £30IA ARl
2 Aeole AR S B2 dA= skt
u=2] Surveillance AollA /ol SCIT A= o]%-, A2 41A
19738~ 2007'd Alelolli= X8 A<l AIARES: 82712] B a7} A3 -2 7134 0 & glo] E| ARt
A= Fashe A0 & el on, 20018~ 20079 Afolo]l A2l AANES: 5 APg-e 60w
AT o]t A= SCIT HH o] Z2EFO| ZiAlE AL P A2 QIR Aoz 753l
o]%, 2008E~2010 Ato]ofli= Al At E01E] %] gkthal B 11519t Bernstein DI &
T., 2011).

-{o

ESE ARIA (Allergic Rhinitis and its Impact on Asthma)©llA 2001 9]l Intermittant Symptoms¥}
Persistent SymptomsS T~Eok= 7|&& AA s THBousquet J, et al., 2001). &3]0 4+= SCIT
AEE el 7122 A7 12E HeetA AXE A, SCIT A& Z2EF0] 7|02 A2 l ARt
30| ol A& HE A, SCIT A zHo| =i T E o] SAE Al 501 20019 & #Rtstod,
AEE3E 200149 o] 5= Adtetoirt.

1.5 HIZEE Gt

i

HIEE S Frhe= T2 A/dA-1ollA Cochrane®] Risk of BiasE &-851%.0H, & 5 o4
O] HEAT EHAH 07 A5k, JAEYA] A =95 Faf 245
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NEC UH|Z7 HOIQH(IISEAL — LHIZT HI - A

HIEY Q3 sres iz
Cochrane Risk of Bias

M HIER DAY AN, HER

AR HIER IR EOIR, ITKO| CHEH U 43 EIZES Eets O BN HIEE uey

ZUBOI HISY 2T W0 CHSH =71R 49, EIYEE YIRs T2 RN HISY ==l
SRIHIEY ST AR =5

S HIER e ZopEn

AR5 2 AP0l oA A4S
S4H 08 ARFE P ulet BRS FT F UE & 9] YEA $2E A0S FYHOR
AESH, F AEAT AR o|Fo] BT B
S5 gofsoict.

ARFE PAL AEAT 20 AT 7, 29921 Bole] HE SYston], AnFEel Fa
82 9170 UNbE Y@L, A1, A7EL AFEA ), A7, S, ey A,
avby A5 ST ARAE AL 52 4210 AXIsoch

1.7 Xt=2ghy

A= 3d2 FA E4(quantitative analysis)O] 7FsS 739 HEHEA & =351, E7Fsd 49 24
HE(qualitative review) 'H-S 28519t A75A A= o] <ol = risk ratio (RR) T+ odds
ratio (OR)Z A5ttt o] 4% I4lAkd eAl= W -3 BPH(Mantel-Haenszel method)&
ARESH HZF R T (random effect model) 02 EA513TE HEREA A], o]Z X (heterogeneity)©ll
et gk -4 A|ZH 0 & % T-(forest plot)S FRIGHIL I statisticS AME-5to] &3 7+ A%
o844S sttt I° BAIR 50% oY H9E= AAH R o]y o] il T = 9lonE
(Higgins et al., 2008) & B4 o] 7502 74 7F BAIA o|d/dS wtsloltt. 5414 24
RevMan 5.4 -85, o7t 83} 2}o] 9] SA1A 79482 Fol<E 5%ollA Tatsiitt.

rlo

1.8 Z2H=E HIt

AAA EAF A9e] A 22 Grading of Recommendations Assessment, Development
and Evaluation (GRADE) F< W 0= B76IthH4d 5, 2022). S-2uU=e] A 493t A&
A 5 1ot 8 AAA|ESO| gt TAFEE A

RE AT EE= O WA (critical), @ 85| FE A4 H o] x| -S(important but not critical),
® 9 2 93Klimited importance)®] 37] HZof W}t %9 T (importance) S 7511 (D A2 Q]



(critical), @ S Q3FA|TF A4 Z o] x| 2k-&(important but not critical) 2R #5 A0 2 GRADE

<ATES gRlskt

2. 2AXIZEX| ZAL

=7 1&AB 1ol ARSI 7H S whegsh At el 220 el e el et Txske AEAIE o
S o A2l dat 2YTFARE AAstol PHH7IE AWk

2.1 ZAILHARRL

of o =L AnA Felo] 7R T Yol 02 Agslsict

o 22 20234 79 24U D~ 108 6ABVHA WBaHALE. A g o] wnzlela g
F01A) 1 B EA oA B A5k, thy 8B B9, Wb, o)) B 2
7h] 5 38 AJo]i2 AR E(51 32 A1 Bs] AR 38 Ao|EG30] A7HRE AMIstol pargel
Fof 41748 skt

oI A S OBl 1918 AR, W 5 AR1% A5S FT A7 ol g Beisiglon],
QAT B2, ol ofe v, WA A ks 5o 8-S AR T olol SIS
o2 HYYURAE $o) AeE YAt

2.2 ZAMHY

ZE wejdele7 Ao ks B2 5ol XS loks 2151 R (Focus Group Interview, FGI) 210
2 QIER-E XI386ioitt. A-ofRIE § 1R 2 goto] Aol vig Hitxeke ARA] (semi-structured
interview)E HIOE QIEIRA| HAHL A2 AFEA Uhs 5= TS 5181t FGI A3 o] 2 o] thgh
SESH T clEo] HdEA Aol o, Azlo] A3 A, ool W B4 5 Aot IeE R RS
A om, At Ztojo] gt ZAVYS] SOt HSktH RS 7, 75 8]

Q= Fo] QloH AAEA] olop[stAU THE = 2= QHisk3ITh

2 2 IERAE R 28 AR 24K W92 Aesil o, e W82 =5otal dAfsio] £4 A==
9
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SQE(TSERAD - L= |HIH- A

6 SAPIX| ZALYE

7= g
N2AYYE 2 A7 £7 54
15474 ERHCOE URHIE)0 44 23 2 B
() UT/NZH AL B
QIEE J10IE Zr
o &0 NE H0iR7 55 Heg ot A32ld
—

7] B5)

EHHCBY (YRHIE) 2
OIE{E T2 OHYf T AMM RBX| 2O

Q| OIE{E ZId(warming— up)

3HA ZHTCHE YA A1 S 22 (rapport) B
(2e|AE[0]4) A 2N A 24 Foko tiet 4

Tty 88 2 =57 A= &0l
AL R 23 QIEHF T

42 — Ax5}E Qo] Ko XI5l

- - WU F7t AR R IA A 2E oA wE
2IHR E&
29 EOIH(HE 7IE

551 R

(&2) )

= 5'-5", ofiA
UM Ay

2.3 ZALHE

70 ZARG-S B

SOl WY& 507257

o) oJi2 Zeislsick

H 2.7 SR ZAILR

= oo

|

9 Szl et ool A A, ARG AR F A B
EREEL
1=

2.7), 5= 6]

157]] ARG 2 3Rl om, 3 FAIE SHoE Hoike

Q obu

(o [e;] st=2
=) S=
&t 245 (1) L2276 - M4 X2 AIZA|7]
o’é!-‘?-._*?%* E'-Jﬂ (2) B0 2 Ol5t MjEto| 2WZF HT
SRR T () 2A2d XARUWERA O D2 Xi2Y 2
IoH - A E7| HIY - MA X|B B 0|Q
(1) QA2 HAQHWHFAN X2 2 0IR - A2 FHO
xlﬂ?dx-l (2) XlEEH 741-IQ| O-IE:IO I-IE
() XY SEMSAL, X2 FHO SEFE, K& Y Al Qs HE
Xzt (1) X2y & 2=
(1) X5 & 21
XNzZ (2) x|z (R UEE
(3) X2 FHMOlst
7|E} (1) YHE7|HIY - MM X2 ¥ 2 HALH(TISIE=ANO| thst 7|EF 27

2.4 Ay

A5 BAPEL AR RY 0 2A AT Bo] U 1G-S FAMR Fo] MAIIBHE e
17

H(content analysis)2 &85}
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TR o] J8) Se) AAeo]Elol ol A AlEl BRI & 1,628W(E 2183, 79 1,410
o]l 57|78 0% 28-S F715terk. 2 dolgHlol Aol PR BE % 32080 FRERS
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(.2 510 71<stelet. £, £ wpgol A MAE BHe (83 30 l&stact,

=2| H|0|E{H[0|A(n = 1,410) =LY GIo|EH|0|A(n = 218) 7148 (n=2)
* MEDLINE (n = 241) - KoreaMed (n = 68) * Google Scholar (n = 2)
* EMBASE (n=1,001) « KMBASE (n=41)
* CENTRAL (n = 168) « RISS (n = 83)
|
ZE U fE A4E 5 HiHIE 28 5 (n =1,272)
c S EJ HAMAIY A7 (n = 25)

rar

g% e £

« SURP}ORH 9178 (n = 468
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« Q2T HIZ B2 FA| BIR}CHAO| O $17L (n = 28)

* UHEA TSERA HHQHS 2SIGK| 212 O (n = 8D)

« OJoF 52 OFZ QBT H| WS HK| U2 XL (n =74)

* MEot olg A} HTX| 92 ¢ (n = 13)

o ERIOHIH IO MO0 SHEGHK| Q12 O (n = 81)
ZMATI} 2001 O|HQ! S (n = 89)

2R (=9

« Y2 S 2T (n=2)

A 1) L 271H|Y (h = 25)
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1.2.6 =zt §4

AT ES 38HO] T2 710 | 37 FEA|=(Pharmacotherapy, ©15}, 2FE8%)0] 2 1L
(Placebo, oft, $1eho|h=rl GH 27189 Rt fIoFTt Uit

31%o] PoFg8

H 35 MHBSHO XH BF
S51(H
| U 27|H|Y UHZI|H|Y & FA 4

HouHE T (Placebo) 31H 25 1 5

F7t 922 ¥ (Pharmacotherapy) 7H 0 0 7

1.2.7 N2
el 387 Zol 22p7|710] 12719 vighe 7m0l 9T 124 8~24709 vIRke 19, 24719
oJAR2 1210] ]tk

SH(E)

Ao

H| o2 7[H|H AFZIHIY & HA
12719 Ojgt 7H 5 0 2
12702 ~ 24742 O|3t 10m 12 1 6
2470 Ot 12 8 0 4
1.2.8 MY =3
AEEH 389 Fof =27 "I (Tl £8%=71 80.0% "> Re™, 80.0% ~
90.0% W¥R 114, 90.0% o) 11Ho|Ax gi%*—;l'@ FH-2 4Ho| Qi
H 3.7 MEESO S =
2SI ()
AO =
T HA| dyEIHE LI & Al
(80.0% 0O|gt 12m 9 0 3
80.0% ~ 90.0% D|2t 1™ 8 0 3
90.0% 04t 1™ 6 1 4
=24 4™ 2 0 2
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H7H g el S 2o H R A or RSt AHEd 8 542 v ETHE 3.17., # 3.18). S =7]H|HolM S =3 m5iEAHSCIT)oF floft

H 3.8 Yd=27[H|YE MEHEHH ELH (% SR Hetr 2, EHAT LHERE HE)
Lo =1 PX S Za =X a=
No 1mx ER  2E Arien gyea gy - 4% #AEE sge oz ames
8= b pyms swmssy 4 azica 00 @Y -2 T oy amy v (G % Ha
SCIT vs 99f (26T)
Seasonal
allergic rhinitis X7k
ey with or without 240(161/79), 36|\/I|_.
o = intermittent Birch pollen olot AR |7} 79.7/  CSMS
1 Novak 2022 e O;/Epld asthma 38.4 (12.71) seasons SCTs 29 © O FhITH 78.6  Symptom score
= monosensitized 40.8 (12.99) 60M
adults &
adolescents
Moderate to .

Phase I high
severe 30014/16) el cur?wsjativelgiioire
seasonal = 26(10/16) Grass (2% w/v 714/ regimen of the

2 Starchenka 2019 o= HI®  allergic rhinitis total: 32.1 (9.56) (Pooideae)  SCIT_1 L-tyrosine, O X 5% 10(')0 immunotherapy
and/or 37.1 (9.37) pollen 0.5% : Gene expression
conjunctivitis  27.8 (7.52) phenol) orofile i3}
(SAR) =

i o ek
th|n|t|.s/lrh|nolco 253(124/129) Birch pollen (histamine
njunctivitis with =122/127 . .
HE r without allergens diydrochloride 98.3/  Symptom Medication
3 Wom 2019 £ ofand OV . SCIT.1  inan O O  36M ' Y
< allergic active 37.6 [12.2], o . 98.4  Score
Al i PR W= aluminium
bronchial placebo 35.5 . .
2= hydroxide
asthma [11.2] )
suspension)
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AL X =X Zi7 J—
xx  BE O 2d THes gaza Ty gz o FEE sec zg zmws
4= =t gwag swmssy 4 aecH) 0 @Y = T omgamy gigm) (/G % HlA
Moderate to Grass birch
severe seasonal pollen CSMS
3. HIY allergic i>54T>§3(7326/71 /8127)8) followed by 92.4/ RTSS
Mosges 2018 ==} or/and  rhinoconjuncti- = Cs (342/175) house dust  SCIT_2 {of o O 3F 96' 0 RMS
AL vitis - PP (339/171) mites, cat : SS (Nose/Eye)
with/without epithelia, and Well days
asthma dog
Grass CSMS,
56 (26/29) pollen (SS, NS, OS BS)
Moderate to = (18/26) subcutane MS, MFD,
severe ous 69.2/ RQLQ, level of
ATH[O| [Hte:] olot
Rondon 2018 AHEL . Local allergic  37.73+10.91 Grass pollen specific =4 O O 12M 89.7  asthma control and
rhinitis 38.79+10.69 immunoth rhinitis severity,
erapy Rescue medication
SCIT_2 =7t
ek AAdSS
1. H¥ Moderate or 58 (30/28) House dust (sterile TCRS
Bozek 2017 B3 severe mite so_q  aluminium O O M - R
asthma: intermittent 68.1 + 5.9 (HDM) - hydroxide
n=0 allergic rhinitis 69.2 + 6.3 suspension Rescue medication
packed) 7t
106 (36/34/36)
= 92(31/31/30) (SLIT+SCIT)
Moderate to 2ok
severe 34.1 (30.77~ 86.1/
Scadding 2017 oz 1. HI% grass-pollen-in 37.45) Grass SCIT_1 o o A8M 91.2/ Rescue medication
lerai 32.8 (29.97~ pollen + scores K|
dupgd allergic 35.63) SLIToR! SLIT+ 83.3
o
rhinitis 33.7 (30.46~ olof

36.89)




ol
=

=m - AN ALKE oF H =X o < N
No 1 XX} =d T3 - ) Eﬂlgﬂ 134_'_:—! ¥ B - 712t =k FQ A
A= b oams swEs-sy 4, AF(/CH) @) s oy EIY  (hEm) (/G e
CSMS
Moderate or  60(33/27) SS
8 Boek 2016 ERS 1. Mg o0 ;?1{_}3 : Grass pollen SCIT_1 {0 O O  36M 983898/ MS
allergic rhinitis 68.1 +2.4 Rescue medication
7t
Moderate or
3. H|¥ Severe LAR 262(18(81/;/81)5) 722/ TdSS,
9 Rondon 2016  AHQl  or/and with/without 426 + 115 Grass pollen SCIT_1 {of o O 24M 83;3 TdMS, CdSMS
A Conjunctivitis DR ' MFD
37.22 = 108
or Asthma
Allergic rhinitis
akr:.d/or a.IIergilc_ 120 (61/59)
3. v I’.I.nOCO.nJUHCtI = 55/47 TcS
10 Kimek 2014 =2 orfand MWD Grass pollen SCIT2  9i%t o o 1m R g
Al additional 371 + 104 79.66 TRMS
controlled 362 + 107
seasonal
asthma
Moderate to
severe
persistent 285 (186/99) CSMS
3. HIg allergic = 175/94 Both birch 9,08 SS
11 Pfaar 2013 = or/and  rhinoconjuncti— pollen and  SCIT_1 {of o O 24M 94' 9 NS
A vitis 31.3 + 124 grass pollen : ROLO
(1) with or 31.3 £ 118

without allergic
asthma
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HLCH S =T
No  ixm  EE Saacal R xz FHEY  aoc zp umms
ax ChAEa  Suag-s4 4, AF(/CH) @2) 2-us o Hem (/%) EA ]
Moderate to 195 (135/60)
severe CSMS
. ) = [TT 126/53
3. HIY intermittent PP 103/45 19M 76.2/ SS
12 Pfaar 2012 = or/and allergic Grass pollen SCIT_1 {of M 75' 0 MS
AL rhinoconjunctivitis ' Asthma Score
with or without o1 * 124 ROLO
© w313+ 118
allergic asthma
32 g Symptom and
LIT
13 VYukselen 2012 5. HI”¥ Rhinitis and 1:63(1(;02/10/10) House dust 19M 93.7/- Medication Scores,
and FA! Asthma 9 2+_34 mite (HDM) SCIT_1 o Pulmonary Function
101427 = Tests, VAS
Seasonal 50 (30/20)
3. HIg allergic = 25/19 Alternaria 12M 83.3/ E/ISSMS
14 Kuna 2011 or/and  rhinoconjunctivi alternata SCIT_1 of 24M 95' 0 AQLO
Al tis and/or 11.74 + 393 36M ' ROLO
asthma. 11.20 + 414
allergic 61(31/30) ggl\/ls
HI2  rhinoconjunctivi
. 3. HY rhmogomunchw o TT 27/26 . i 774/ MS
15 Hoiby 2010 or/fand tis with or Birch pollen  SCIT_1 |2k 18M
M i . PP 24/21 70.0 ROLQ
AL without allergic .
Immunological effects
asthma
l\/I|I.dl~$evere 46(33/13) Immediate or
o Rhinitis, olot Delayed Cutaneous
Martinez— 3. Hig conjunctivitis = 37(25/12) 21 3.6M 75.8/  Response
16 ) 2010 orfand " . 30.9 (7.0 Grass pollen SCIT_2 (Histamin+ x : : P
Cocera - with or without . (3~4Mm) 92.3
A . 31.4 (7.3 saline) .
concomitant Specific
29.5 (6.1) .
asthma Immunoglobulins
allergic 184(137/47)
3. HI¥ rhinoconjunctiv = ITT 127/43 854/  SMS
17 Pfaar 2010 orfand —itis with or PP 117/40 Tree pollen  SCIT_1 ot 18M 851 ss
AL without allergic 38.5+ 11.6 )

asthma 39.0+ 11.2
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A =Xt e
No 1MXt Eo g - _?HE" sl 22 13;-!5' — FEY esc zo FMHL
3E =t oyms swEsesy S 9H(/CH) (&8) s Henvy (/%) 2 H
Symptomatic
rhinitis or 317 screening 82.4/
Rischelm— 3. HIE rhinoconjunctiv. = ITT 140(66/74) CSMS,
18 ann 2010 =Y or/and -itis, with or HDM SCIT_1 of 12M (30 reduction of the CIS,
A without mild  30.25+ 9.56* protocol  SS
asthma for at 29.31+ 8.1* violations)
least 2 years
H=2ic, allergic Tree and
19 Ceuppens 2009 2/, 1. HI® rhinoconjunctiv 62 (30/30) grass pollen SCIT_1 of 18M 9.3/ CoMS
o= —tis = 28/30 birch pollen 1000 S5
) p
Severe 35 (18/17)
3. HI¥ seasonal 322 Phoenix opot 44.4/ CSMS,
20 Chakraborty 2006 ol orfand rhinitis in the 32'59 sylvestris SCIT_1 ste?rile PBS 48M 35'3 Pulmonary Function
AL P sylvestris : Roxb Pollen : Tests = Figure HWA|
pollen = FU (8/6)
allergic 63 (43/20) CSMS
3. HI¥ rhinoconjunctiv. = 41/19 95.3/ VAS
21 Colas 2006 ARl or/and -itis with or S kali pollen SCIT_2 2|of 12M 95' 0 ROLQ
A without 24 (18-51)/ ' Number of days free
asthma 33 (18-51) of symptoms
Six grass
pollen
Seasonal Zlgrgerlwsmt
3. HIE allergic A5 s, CSMS
22 Corrigan 2005 ==} or/and  rhinitis/conjunc 1:>5471(;gé77) m SCIT_1 of 36M 982527/ ROLQ
AL —tivitis with or Lolium pérenne, : VAS
without asthma Phleum pratenss,
Poa pratensis,
Festuca pratersis)
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= EHH - 1%
No 1mm  EE 1d S SO B S 2MEE e 72 Fams
3 A gums swmgss 4 gmpcw 0 @® 2-Es T omygaEm gigm (/%) %
Zﬂe‘i‘if;ate © 62 (NR/NR) S
3. Hig seasonal = 57 (29/28) sS
23 Jutel 2005 ==} or/and . Grass pollen SCIT_1 of o O 18M 91.93/
PN allergic rhinitis, 25(21-30)/ MS
= with or B ROLO
without asthma 24.522-26.5)
Monoclonal
antibodies,
Rhinitis 16 (11/5) Cell surface marker
HIZ with/wi |
ey 3. HIY with/without = 12 (9/3) i O 81.8/ analy§|s,|ntrqc§||ular
24  Gardner 2004 o130} or/and Asthma for at HDM SCIT_1 ot X pre- oM 50.0 cytokine staining,
= MA least the 2 38.7%9.3 post ' T cell proliferation
previous years, 29.3+9.7 assays
SS,
ROLQ
32 (16/16)
3. HI¥ Rhinoconjuncti- = 23(11/12) Ambrosia
25  Mirone 2004  O|Z2I0F  or/and \vitis artemisiifolia SCIT_1 of o O ;im 6785?./ gg/ls
MAl and/or asthma 37.25(27-54)/ pollen :
36.31(23-60)
Seasonal 30 (15/15) Zadr:i:(t::na .
26  Polosa 2003 O[f2lob 1. H|E allergic rhinitis JM.:.n SCIT_1 of o O 12M -
without asthma 32 (1-54) HEE) MS
34 (2053) 2/34x]

AAdSS: Average adjusted symptom score, AQLQ: Asthma Quality of Life Assessment, ASS: Asthma symptom score, Cs: Complet case, C: Control, CASMS: Combined daily symptoms—
medication score, CSMS: Combined Symptom and Medication Score, FU: Follow up, I: Intervention, ITT: Intention To Treat, M: Months, MFD: number of medication—free days, MS: medication
scores, NR: Not Report, NS, OS and BS: individual nasal, ocular and bronchial symptom scores, PEFR: peak expiratory flow rate, PFT: Pulmonary function test, PP: Per protocol, RMS: Rescue
medication score, RQLQ: Rhinoconjunctivitis Related Quality of Life Questionnaire score, RTSS: Rhinoconjunctivitis total symptom score, SCIT: Subcutaneous allergen immunotherapy, SLIT:
Sublingual immunotherapy, SS: Symptom score, TCRS: total combined rhinitis score, TCS: Total combined score, TdMS: total daily medication scores, TdSS: total daily symptoms, TRMS: the total
rescue medication score, TRSS: Total rhinitissymptom score, Tx: Treatment, VAS: Visual analog scale
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B4 ARl Ao A FAHSCIT)H ti2 7t Bl 0232 F 13O R tR272 9|2 (Placebo)te] 6H, &84 o] 71Ho it}
H 3.9 HA ME23 S4B (% GRTRARE WERE, STIE LRE B
=m Azl L AFK} : ?ﬁlﬂﬂ A} xR o
=0 T3 — otMIZ Al =1l =z 7} TS HIT
SCIT vs. 19f (6T)
32= 30(10/10/10) olo CSMS
5. H|®  Rhinitis and 10.9+3.2 House dust _ .
1 372 Yukselen 2012 =H and & Asthma 9.2+3.4 mite (HDM)  SCIT_1 O O 12M 93.7/ Pulmonary Function
SLIT Tests, VAS
10127 ,
ye‘ii?ffosg: 14%6(/5(?/)25) House dust 76.9/  Reduction in
2 436  Blumberga 2006 o 2.0 FA dust mite mite SCIT_2 f{of O O 36M X . .
: 29.8 (£10.7)/ 89.3  inhaled steroids
allergic (HDW)
) 285 (£7.1)
asthmatics
. 64 (32/32)
. Mild to SS, MS
3 13s COERD o005 Amol 2 A moderate =84 221y Som gl o o smw B4 oy
aina asthma 235 = 93 84.4 AQLO
238 + 7.7
Der p D fairee
(0 ),
Mild to 132 (66/66) cat ad dog CSMS
4. A moderate = 129 (64/65)  cordsr, moud 6M, 12M, - 96.97/ Morning PEF value
4 1354 Wang 2006 5= orfand asthma with or mix Aveicen  SCIT_1 f{of O O 43M 98.48 l\/Iorning PEF value
HIZ  without nasal  10.0 = 037  cockoech gass ZRA ( /mm.g hase 1) A
symptoms 10.6 + 0.42 pdllen i, tree ' P =
pdlen mix and
weed pollens
Mild/moderate 72 (31/41) Symptom scores and
. < Bronchial = (29/36) of + 935/  drug use
EH Al
b 450 Maestrelli 2004  O[Ef2jof 2. F4 asthma for st 234 + 98 HDM SCIT_1 Histamine o O 36M 87.8  Pulmonary function
least 1 year 20.2 + 8.1 tests
' Symptom and
. Mild/moderate v
4. FAl o medication scores
ATO] asthma and/or 63 (32/31) SCIT_1 of b5W 90.6/
6 1397 Ameal 2005 ARl or/and rhinoconjunctiviti = 55(29/26) HDM O O (12M) 39 Symptom score
HI s Medication score

AQLQ
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sm 2 arhaxt e 2% oammE o
=0 T3 = otyI2 A =2l = 7} TS HIT
No RN# 15Xt oI 27} %‘s‘u_l- ol 2. o424(/C) AH 2 :Z;EE =R OFRA B TIA (-‘r’;I/IK/I) (I/C.%) |
SCIT vs. 6E2%(7H)
8-
Pollen (tree 155 Asthma Symptoms
ITT 50 (27/23) mix, grass, SOIT 1 OfF asthma weeks; and Medication Score,
Gabriele de ~a Physician-diagn PP 30 (13/17),  ragweed), - treatment 419/  Naso—Ocular
7 25 Vos 2021 0= 2. T4 osed asthma dust mite, © usual © © IQR 62.9 Symptoms,
3.0 (x0.8) cock roach, standard care 142-156; Skin Symptoms,
3.1 (x0.8) mouse, cat, MS
and dog
48(16/16/16)
Karakoc— = 43(14/14/15), =
8 8 Aydiner 2015 _ = 31(12/10/9), AHER= 36M 75.0/
Mild to 62.5/
4. MA moderate 7.00 (1.77), 56.3  TRSS, ASS, SS, MS
B7| or/and  persistent 7.57 (1.98), HDM SCIT_1 O O -—— VAS,
HI®  asthma and/or  6.50 (1.6) 87.5/  Lung function tests
9 1169 Eifan 2010 rhinitis SLIT 12M 87.5/
10.46 (1.16), 3.8
10.40 (2.66),
10.14 (1.16)
. 55(17/20/18)
Mild/moderate ozx|z
4. HA persistent = 50(15/18/17) B 88.23/ islsz’i irse ?’\éllil
10 858 Baris 2014 Ef7| orfand asthma HDM SCIT_1 O O 6M, 12M  90.00/ gure ~ co
i 8.8 (1.1). PFT: B2t X0I9t82
HIY  with/without 7.9 (2.6) SCIT+ 94.44 jroeh
rhinitis 9:2 (2:6)’ Vitamin D =2
4. FAl Allergic asthma  21/20 Clinical Efficacy and
11 327  lomno 2014  AM@l orfend Vi/Without HDM STl BMogHR O O aM - P
= ey mild allergic 9.00 6 - 12) - ee 7 AQLOQ,
= rhinitis 9.00 (6 - 14) PFT
Moderate MS. SS, PEFR (% of
persistent to 40020720 predicted value)
12 1216 Tsai 2010 Efojt 2. TA severe HDM SCIT_1 OfFER|= O O 6M - Medical contact
’ 86 = 2.9 )
persistent 835 + 243 (no. in 6M)
asthma T Rescue medication At
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énr A ﬁ-_ﬂ:ﬂéﬂf 1 %ﬁlﬂlﬂ 7E"I|_I- _,::_E.!pd.,g. soc
E 3} g yyaH T FES 7izt e bl
o RNECTRRme @ g el I P =i " oy Emy @y /C%) =
Mite _
o e U, - .,
13 1215 Alzakar 2010 022  or/and  with/without 8(1.7) Trees SCIT_1 LN @) @) 12M 81.7 pine O%ilﬁ A0
HI  allergic rhinitis. S Molds . M, < =2
= 10 (1.5) EIvN

AQLQ: Asthma Quality of Life Assessment, ASS: Asthma symptom score, C: Control, CSMS: Combined Symptom and Medication Score, FU: Follow up, I: Intervention, ITT: Intention To Treat, M:
Months, MS: medication scores, NR: Not Report, PEFR: peak expiratory flow rate, PFT: Pulmonary function test, PP: Per protocol, RMS: Rescue medication score, RQLQ: Rhinoconjunctivitis
Related Quality of Life Questionnaire score, RTSS: Rhinoconjunctivitis total symptom score, SCIT: Subcutaneous allergen immunotherapy, SLIT: Sublingual immunotherapy, SS: Symptom score,

TRMS: the total rescue medication score, TRSS: Total rhinitis symptom score, VAS: Visual analog scale
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HEE 5 388 A0 MSU9IY B/1E WPSIon], Lol 2o HALS FESle] BRI
A BT RS AN e Low) 02 B/

1.3.1 g =7[H|H

e =7 ]ul oA LA W QSN S 83 & 261 MIEYSE WS A,

@
=
2
I : oz
Random sequence generation (selection bias) w g =
= = =
Allocation concealment (selection bias) _:| 5 . 2 % =
T 2 T B =
Blinding of participants and personnel (performance bias) _:I = Z £ Z 2 &
£ & § = £ £
Blinding of outcome assessment (detection bias) -:- S = = s = =
T &8 §E B = =
Incomplete outcome data (atfrition bias) -:- § = =2 2 B =
@ = = a g =
Selective reporting (reporting bias) -:I S E £ % = g
= £ = 5§ = =
Other bias . . 2 02 5 5 = 2,
s £ = = ZT 2 =
; i I I f s ¥ £ £ g = £
0% 2% A% 7E%  100% 5 2 E E 5 =2 £
o = o o = on (=)
‘ .Luw rigk of hias DUnc\earriskufb\as .High tigk of biag ‘ Bozek 2016 | @D | @ | 2 7 7 7 2
Borekzon? | @D (@ | @O O (@@
07 3.2 L 27|H| Y MeR o] HS2SIE T} ceumnens 2000 | @ | @ [ [ [ @ [@ | @
Chakraborty 2006 (@ (@ |2 |2 |2 |2 | 2
o
Colas_zo06 (@ | @ |2 |2 |2 |2 |2
Corrigan_200%5 . . . ? . . ?
Gardnerz004 |[@ (@ |2 |2 |2 |2 | 2
Hoibyzo1o | @ (@ |2 |2 |2 |2 | =2
Jutel_zoos | @D | @ |2 (@ @) 2 | 2
Kimekzo14 | @ | @ |2 |2 |2 |2 |2
kunazol1 | @ | @ |2 |2 |2 |2 |2
Martinez-Cacera zoio (@ | @ (@ |2 |2 |2 |2
Mirone 2004 (@ |2 (@ | @ (@ (@) 2
Mosgeszo1s |6 | @D | @ | @ | @ |2 | @
Movakzozz |[@ (@ (@2 |2 |2 | @
Pfaar 2010 | @ | 2 2|22 |2 |2
Praarzniz |[@ | @ |2 |2 | @ | @2
Plaarz01z (@ | @ |2 @ (@) 2 | 2
Polsazooz (@ | @ |2 @2 |2 |2
Riechelmann 2010 . . . ? . ? B
Rondonzoie (@) (@ (@ |2 (@ @) 2
Rondonzoie (@D (@ (@ | @ |2 (@) 2
Scadding 2017 | @ | @ @ |7 @ (@ | 7
Starchenkaz01a [ @) | @ |2 (@ (@ | = |2
wormzoio @ (@ |7 |7 | @ @@
vukselen2012 | 6D | @D | @ | @ | O | @ | O

73 3.3 Y27|HIY Mo HIEY
9I3 WYI0] T3 2T QOFE(ABC, HER)

43



NEC/\ 222 so2umsie) - Li27|HE- 24

=718 o] A E 3 o] Ae BlEF A2 "W Low) 0= H7ISIAAL vl Al 23]ofl thet o]
o BlEE o] =8 th%ﬂ%79@Pﬁ+N%]%%H 2 ‘gl5ratod At 9 ALzt st
71 o] EFAIgE E30] 57.7%0] Az} B} v S 913 L AvlukE A] T7}mg A&5}A] oFo}

E==(High)'©] 11.5%1tt. 3t B Am e 248 A E tVdAe-E nlEasiAY &5
50 ZRIEA] ot l“—(ngh) o] 15. 3%01 AT}, A2 AaE o] 1“%142;—:/\}?301] LIZEF
< AABHA] AL AR A 2 Axha 5ol tigt Halg Zlegsto] 1"“Q(LOW)'—O— 34.6%°1 AL

E8H(Unclear)o] 65.4%°11ct. 71e ‘31““3‘14 A2 WZEAFH] 2] @do] AFH o] "wa(High)' 22

71 =301 11.5%°] Ut

1.3.2 T4

WA 2 Hel Qs e 483t & 1380 nSAE BAE, Ad BEY Ao
749, 5] v S ASAL A o] o] A Elo] BE Belo] IS Ve (low) 2
wts1gic}, wh, %Aﬂ 2] o] Tt 7]4s510] HISUSIRL THEE "He(Low) ©I9Ich. A1 HlEH

SRE Il 2 @710] Hiet 71 & I Unclean) T 0] 53 8019l 2} e
SJ%e ATHE A #}w AEHA] gt e High) ] 7.7%19 u} 3, BOPHS ] HEYS)

2 WA E RS HalsHA] ek v &80i - 5ol &l 0}0} =&(High)'©] 7.7%

FO| e Alea] AR o] vEH A2 AP TREES A WﬁW 13%74‘%/\}1401] gold 2apd
5 ?}iﬂ sl o] "H2H{Low)'2 23.0%°1 AL 521 AIE 1| Yol 'H=
(High)'2 15.3%°1 (. 71EF BIEE $132 WREATHH] A o] AdFH o] "s=(High) 22 F7H 23
Q77%ﬂuq.

Random sequence generation (selection bias

T
) . =
Allocation concealment (selection bias) _:I ] E =
= % } =
Blinding of participants and personnel (performance bias) _:. ,S = ﬁ E
Blinding of outcome assessment (detection bias) = 5 . =
= = I 1=
- " =
Incomplete outcome data (atrition bias) _:. E = E B
& - E =
saectie reporingepoing o) [ 1 £ 2 o E E
oo W £ £ : 3
= = = =
f t t t { F = E = £
0% 5% 50% 8% 100% — —
szsker 2o | @ (@ | @ || @ | = | @
.Luwriskufbias DUnc\earriskufbias .High tisk of hiag ‘ Ameal_zo05 | @ (@ | @& & @ | T T
Baris zo14 | | F S E B3E JE .
Esurnbarga 2006 | | @ | @ | F 7 7= |
2| XAl MEHE2S{O EE2| O|S: IT i
j-|:| 34 xljﬁl |_-I—||'|T'_'°|_-I—-| Hl =T |%|4 17|' j-EH Eifan 2010 | @ | @ 2 ? £ 2 :
Gabrels da vos zozd | @ | F L JE JE 2K AR |
Garcia-Fobaine 2005 | @ | F e ? 7 ® i
warskos-Ayaines 2o s | | @ | = T T T T
Lezana 2014 | e | o | T T * T
sasstrelll 2o0d | @ | @ (& (- || T
Toai zoio | @ | & T ¥ L T T
wang zoos | @ [ @ | @ | @ (@ | T
vukselen 2012 @ | @ | @ (& | | S (@

17 3.5 T4 MEtESIO| HISE I G/t
Z

CHSh Zat QOFH(ABC, SikEs)
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o270 B o] Lol = Wl L (ISIFEAN(ol3t, FARASCIT) QPR 32804 sk
AT I T4, S, ST o ARHE0 8 A TIslo] Ylok(Placebo)t vl

2.1.1.1 T O[S

Y =2A A Q H(TslEAD T Ykt A Al o] dHES-S Bl W g F91-2 20H 0] AL, SARHSCIT)S
AoF(Placebo)ol B]al HAI o] AHEg-2] ¥ & o] -R-2J5HA] HUHTHRR 1.50, 95% CI 1.03~2.17,
12=50%).

H 3.10 L2 7|H[E2] otHd_TA O|AHES
TMEE gy AE M2, () HEZ, @)
p:] : H| T

(FTA) 20| (%)) n Total % n Total % 2
SCIT vs. Yot
o SRs 0 3 137 247 16 6 260 eI
(Sztgq%*;e“ka SRs 6W 1 14 71 1 16 63  SystericAE Fvertsl=1,C=2
YZ\%‘; SRs 24 17 122 139 21 127 165 -
Mosges SRs Events
(2018) ((30min) 3W 37 38 101 4 177 23 (1=49.c=5)
Rondon _
(2019 SRs 6 0 18 0 0 26 0
Bozek _ Degree |: 2
(2017) SRs 4 2 X 0 26 0 pegree24:0
Bozek B
(2016) SRs 36 0 31 0 0 24 0
Rondon
(2016) SRs 24 0 18 0 0 18 0 -

_ 0.2 NR
éh(;??ll; SRs 12 NR 61 gy NR 59 (g Gradel

SRs 12 0 61 - 0 59 - YGrade 2

Pfaar _ _ Events
(2013 SRs 24 10 175 4 % (413, C5)
Pfaar B
(2012) SRs 24 9% 135 704 24 60 40
Yukselen
Martinez
Cocera iH;E%W 4 14 33 - o 13 - -
(2010) -_°
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NEC/\ 227 soQumsisip - |27 |H|E- &4l

1XX} AX|E AIE M2, @ CHEF, () HIT
(EHE) O ') n Totalh % n Total %
Pfaar Events
(2010) SRs 18 9 137 6.6 1 47 2.1 (=17.C=1)
Ooobers s 18 124 8 162 30
ooy s 24 0 18 0 17
COla - s M|d, of grade 2
(2006) SRs 12 16 41 3 19 (rhinoconjunctivitis or otic
pruritus)
Corrigan Urticaria, wheezing (in both
(2005) SRs 24M 5 77 2 77 groups) and itching of eyes.
el SR M 7 29 0 2 Fullarelysi
(2005) S ull analysis set
Mirone No need of pharmacological
(2004) SRs 24M 3 16 130 NR 16 or medical intervention
Polosa
(2003) SRs 12M 0 15 NR 15
AEs: Adverse Events, C: Control, I: Intervention, NS: not significant, NR: Not Reports, SRs: Systemic reactions
SCm Macebo Fisk Ratio Risk Ratio

[ty or Sulb Enis A ‘ ; fi H, Ri 5% : -H, Random, 5% C1
2.1.1 Placebo
Comigan_2004 5§ T r S Y | 150[050,1250( 2008 T
Julel_2005 [ | 0 1% 16% 1450087, 242500 2005
Cala's_F008 16 N 18 T76% 2AT 082, TAT] 2008 O
Ceuppens 1008 12 1 18 30 152% 060 J0.47,1.36 2000 B0 o=
Flaar 2010 8 137 1 47 1% 0G40, F37H 2000 =
Flaar 2012 95 13 M B0 191% 176127, 244 20102 el
Plaar 2013 0 174 I TR X {34 10,43, 447 2003
Bazek 2017 i N 0 1B 15% 450023, B9E 2017
¥osges 2018 7 3 10T 8% 445161, 1229 2098 —
Elarcharks 2010 1 1 18 10% 114008, 1663 2000
‘Worm 2019 17 11 01 1A 0640047, 152 2008 —
Nirvak 2022 Mo 16 B3 150% 0.5500.58, 183 2022 b o
Subdotal (95% CI) 1203 764 100.0% 1.50 {163, 2.47] >
Tofal ewenls 245 L]
Helarogenedy. Tau"= 046, Chi"= 21,86, df= 11 (P=003), F= 0%
Testfor owrall affect 2= 213 (F= 003}
Tootal (35% CI) 1292 T4 100.0% 1.50 {103, 2.17) *>
Tookal enty 15 &2
Heleragenedy Tav™= 006, ChP= 21.86, df= 11 [P=003}; F= 50% 1 IJIIJS 0'1 ] T ?-fll]

Tesfor cwerall effect 2= 212 (P= 0.03)

Favours [SCIT] Favours [Placaboj
Tes! for subgroup difgrances Mok applicable 4 e

8 3.6 Lef|l27(8|Fol g _Ti 0|dHE = 18
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5] O
=
UARE

[ON)
[ON)
)

oJAAL

9

ZAZHSCIT)L kX Placebo)ol| B]8) 4 o] A}HES-9]

o]&4Jo] &=tHRR=1.91, 95% CI 1.04~3.51, [*)=94%).

H3.11 LY =27|8[G2 otHd_=A O|4HEIS
18 ypn AE M2, (3) =, @) p BT
(i ng n Total % n Total i %  -value
SCIT vs. Y2f
Novak _ _
002) LRs 60 55 137 403 19 63 29.8
Starchenka N Local AE_Ev (: 49,
(2019) local AE 6w 9 14 64.3 1 16 6.3 c3
Worm _ _
(2019) LRs 24 52 122 426 30 127 236
Mosges _ _
(2019) LRs 3w 106 368 285 5 177 28
Rondon _ _
0019 LRs 6 6 18 16.0 2 26
Eventsi4.11%
24 NR 29 - - 26 - - (1=49. C=0)
Bozek Total Inj: NR
LRs
@017) Bvents: 1.12%
24 NR 29 - - 26 - - (I=19. C=0)
wheals)sem
;Szcgf%i”g AEs % B ¥ w2 B % 91 0N LR
Events 5.08%
€3] NR 31 - - 24 - - (1=39. C=0)
Bozek Inj:768 Inj.
LRs
(2016) Events 1.48%
36 NR 31 - - 24 - - (I=11. C=0)
wheals)bem
three moderate
Rondon B local reactions
(2016) LRs 24 1 18 5.56 0 18 0 with the highest
dose
total of 1778
Klimek > grade 1 _ inj.(verum: n =
(2014) LRs 12 o o7 W% R 908, 2P} n=850),
16in.
Pfaar _ _
(2013) LRs 24 66 175 355 29 A 293
Pfaar
(2012) LRs 24 16 135 - 3 60 - - (Grade 1~2)
Yukselen
(2012) LRs 12 2 10 - 2 10 - - -
Martinez Everts
Cocera LRs 4 NR 3 - NR 13 - - (=7.C=0)
(2010) .
Pfaar _ _
(2010 LRs 18 56 137 409 N 47 234
Riechelmann AE at least _ _ _
(2010) cossibly 12 21 74 12 66

47



NEC/\ 23 HAQWmBKEAD - L7 HA|
| Szt o=
MR g AIE Sii=, (@) ==, @) p HIT
(EHAE) ¥/ =] n Total % n Total % -value
related to
study drug
Events
Coppors , _ _ (=27.C=2)
(2009) LRs 18 NR 28 NR 30 Inj I 28.07],
C.26.773|
%ggmy LRs 24 4 18 - 0 17 - - ZA 9| =2y |
(Cz%gé)s LRs 2 4 4 -8 9 - -
Itching, transient
Corrigan _ _ local swelling and
(2005) LRs 24 77 195 0 77 erytherra at the
injection site
Events 10.7%,
Jutel 5.9%(=78. C=44)
(5‘085) LRs 18 NR 2 NR 28 - - 7311, 7451,
treatment related
AEs
. _ _ Injection site
Hoiby 2010)  LRs 24 2 31 4 30 reaction
local
Kuna edema at _ _ 7/6508 '2h,
(2011) the site of €3 30 20 Group SR 27}
injection
AEs: Adverse Events, C: Control, |: Intervention, LRs: Local reactions, NS: not significant,
SCIT Placebo Rigk Ratio Risk Ratio
Study of Subjroup  Events Total Events Total Weight M-H Random, 95% Cl  Year M-H. Random, 85% Cl
Corrigan_2005 (L 0T 3% 3000189, 50008 2005
Cola's_2006 L | 4 189 6E% 033|008 068 2006 —
Chakraborty 2005 4 18 047 30%  BH3|049, 14736 2006 =
Hoikry 2010 10 430 54% 048|010, 245) 2010 =
Pfaar 2010 56 137 M 47 B1% 1751100, 3.04] 2000 [
Riechelmann 2010 P 12 G 70% 1560083 292 2000 e
Yukselen 2012 1 10 210 50% {00047, 577 2012 — s
Pfaar 2012 16 135 1 B0 65% 2ITI072 THY 2012 o
Pfaar 2013 GE 175 9 94 Ba% 1I2[0ES 179 2013 T
Rondon 2016 1 18 0 18 16% 00013 6909 2006 —
Scadding 217 LI KL A s 100082 1.09] 2047 1
Randon 2018 18 i MW 5TH 433096, 19.90) 2018 M=
Mosges 2018 105 388 § 177 73% 1000419, 2433 2018 e
Blarchenka 20149 3 1 16 46% 102901 48, 71.40] 2019 =
Warrm 2018 52 132 0 137 BA% 1BD1 24,262 2014 =
Menak 2022 85 137 19 63 B3% 133067, 204]) 2022 o
Total [95% C1) 1411 BA1 100.0% 1,91 [1.04, 3.54] s 4
Todal evants 444 158

Hetsrogenedty. Tau= 1.11; Chi®= 252.58, df= 15 (P = 0.000D1); P= 4%

Tes! for ovarall efect 2= 2.09 (P = 0.04)
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2.1.1.3 SHig 0|¥ES

H 3.12 ¢H|27|H[ge| o

—O_ —
X =Tt [
(FA) (Hg n Total % n Total %
SCIT vs. 92
Novak TEAE Serious TE@HE_E:
S 60 39 137 9.0 20 63 9.3  AzutEE o=
(2022) E2i0| YL 5t
TEAEs
Starchenka (I: 55, C:10)
(2019) TEAEs 6w 12 14 8b.7 4 16 25.0 Severe TEAEs
(:1,C0)
. . no serious
(5ch 1d 7d>| ng ieErIOUS 36 0 36 - 0 34 - treatment-related
adverse events.
P There were no
aar _ _ drugrelated
(2013) SAEs 24 0 175 0 94 serious adverse
events.
Pfaar .
1 137 - 47 - -
(2010) Serious 8 0 3 0
Riechelmann  Serious _ _ Not to be related to
(2010) AE 12 3 /4 0 66 treatment
Ceuppens % =
x| Al O3] 1 2 - 1 - -
Hoiby serious B _ 58 Side—effects
(2010) events 24 0 30 0 28 (I:30, C: 28)
Martinez—
“ 0 IZEA
Cocera M= o o - o 13 - -
(2010 <
TEAEs: treatment-emergent adverse events, |: Intervention. C: Control
sCm Pracebo Risk Ratio Risk Rabio
Study or Subgroup Evints Total Events Tofal Weight M-H, Random, 85% O Year M-H, Bandom, 95% Cl
2.2.1 SAE_Placebo
Ceuppens 2008 0 2 1 W TE% 0.3610.02,8.400 2009
Martinez-Cacera 1010 1 3 o113 1% 1.24 005, 28,53 30
Rigchalmann 2010 3 T4 1} B 85% 6,25 [0.33, 118.86] 2010
Starchenka 2019 12 14 4 16 136% 3.43[1.43,8.23 19 ——
Movak 2022 33 137 20 Bl 416% 0.80j0.57,1.400 2022 ﬁ
Sublobal [95% CI) 286 188 100L0% 1.58 [0.61, 4.11)
Total evanits 55 25
Hetarogeneity: Tau®= 050, Ch*= 895 of = 4 (P = 0.08); F= 55%
Testfor pwerall effect Z2=095 (P =0.34)
Tatal [95% CIj 206 180 100.0% 1.50 [0.64, 4,141 e
Talal evenls 55 25
f 2_ 1 ED iy - = [.061 P= 55 } { t t
Heterogenaily, Tau®= 0,50, Chi = 8.95, df = 4 (P = 0.06), F= 55% o o ; At L

Tastfor owerall affect Z=0.95(P=0.34)
Tastfor subaroun differences: Mot aoolicable

T8 3.8 EH|=7|H|Fo| ¢ _Shiet 0ldHsS = 18

Favours [SCIT] Favowrs [Flaceb)
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NEC UH|Z7 HOIQH(IISEAL — LHIZT HI - A

2.1.2 534

Y2718 HoflA L =2 G (@ SHAD ] AL 208 EH = FrFelqit. 2427 = 27
AREE THTEAS, ST, T2 W7leds, 4] AR AT HE M6, Eﬂfﬁ 2
OFEA| B9} fIORE O FLESI0] AAISHIT). ZF AIpA| = WA S TR of| 4
SHGE A2 o= F/sto] EASHIH: ER10IA ARE ST Tl UE 5 A A Hg=E
A= 447t =3tHScadding, 2008).

|
HN
o
:
od, F
£
-

d

o

2.1.21 ZYABHL

SAFES O] s B W ES 10H A SAH(SCIT)O] Yok (Placebo) o 501 o HSH
A7} 891514 /WA= A GE o1& o] &=QktHSMD -0.82, 95% CI —1.27~- 0.38, 1=93%).

H 3.13 QA27IHIBO| BTN SHASHS

18X Zat =3 = L= p-
(oqE) Iln ME Mean SD Total Mean SD Total value HIJ—'—
= **  (4®) [median] [IQR/rangel () [median] [IQR/rangel ()
SCIT vs. ¢/%f
4(—
SMS  12M 780 4669 148  9.01 5.222 77 01050 2 @@'?i(rgl
Novak = 4
(2022
) SMS  36M  -131 4166 137 -08 4538 66 00081 MD HAZH)
AVSUNES]
w SMS  12M 2935 1681 108 2983 1742 113 05755 g
orm
(2019)
SMS  24M  -859 1681 108 594 1738 13 0028  MD AAZH)
Mosges AVSINES]
osts SMS 3w 1247 0972 264 1475  1.049 136 0041 i
(Rz%q‘g” SMS  12M 120 0.8 18 2.60 1.20 26 0001 MD AR
(Bz%ﬂe;) SMS  24M  -351 - 29 -087 - 26 - MDA
Bozek [:0.004 Base vs. 3Y
oS SMS  24M =322 039 31 009 246 20 30 Saels
Rondon
oo SMS  24M - - 18 - - 18 0001 A%z
Klimek 7P|§+ 19M -095 0.5 55 051 187 47 0004 ol
(2014) e : : : : ' [0.9378,

0.1451]
Pfaar PP: 159 vs.
o) SMS  24M 570 548 175  7.07 5.36 94  omB &

19.4% 24
fzfg%) SMS  18M  -010 052 137  1.00 0.01 47 - -
Rieche- pzr2 7t
Imann SMS  12M  -1.05  1.02 62 -079 096 55 oo LR
(2010) Fole
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18X Za} 53 = Y B _
(oqE) pk:s INES Mean SD Total Mean SD Total value H|1Z
= (i) [median] [IQR/rangel () [median] [IQR/range] (%)
Chakra-
borty SMS  12M - - - - - _ _ 12M, 24M
(2006) Figure HA|
fz%rggf” SMS  24M 2351 9140 77 319.20  201.70 77 00177 -
f;égg) SMS  18M 666 6.02 29 959 7.23 28 004  38.9%ZA
[ - _ S
oy sws 1M o) B8 a1 peer BS 30 oo Sesnas
) ) figure HIA|
12M  108% - 25 - - 19 o AR
DGy sMS  2aM 387% - % - - 19 O _

36M  63.5% - 25 - - 19 {0001 -
SMS: Symptom Medication Score, SD, standard deviation, M; months, W: weeks

SCIT Placeto Sl Mean Perence Sbd, Mean [dfference
Studyor Subgroup  Mean  §0 Tolod Mean S0 Tolsd Welght W Rondom 85% C1 Year Iy, Random, #5% CI
Jubsl_2005 BEE B0 29 958 T I8 9§% DA4 058 0.09) 2005 =1
Comigan_J005 My @4 7T OME ImT 7T 104%  -D53F08E-0.71) 2005 ot
Plass 2010 g1 052 137 1 ol 47 101% 144 F2 85 -207] 210 eerd
Rcheimann 2010 105 102 62 070 086 58 103%  -026p@E2 0.00) 2010 .
Piae 013 ST S4B 178 TOT A4 4 107% 025050 0.00) X013 -
Khnak 2074 085 015 55 081 187 47 100% 14 P S6, 07T 2004 =
Bazek 2018 1 0% AN 8 186 M G0% LR A —
Romdon 2018 12 08 18 216 12 6 B£I% A0 87 -064) 2018 e
Wiorm 2010 50 1881 108 594 1TIE 113 104% 015ER42, 001 2018 -
Mawak 2020 i3 4186 137 08 4538 66 105% 0.12F641, 0.08) A2 B |
Tolal {0%% CT) ¥ ] STT V0d0.0% 082 |37, 0.8 "'
Haterogereiy Tau®= 047, Chi*= 13246, df= 8 (P < 000001); P=493% —t —

Teat for overall efiect I= 381 (P=00003)

O3 3.9 Y 27[H[E s

0x

N

.22 34Es

SAASE 11HoA Ba1skar $H4 7155 2312 5o ]tk SAHSCIT)o| Yoka(Placebo)X th
ZAFEA 7} -G-0J51] |4 E ] O, 0] FAJo] =ATHSMD -1.90, 95% CI-3.03~- 0.78, °=93%).

B 3.14 Y27 aitd_SdH+

%% FEp =y =9 SHi= = p-
- x =
(EE) E o9 Al Mean SD Total Mean SD Total value Hl2

(PHe) [median] [IQR/range] () [median] [IQR/range]l (%)

SCIT vs. H2f

7|MAIE 2t

Novak ojE7
o) SS S| 60 0.84 0.49 124 098 1.622 63 0.1%48 BT
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NEC/\ 22 HooHmsEAn - Ls|27|H|- 1A
=X =

1 I‘le‘ ?—:'jl-l' _|x°1 =l stE EH-{'_J_" p_

o cCjo ME‘ Mean SD Total Mean SD Total HIJ—'—
¢E) XE 9 value

= = (P§g) [median] [IQR/range] () [median] [IQR/range] (%)
(%fg‘ ss ® 12 05 03 18 11 03 26 (0001 BRI
oo s ® 3 214 106 34 <124 122 33 01 SN
Bozek P B _ -
2016) SS ] 24 2.7 0.39 31 0.13 0.78 24 aicIAOSIN|
é‘g‘}i’; SS ® 12 057 041 55 086 055 47 0.004 GERAA
Pfaar 7IMAIE Zat
2013) SS S| 24 2.81 3.99 175 517 4,99 94 0.007 o8 T
Pfaar 7IMAIE Zat
(2011) SS S| 24 416 2.5 126 5.03 2.34 b3 0.02 8T
e sy 12 - - 10 - - 10 0009 ENEE
Pfaar X _ 7IMAE 2ot
(2010) SS ] 18 0.54 0.37 137  0.61 0.2 47 o1
Gardner _ 3 3 S RIA|
(2004) SS = 9 40.00 11.40 9 NR 3 P20k
Mirone 4 B _ IQR AW
(2004) SS S 12 1.7 415 11 4.80 2.44 12 SRS
SS: Symptom Score, SD: Standard Deviation, I: Intervention. C: Control
SCIT Placebo Std. Mean Difference Sid. Mean Dilterence
Study of Subfroup  Mean S0 Total Mean S0 Total Weight V. Random. 05% CI Year A Ranllf.l_rn. 25% Cl
12.1 Mlacebo
Mirone 2004 A0 415 " 48 244 12 187% -1 B [-2.487,-0.85 2004 |
Khemek 2014 AT 041 55 086 055 47 25% .60 [-1.00,-0.20| 2014 -
Bozak 2016 ST 038 3 043 078 M 185% AT [ETT-366 2016 &
Scadding 2017 214 116 M .M 112 IO (75124 -0.25 107 .
Rondon 2018 05 03 18 11 03 % 202% 186 [F2.70,-1.23] 2018 '.
Subitotal {35% CI) 148 142 100,0% 1.90 [-3.03, 10.78] ’
Heterogernaity: Tau®= 1.50; Chi*= 5998, ¢f= 4 (P = 0.00001), F= 83%
Teestfor cvorall effect 2= 331 (P= 0.0000)
Tolal [95% Clj 148 142 10000% 1.90[-3.03, 10.78] ‘:
bt i Ao T T )
Testfor subgroup diferencas: Mot applicable gt Sibedaiic) Feacons
O3 3.10 L =7(H|F gt _SoEs = 1
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goraq

21.23 4=

REA S 7HO A B U5HT $H 7Rs S 2912 6Ho gtk ZAHSCIT)S 9ok (Placebo) X th
QREA 57} 89151 FHAEQTHSMD -0.50, 95% CI -0.70~- 0.31, 12.=0%).

H 3.15 ¢|27|H[ge aityd Af=H+

=X =\ CHZ=at

(PP v R SHZ == e

(o:| E) XE AIH Mean SD Total Mean SD Total value £+

= **  (4g) [median] [IQR/rangel () [median]l [IQR/rangel ()
SCIT vs. €2
(Rz%’}%‘;” MS 6 07 06 18 15 15 2% (0017 312t HAl
Bozek _ _ IOR HIA|
(2016) MS 24 1.33 3.10 31 1.43 2.76 24 a7} ALE
é"éqz'; MS 12 0.7 128 55 117 1.16 47 0.004 #1312 HA|
OOy MS 3 230 500 25 2140 3500 19 19 #sgruE
(Czoéqi%‘gn MS 24 6560 9615 77 101.20 126.00 77 0.02 B3R AE
('\%82)6 MS 12 07 14 1 22 3.1 12 - HEME
Hoib S
(2016) MS 18 2.1 2.30 31 4.4 8.96 30 0.016 Figut?e HIA|
MS: Medication Score, SD: Standard deviation, I: Intervention. C: Control

SCIT Placebo Std, Mean Difference Std. Mean Difference
Stwdy of Subgromp  Mean S0 Total Mean SO Total Welght IV, Random, 95% C1 Year ¥, Randem, &5% Cl
111 Placebo
Mirane 2004 07 14 11 22 31 11 54% 0500143029 2004 —E—T
Comgan_1005 BS6 9615 7T N01Z 12 TP 378%  -0.3700630000 2005 i
Kuna 2011 13 08 15 N4 3/ 19 89% 081 143,049 201 =+
Klirnak 2014 07 128 55 117 146 47 248%  -D3BEO7T0.01) 2014 —
Bozek 2016 133 031 31 143 276 M 1% -093F148,-0.38 2018 e
Rondon 2018 oF 06 18 15 1§ 25 100% 064 }1.75 -0.05 0B |
Subtotal (95% CI) 217 205 100.0%  050(0.70, 0.31) L)
Heterogeneity Tawt= 000, Chi*= 298 di=5(P= 042 P=0%
Testfor overall effect 2= 503 (F < 0.00001)
Total (95% C1) 217 205 100.0%  -0.50[-0.70, 0.3) L]
Heterogengity: Taw"= 0.00; Chit= 4,98, df= 5 (P= 042}, F= 0% t " : l
Testfor overall effect Z= 503 (P = 0.00001) Favours [SCIT] Favours [Placesc]
Testfor subgroup d&erences: Hod applicabia TR e B
J% 3.11 Y =7|H|Ee gty Ad=8s & 1

53



NEC U 2 HIHQH(ISHEAL - L2 |HIZ- 4]

21.24 &9 &

49] A8 & 7Ho|A Hirstdyl A¥X|3;e] S ET= Rhinoconjunctivitis Quality of Life
Questionnaire (RQLQ)S 8513t} ZF X H O] F47} g 5 419] Ao Low, AlRgE| AAZ

g2 AARE 55 EHE0L 3l8ITh

239 HeREAol| A= 4] A HaRlol(mean difference, MD)= S SCIT)o] Y12RHPlacebo)Ert
A=A, 71 Q] 3T mlR|eF SR A 2] 419] Z2 FAH(SCIT)o] eiat(Placebo) =t} 4] &o]
ZNAE] Akl B STt

H 3.16 ¢|27|H|ge] gk _&f2 &

=X =X X
Z| =] SN L -
18Xt A} s b .
(o=| E) X2 (=] Mean SD Total Mean SD Total value
= = (O#Y) Imedian] [IQR/rangel (%) [median]l [IQR/rangel ()
SCIT vs. §ef
(Rz%q%‘gﬂ ROO 12 2 09 18 37 13 26 NS -
[ A
Bork  RUQ 24 -056 29 - - - - DE“*
ROQ 24 138 - 175 172 - o4 002 EEH
(szgﬁrg) Rs?eLer 24 1.02 - 175 137 - 94 0015 -
RQLQ _ _ _
Y 2 s 175 2.21 94 0024

023, ROQ 12 193 124 126 246 121 53 003 e

(Cz%g’g) ROLQ 12 -09 089 41 -01 133 19 - eeR

CMtgen  polo 24 074 66 -1.48 60 0025 g
CHE 2

%ggff ROQ 9 476 363 9 - - - - DE v

RQLQ: Rhinoconjunctivitis Quality of Life Questionnaire, NS: not significant, SD, standard deviation

SCim Placebo Meaan Difference Mean Difference
Study or Sebaroup  Mean S0 Total Mean SO Total Weight IV, Random, 95% C1 Year ¥, Random, 35% CI
Cola's_1005 08 089 41 01133 19 499% -DRO[146,-0.14) 2006 &
Rondon 2018 209 1% 37 13 X OS00% ALT0[FZ36-1.09 2nd L
Total {85% C1 59 45 1000% 1.25[-243,0.7 R

Hederogenady Taul= 029, Chi*= 364, of = ¢ [P =0.06), F=73%
Testfor overall affect 7= 278 P = 0,005

S 0 1 1
Favours [SCIT] Favours [Placebe]

O3 3.12 Y 27H| g 2ikd 4o E = I8
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2.2 T4

2.2.1 orHd

[y )
HAlof| A L2 W H(TslEAPe] QFAAS B RS 13Ho] o okAAdo|| tist AT =
A, =4, Feist oS0 2 Wslolal, tiRa-2 1ekA(Placebo)t 2F&-Q H(Pharmacotherapy) 2.2
] =

2.21.1 M O|ES
SCIT vs. {2f

Ao A Al 0]AFERS-S 4ol A B 1519 §HA 7153t 2ol A SAH(SCIT)H Yok(Placebo)
ZHag 9182 9 olgt 2jo] 7t GIATHRR 1.38, 95% CI 0.71~2.67, 12.=0%).

H 3.17 A9 QY _T O] EES(SCIT vs. #12)

TR e M@ B @ 0EZ, @ .
(G N ¢/ |) n Total % n Total %
SCIT vs. 92
Yukselen B B B
2012) SRs 12 0 10 0 10
I: Grade 2:10%Y, Grade 3: 1

Blumberga SRs 36 10 26 38 8 28 29 | C: Grade 1 or Grade 2: 8%
(2006) (E=x 28

; : = SRs grade : the European Academy
%%I’(())Ia Robaina SRs Eﬁ;’_ 0 32 - 0 32 — | of Allergology and Clinical Immunology
(2006) (=12M quidelines T2t
Ameal _ _ _
(2005) SRs 12M 5 29 3 26
SRs: Systemic reactions, NS: not significant, NR: Not Reports, I: Intervention. C: Control

SCIT Placebo Risk Rato Rk Ratio

Study of Subgroap  Events Tofal Events Tofal Weight M.H. Random, 95% Cl Yeai M-H, Random, 95% Cl
£.1.1 Mlacab
Bmeal_2004 5 8 3 6 HMI% 149|040, 565 2005 -
Blumberga 2006 0 26 g 28 T53% 135 (0063, 208 2006 — I
Sublotal (95% CI) 55 54 100,0% 1.38 (0.71, 2.67)
Todal evants 15 11
Helarogeneily. Tau®= 0.00; Chi*= 0.02, df= 1 (P = 0.BY}, = 0%
Testfor overall efect 2= 096 (F=0.34)
Total [95% CI) 55 54 100.0% 1,38 [0.71, 267] ~—
Total evants 15 1

Heterogenerty Taw® = 000, Chi*= 002, df=1 (P = 0.80), F= 0%
Tag! for ovarall effect 2= 096 (P=0.34)
Test for subgroup dfflerences; Mat applicabila

-

01 0y 08 1 %

Favours [SCIT] Favours [Placebo

173 3.13 TAIQ| QY T O EIS(SCIT vs. #19) & 18
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NEC U 2 HIHQH(ISHEAL - L2 |HIZ- 4]

SCIT vs. 222
Y 2A WY QAT FE QW 7 A A o] ARG F 3T A HASIA Y $H] 753t 2H oA S
(SCIT)E k=g ¥t EAF 0 2 GoJ3 2po]= YIATHRR 4.26, 95% CI 0.50~36.50, 1°=0%).

O

x ST, CHZ=AL,

XXt AHBK|E AlA S (%:;') i (?) B

(EHa) (=) n Total % n Total %

SCIT vs. 4=
Eifan _
(2010) SRs 12 2 14 0 14
Tsai B
(2010) SRs 6 0 20 0 20
Baris _
(2014) SRs 12 1 15 0 18
Lozano B
(2014) SRs 38 0 21 0 20
SRs: Systemic reactions

SO Pharmacoerapy Risk Ratio Risk Ratio

Study or Sebgrowp  Events Total  Evesls Total Weigki M-H. Random, 95% C1 Year M-H. Random. 5% 0
.21 Prarmacotherapy
Eifan 2010 T I} W 530% 500 J0.26,95.61] 2010 |
Baris 2014 i 15 [ 1B 4T0%  3SRJ0I6B155 2004 L
Subtotal (95% C1 5 32 1000% 426050, 3650] —i—
Total events | 0

Hetarogenedy: Taf= 0.00; Chi*= 002, di=1(P=088; F= 1%
Testior overall efiest 2= 132 P= 015

Tatal (35% I L] 32 100N A26[D.S50, 36.50) i
Tolal evanls E] Il

Helerogenedy Tal®= 0.00; Chi*=002, df=1(P= 028} F= 1%
Testfor verall el =1 N P= 01

Teslfor subaroup difirences ol applicabie

% 3.14 HMAIQ| Ot A O|AEES(SCIT vs. Pharmacotherapy) & 12

0.005 01 10 00
Favous 53:”' Faveurs [Pharmsacotnseapy)

2.2.1.2 34 O[S

o

—~

o270 W 23] QRIS 13H0I9LT 0] F R} T oPJHES O] A= S 1 TF A
o

740°]

rlo

2

SCIT vs. ${2f

A 27 H 3 HI} ok} v w3t F2FpulAg ¥ L AAF Ao A =4 o[ ARG 23Ol A] B 1519
o, molEAl WA g of| vlof YoRtolA] A o ek 725t Zpo] 7t GIATHRR 1.34, 95% CI
0.37~4.81, *=41%).
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H 3.19 TAQ| oY =4 O|EES(SCIT vs. #2)

1 %X} sarm  AME SH, () =2, ()
I 7 i H|1

(EHAT) 22 7He) n Total = % n Total % |1
SCIT vs. ${9f
Yukselen B
(2012) LRs 12 2 10 2 10
Ameal G2: mild pruritus,
(2005) LRs 12 2 29 3 26 G3: urticaria

LRs: Local reactions

sCm Placebo Risk Ratio Risk Ratio
Study or Subgrowp  Evenls Tofal Evenis Total Weight M.H Random, 95% C) Year M.H, Random, 95% C
1.1.1 Placebo
Amaal_2005 ¥ -3 i ¥ 5% OBD [011,3.30) 2005 ——
‘Yukselen 2012 2 40 2 10 487% 100(0AT, 577 2012 T
Subdotal (95% CI) 19 36 100.0% 0.77 [0.23, 2.61]
Tolal events 4 5

Heterogeneity. Taw?= 0.00; Chi*= 017, df= 1 (P = 068}, F= 0%
Testfor overall efect 2= 042 (P=08T)

Total [95% CI) 39 36 100.0% 0.77 [0.23, 2.61] .
Total evants 4 5

Heterpgeneity, Taw® = 0.00; Chi*= 017, di=1 (P = 068} F=0%
Testfor overall effect 2= 042 (P= 067

Test for suborousn difierences: Mat aooficable

131 3.15 TAIQ| OFMM A O|AHEEZ(SCIT vs. §2) & 13

t t } t
0.005 01 1 10 200
Favours [SCIT] Favours [Placeba]

SCIT vs. 2f=9%

a =4 ‘ﬂ@,&‘ﬂ(n}o} APt QR Q Tt B WE O A =4 oSS SHOA] B ATstl =t SAY
HSCIT)S FEQRTol Hlo] =4 oRks WY EC] FotA =ATHRR 8.09, 95% CI
1.01~64.54, 12: 0%).

= ST, CHZ=AL,

XXt AHBK|E A S (5';')i i (g:) W

(EHAE) (hg) n Total % n Total %
SCIT vs. 2422
Garcia =
Pobein LRs S 2 32 2 -
2006 j
Tsai
(2010) LRs 6 8 20 0 20 -
Eifan
2010) LRs 12 1 14 0 14 -
Baris
(2014) LRs 12 7 15 0 18 -
Lozano
(2014) LRs 8 0 21 0 20 -

LRs: Local reactions
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NEC/\ 22 Heiom(usizap - L2y |HIgE- 2]
SO Pharmacotherapy Risk Ratso Risk Ratio

Study or Subaroup Events Total  Ewvents Total Weight M-H Random, 95% C| Year MK, Random, 35% CI
GarciaRobaina 2006 i X | 1 OnM% 100 015, 6E7] 2006
Eifan 2010 1 1 I 14 19.7% 00013 87 91 2010 o
Tsai 2010 8 I 0 16% ATOR[ 05 37607 2010 N
Baris 014 T 15 I 18 Z26% ATBI[110 208.38) 2014 o
Total {35% Cf) i1 B4 100.0% 4.50 050, 22.56] "*"‘
Total gvents 13 1

s P= 457, =090 P= r t t |
Haleropenafy Tau= 097, Ch*= 467, o =3 (F=0.20; F= 36% 000 01 H 10 =00

Testfor ovesall eflect 2= 183 F = 1[., EivouS [SCIT] Favours IPrianmiacolcag]

AL
olEeH) £ I8

2.2.1.3 30t
AAelA SARE(SCIT)F #efi(placebo) 7t STt oVgRkE2] Hlale

0|48t
2Hol| A BT}
SCIT vs. 2|2t

HolA B 1rotE=d], SARKSCIT)ONA
KRR 3.81, 95% CI 0.19~76.62).

ofy
:.N:
. &
@)
=3
B
5 1o
i@
o)
&
o
o
lon
o
)
oy
)
olr
0,
~
o
oo
o
s
lo
0
) re

H 3.21 MA[Q| OtM N FLHSH O] MEHS(SCIT vs. $1)
1M oy AE S, ) ==, (3) p
aIr ! T H|11
(EmeIE) x| V) n Total % n Total % -value I
SCIT vs. ¥ef
Maestrelli  g)pg 5 2 M 0 3 037  Bronchospasm
(2004) )

SAEs: Serious Adverse Events

SCIT vs. 2f=Q%

SARHSCIT) T =8 Wt 7+ S
o]44H3-21 Anaphylaxis 1710] 25t

O

oA Hst A= SARKSCIT)ONA STt

VRS e |

H 3.22 HAI0 QKN STH3H 0[S (SCIT vs. %4221
= S, CHZER,
1% X} BRI Al™ M (%{) H (5:;') p o
(BHA) (He) n Total % n Total % -value
SCIT vs. 2422
Baris _ SRs &5
(2014) SAE 12 ! 15 0 18 Anaphylaxis 2l

SAE: Serious Adverse Event, SRs: Systemic reactions
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2.2.2 gty

dE = B/ A2 1270 A7H(134 £3)olA Harsieirt. S48 JASA g s

AIRRE SN, ST, et WV lsds, a0l A= 2R RS MFoRIAL, t2
HE ok (placebo)?t FA|EA O = -—rL—rO}Oﬂ AABIAE. 2t ZANA AR S eTa 4301
UESE ZH A 18 Ak 32 588471 =9 tKScadding, 2008). 7t AR = vRA] e 431

REEUEEERLEECR L& FAstel Ao

2221 dA=E

A A SARHSCITY S/ HAgh 232 1HO|UAL SAFERTE TH o= AASH

_r;

SCIT vs. 9|2k
Ao A SATHSCIT)H YFH(Placebo) 7+ SAFEZHTE BAst E412 QT

SCIT vs. 2f=9%

Ao A= SARHSCIT)F FE 8 M 7t 57445 Earjt w2 13H0]3l o, 38711 Al
2 223 o7t Q2 1H O & AASHITHE 3.23).

SAAZST(SCIT vs. A= 2H)

18Xz =3 S = _
(°”|E) pE:: AlI™ Mean SD Total Mean SD Total value HlZ
= = (HY) [median] [IQR/rangel (%) [median] [IQR/rangel (%)
SCIT vs. Pharmacotherapy
Gabriele - - 27 - - 23 0.52 ITJI';‘?‘I—);EFH
de Vos CSMS 38 o
(2021) - - 13 - - 17 oze CoalEH

O OJFIA|
CSMS: Combined Symptom Medication Score, SD: Standard deviation, ITT: Intention To Treat, PP: Per protocol

2222 ZYHEHs
SCIT vs. 9{2f

Aol A= FATHSCIT) 2 Yok(Placebo) 7H EAFETE SHOA sl om, Sh4 7153t 3 A]
SARHSCIT)o] Yk Placebo) Bt E55} BrtSAFA7F HAE AR, o]&Xdo] HAHTHSMD -3.03,
95% CI -6.05~- 0.01, ’=98%).
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NEC/\ 23 soioumsEal - 2|27 |Hig- A
H 3.24 M| guby_SHF4(SCIT vs. )
18K " =m oS SXHZ e o
(%) g o9 AME  Mean SD Total Mean SD Total value H| 1
= o= (7H¥) [median][IQR/range] (%) [median] [IQR/range] (%)
SCIT vs. 92
Vuksdl 7IMAE 2t
ukselen B B 3 3 =ik
2012) TSS s 12 10 10  0.009 oIkt
oI5| A
oI5t dA
Sureo
umberga _ _ 1,
(2006) VAS s 36 16 20 20 25 DFI”—MI’S
Ha
1163 - 27 2612 - 27 (0.001 PAIAE
Garcia— SS H  B5AW ;;P* yves
Robaina 3.16  0.86 27 6.06 0.87 27 ‘5—3%32)7@5
(2006) 7P.(1KP‘*”|'_’}
VAS s 54W 7.6 - 32 6.73 - 32 (0.001 DIEEDEL
Wang ass  m sy 0178 0082 64 0397 0085 65 0019 A
(2006) 0.19 027 64 04 068 665 BBz A
HRRIME
Ameal SS ® 12 -143 006 32 150 075 31 - spip|
(2005) 78% 2
TSS: Total Symptom Score, VAS: Visual Analogus Scale, SD: Standard Deviation, ASS: daily Asthma Symptom Score
SCIT placebn Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Toisd Wesght [V, Random, 5% C| Year IV, Random. 95% (1
12.1 Placebo
Amieal_2005 43006 32 15078 M 3IT% -G4BPES,-4.393) 2005 B .
Wang 008 018 027 64 04 D6R 65 340%  -D40FOTS-008 2006 s |
GacizRobana X068 316 086 I 606 08T 27 333%  -3300404,-247) 2006 Sl
Sublatal (95% CI) 123 123 1000% 303605 0.01) R
Heszrogenedy, Tau®= 6,55 Ch®= 101 96, df= 2 (P < 0.00001); "= 98%
Tz for overall effect 2=1987 (P=0.05)
Tatal (35% Clj 123 123 1000% 303 [6.05, 0.01] "'-"'l
Hesarogenesy: Tau®= .95 Ch@= 10196, df= 2 (P < 0.00004); F= 8% J T g 5 p ui

Testfor overall effect 2= 1.07 (P =005

Tastfor subgroup differenc

SCIT vs. 2f=9%

es. Mot applicabhe

J% 3.17 A9 g1ty

Favours [SCIT] Favours [Placebo]

SAX(SCIT vs. §19) & I

Ao A= ZATHSCIT)H F=-Q M 7 AP S = 3HoA Hslal ShA] 753t 3o A SA+
(SCIT)o] SFEtH ot S} HASAFES7H HAE QAR o]-AJo] HHHSMD -3.45, 95% CL-6.65~

0.24, =96%).
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H 3.25 MA9| 1M ZAE4(SCIT vs. Pharmacotherapy)

- =X =

184X AW &Y T©° S = o
(015) x|1:: |:_|5|>_| ME‘ Mean SD Total Mean SD Total value HIJ—'—

= — (PHY) [median] [IQR/range] (%) [median] [IQR/range] (%)
SCIT vs. Pharmacotherapy
(Ezigﬂno) ss ® 12 -12 15 14 29 17 14 001 sz

. -1.45 0.02 20 -0.15 0.11 20 0.019 =&l MAl
Jsa ss H 6
(2010 120 10 20 140 088 20 02  ®ZAAA
Karakoc
-Aydiner ASS A 36 -2.3 0.7 12 -1.64 1.4 10 - 131t A
(2015)
SS: Symptom Score, SD: Standard Deviation, ASS: daily Asthma Symptom Score

§CIm Pharmacotherapy 5, Wean Differance . Mean Differapce

Study or Subgroup Mean S0 Totsl Mean S0 Tolal Weight (V. Ramdom, 95% C1 Year [V, Randoem, 85% Cl
1.3.1 Pharmacotherapy
Eifan 2010 A2 15 10 18 AT 14 3% -24BFIA0-148 2040 +
Taal 20 4500 W L0085 01 20 A% -TROPDME-STE 20 i
paabn-fpdmer N6 <13 07 11 1B 14 10 4% -DAGFN45 027 20a L
Sabtotal (854 C1 4 60005 345[665024] -

Heleragenaiy Tad®= 7 56 Chif= 4590 df= 2(F « 0.00001) F= 06%
Testfor overall efiect 2= 111 (P=003)

Total (95% CI) i 8O1000%  JAS[6E5-0.24) e

Heterogenay Taf= 7.6, Chif= 49,50 f= 2 (F < 0.00001);, P= 96% T J T J
Testoroveall efect 2= 211 (=007 = pal
Testior subgroup differences: Mol applicable

Fawours [SCIT] Favours Phamacatherapy

12 3.18 MAIQ| &1t SAMA(SCIT vs. Pharmacotherapy) & 1

2.2.2.3 ASHSL

SCIT vs. 9|2k

A of| A SAHHSCIT) T YR 7t FEHo= 4|4 B 15131 3] 7153 3ol A A
(SCIT)o] Ql2ki(Placebo) .t} ¥Z35} BHkEA 47 7| A% QA gt o] & AJo] &=TtHSMD -2.29, 95%
CI 4.06,~- 0.52, =97%).

H 3.26 FA9| 1M A= H4(SCIT vs. 22
(°’|E) XE Ce AlH  Mean SD Total Mean SD Total value H|l2
= o= (PHY) [median] [IQR/range] (%) [median] [IQR/range] (H)
SCIT vs. 2
baseli 2.58 B
e 3.57 2529 32 40 254 -536 31 0.8306
Ameal = 0.29 2.47 PIRFCHH| <
(2005) MS S| " 1.0 ~150 32 3.13 363 31 <0.0001 N
-2.57 1.1 32 0.87 1.23 31 Hagt ME
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NEC/\ 22 Heiom(usizap - L2y |HIgE- 2]
18K Zat =8 £33 Sz CHEat p-
(o=| E) x| I |:_|5|>_| ME‘ Mean SD Total Mean SD Total value H IJ—'—
= e (PHg) [median] [IQR/range] (%) [median] [IQR/range] (H)
gggjt)re'“ MS ™ 12 05 20 41 52 1334 31 wslg AS
Garc 1a— 1.97 1.66
Robae  MS  H  5AW 1047 969/ 27 2200 2143 27 - o0l
(2006) 11.25 22.75 =k
0.184 004 64 0292 0.1 65 0308 LAIAE
ang MS " 12 ' : ' ' s
( ) 0.2 0.36 64 0.35 0.96 65 Helgt ME
MS: Medication Score, SD: Standard Deviation
SCI PMacebo 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean 50 Tolal Mean S0 Total Weight V. Random, 95% C1 Year IV, Random, 95% CI
3.4.1 Placebo
Maestred 2004 05 20 4 52133 N NE% 027 [0.73, 0200 2004 =
Ameal_2005 257 1M 31 087 133 0H B -IA0F36R-218] 2005 b
Garcig-Robaing 2006 1047 187 27 2209 166 7 1% -BIS9FTH3-454] 2006 ==
Wang 2006 02 036 B4 035 086 BF Xi% 021 055, 014] 2006 L
Subdntad {95% CIy 164 154 100.0%  -2.29[4.06, 0.57) -
Heterapeneity Talf = 310, ChP= 11331, if= 3 (P = 0.00001); F= 7%
Testfor averall effect 2= 2.54 (P= 0.01)
Tatal (35% CI) 164 154 100.0%  -2.20[4.06, 0.57] -
Heterageneity Tau= 341; Che= 113 31, df= 3 (P < 0.0000TY F= 7% N & 5 : )
Tashfor ovarall effect 7= 254 (P = 0.01) Eaups MO Frniare ionere b
e : aviurs [SCIT]  Favours [Placaba)
Tast for subgroup difierences: Mot applicslle
O3 3.19 MAol St FEM4=(SCIT vs. ¥ & I8
SCIT vs. 2=
Ao A FAZHSCIT)H FE T 7 RER S 3H A BT §4 7Hs3 3HOA SR
(SCIT) eFE 8o} I3} HH =4 F-98h 207} §iglo L, o] @ Ado] = TtHSMD -1.14,
95% CI -2.53~0.25, 1*=88%).
H 3.27 83t _FE8=(SCIT vs. AZ2H)
(015) x| I |:_|5|>_| ME‘ Mean SD Total Mean SD Total value H IJ—'—
= o= (PHY) [median] [IQR/range] (%) [median] [IQR/range] (%)
SCIT vs. 4=
Eifan MS X 12 17 14 14 28 1.1 14026 Ao
(2010 - ' ' ' ' T s
Karakoc Opx|2t 2t
—Aydiner MS S| 36 0.3 0.7 12 1.7 1.0 10 - KA
(2015) gL AL
(Tzsg; 9 MS B 6 19 0454 20 -095 -0.22 20 - st AN

MS: Medication Score, SD: Standard Deviation, ASS: Daily Asthma Symptom Score
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goraq

S0 Pharmacolherapy Sid, Mean Difflerence S, Mean Difference
fudy or Subgrou n__ S0 Total n__ 50 Tofal Weight [V Random %3% 01 Year I, Random, 5% (1
1.5.1 Pharmacotherapy
Tsai 2010 19 0454 0 085 02 0 320%  -RAT 34T -TE a0 TR
Eifan 2010 A7 05 14 03 1A 4 0% DA0F1.Z6,0.28 200 L
Karakoo-Awdiner 2015 22 157 12 46 18 10 311% D4 LA 0EN 2018 i
Subitotal {95% C1 % M 100%  A14[259,025] -
Heterageneity Taw?=1.33; Cht= 17 211, &= 2 (P = 1.0002; F= 09%
Testfar overall effect 7= 1 61 P =0.11)
Totad (95% CI) 46 4 100.0% 1,94 [-2.53,0.25] "'*"‘
Heterogensiy Tau=1 33 Ch=17.21, if= 1= 1.0007); F= 08% y ? & :

Testior merallefect =161 (P=011)
Testiar subarous diferances; Mol aoplicable

% 3.20MAl0| FatA QFSXA(SCIT vs, AH2H) & I3

Fawours [SCIT] Fawours [Pharmacatherapyi

2224 HJlsH

SCIT vs. ${F

H7 s Ha= 23HollA Ba1sEiar FEVI 23] sl 714 A1 tiv] $13kE A0 2 g5t oy S
(SCIT)= $okH(Placebo)d} EEshe HHHSFd = 3-2I5t ZFo] 7} 11Tt Wang (2006) A0l 4]
Y27 HY QHES 83T, 71 A thv] 127 3 AS 7% (Forced Expiratory Volume in one
second, FEV1)9] ¥igk= & o 7F -2k Zpo|7} Q19T

H 3.28 MAlI9| 1M T|7|SEA(SCIT vs. €26

1%} 23} =3 Szt = p-
(ﬁE) I|E ME‘ Mea-m SD Total Mea}n SD Total value HlJ_'-
(7H®) [median] [IQR/range]l (%) I[median] [IQR/range] (%)
SCIT vs. 2f
Yukselen FEVT 12 9.2 10 10 %.2 10.2 10 NS ZEL
(2012 39 15.23 10 8.5 1848 10 NS Rt
FEVT 7| X4 87.96 1.434 64 87.97 1.738 65 0.996
12 91 11 64 90 14 65 - ekt

Wang PEF_Mor 7Nzt 289.6 9.94 64 3084 12.55 65 0.257
(2006) PEF_ BVE  7IMgf 2931 10.58 64 316.0 12.13 65 0.136
PEF_Mor 12 309.5 9.25 64 330.1 10.42 65 0.144
PEF_EVE 12 312.2 9.27 64  335.1 10.74 65 0.109

FEV1: Forced expiratory volume in one second, PEF: Peak expiratory flow, NS: not significant

SCM Placebo §td. Mean Difference §td. Mean Difference
Study or Subgroup  Mean 5D Tofal Mean 30 Tofal Weight [V, Random, 5% C1 Year IV, Random, 95% (I
Wiang 2008 o1t 84 B0 14 B5 BEE% DOBE02T, 042 2008
Yukselen 2012 B9 1523 10 865 1848 10 134% 014074100 2012
Total (35% CI) T4 15 100.0%  0,09[0.23,0.41)
Heterogenedy Tau*= 0,00, Ch#=0.02, of= 1 (= 0.90), F= 0% ) : : ;

Testior overall effect 7= 0537 =059) Favours SCT] Favours Placei]

121 3.21 MA9 S H7|s™(SCIT vs. 90 = 1=
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NEC UH|Z7 HOIQH(IISEAL — LHIZT HI - A

SCIT vs. 2f=9%

OFE-Q M} 5| 7]%50] 7iAE SRFE H|w S 1 HoA SAHSCIT)O] FEQ Mt Tt 1271 Al
7N EA7E F-2J5HA Bokthal B skt

H 3.29 MAlo] 1M H|7|5H-L(SCIT vs. 22 H)

18X A 53 Sz CH 2=t -
(°‘|E) X2 AIH Mean SD Total Mean SD Total value H|2
= **  (4g) [median] [IQR/rangel () [median]l [IQR/rangel ()
SCIT vs. 22
(25%) FEV1 913 91 30 867 1222 30 - -
O T 12 51 (0% 85 21 (9% 112 oo A

(%)

FEV1: forced expiratory volume in one second, PFT: Pulmonary Function Test (FEV1 Zx} HA|)

2225 49 H

SCIT vs. 2I2F

7"4/‘101 |4 S AAHSCIT) H1H(Placebo) 7t 42] A HSk= 2wollA skt x418kx}e] 4] A
SA == Asthma Quality of Life Questionnaire (AQLQ)E &-85131. 0.1, AIA|SA], AIA

i—‘—]"]—oﬂ A7 L 42 410] Zo] =9k0), ARG 2Hoj|A] ux|al 2242k A|A 9] A A

(SCIT)o] Yofi(Placebo) Bt 4] Zo| Erhal B 1159t

H 3.30 MAQ| Sk 49| EI(SCIT vs. 1Y)
=X =
ROV G Sz iz = i
(¢IE) XE AIH Mean SD Total Mean SD Total value [
= = (#®) [median] [IQR/range]l () I[median] [IQR/range]l (%)

SCIT vs. Y2f

Garc 1a— BAN 7R &
Robaina  AQLQ (=12) 7.44 - 32 1144 - 32 0.043 Z=ARZY
(20006) ’ 1] =i
Ameal BEW _ _ =AY Zut
(2005) AQLQ (=12) 4 32 10.5 31 0.0025 Ol

AQLQ: Asthma Quality of Life Questionnaire, SD: Standard Deviation

SCIT vs. 2f=9%

HAONA SABSCIT OFEQ M 7 0] AL W]t 180l 25 S=ARI2 87hel SAHA(SCIT)
o] SFZaMTRL} 4] o] Fgprhil Busteic.

04



H 3.31 ™MA9| Sty 49| Z(SCIT vs. A422H)

1K} Za} =3 S =t p-

(°”|E) py:: AlI™ Mean SD Total Mean SD Total value H|31
= ** (1) [median] [IQR/range] (&) [median] [IQR/range]l ()

SCIT vs. =2

Lozano _ _ 2B E=A

20014 AQLQ 8 6.4 _ 21 5.42 20 ZIH RN

AQLQ: Asthma Quality of Life Questionnaire, SD, standard deviation

2.3 2H== Yot

GRADE HFAE2S 0]85}0] ZASZ2 S Wrslon, A9 Ys]o| A= zF AnpAsd 2R ZH(SCIT)
ek (Placebo)7t Bl A}of| ot A5 (certainty of evidence)& AA|o7| 2 ST

2.3.1 GRADEE #let Zuatsr2| S 2

= AIA| HE= QA Al (critical), @F- Q8 14 %] 0] 2] 9k-2(important but not critical), @&
B_OKof limited importance)?] 371 50l wel 5 Q = (importance)S 725} 1L, OHAA Q]
(critical), @35 Q0FA|qF 4 & 0] 2] ok2(important but not critical) AXAHE 422 GRADE
TATES GRISISIH. A9Y3oAM = sl A 57|ext T P, avbd 2apeE E2lst
U2t o) 7z Aapaseo] 2 =5 245

2o I

HE
e g 328t F25X|0t SO
= (of limited SHAMO|X] %42 (critical) -
importance) (important but
not critical)

of A o|MEES 1 2 3 4 5 6 7 8 9 Critical
,E =4 O|AEHS 1 2 3 4 5 6 7 8 9 Critcal
g gﬂggﬁﬂiﬂxliEd) 17 2 3 4 5 6 7 8 9 Important but not critical

5o A= 1 2 3 4 5 6 7 8 9 Critcal
8 34E= 1 2 3 4 5 6 7 8 9 Critcal
o o= g 1 2 3 4 5 6 7 8 9 Critcal
g 49 1 2 3 4 5 6 7 8 9 Important but not critical

() W 7S B 1 2 3 4 5 6 7 8 9 Important but not critical

2.3.2 GRAED 2H+&E

AIAEE F Q=2 RISl WA ZA4E(Certainty)S B7I9H 2ul= oS 1} ZHon, &4
2718199] ZAFFEL E-2(High)o| At 55 = (Moderate)°] 21, H4-2 55 (Moderate)o] ALt
HZH{Low)ol .
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H 3.33 ¥d|27|H[82 GRADE 2A E7t

THSE Bt SR k=) THTE Zafhe
= f4 HISE  HgEd  HENMY Y SHEE SCIT et Relative Absolute =c
4 S (95%Cl) (95%Cl)
[IT4] T4l OJEES
12 RCT not not not not none 245/1292  92/764  RR1.80 60 fewer per 1,000 PP CRITICAL
serious  serious  serious  serious (190%)  (120%  (1.08t02.17)  (from4 moreto 141 more) High
[Ed] 34 O1YEIS
16 RCT not serious® ot not none /9 159381 RR19T 164 nore per 1,000 ©@dO  CRITICAL
serious Serious serios @18% (1807  (1.0410357) (from 7 rroer to 483 nnore) Moderate
[FEM] S5t O[S
5  RCT no not ot ot none 55/286 25/188 PRI ZBrroreper 1,00 @OD®  IMPORTANT
serious  serious  serous serious (19.2%) (13.3%) (06110417 (from B2 fever to 414 mmore) High
[EaHd] AT+
10 RCT not serious” ot not none 829 577 - SMD 0.82 lower SlaTa1@) CRITICAL
serious rous serious (1 .27 lower 10 0.38 |O\/\Br) Moderate
[(Eud] 4T
5 RCT  not serious® ot serios®  none 149 142 - SMD 1.9 lower ®®(O(O)  CRITICAL
serious serious (3.03 lower to 0.78 lower) Low
[EaHd] A=T
6 RCT  not not not not none 217 205 - SMD 0.5 lower PPPPD CRITICAL
serious  serious  serious  serious (0.7 lower to 0.31 lower) High
[(Ead] &2 &
2 RCT not not not seios®  none 59 45 - VD 1.25 lower ®®®d()  IMPORTANT
serious  serious  Serious 213lowerto0.37lower)  Moderate

SCIT, Subcutaneous immunotherapy; RCT, Randomized Controlled Trial; RR: risk ratio; Cl: confidence interval; SMD: Standardized mean difference, MD: Mean difference,
SMD: Standardised mean difference; MD: Mean difference, - : not report
a. 0|HS H&dt= I SAZ0| 2075%)

b. STCh&A7H HZ(NC300)
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H 3.34 M4]9] GRADE 27 H7t

7%= Gyt NS =21} THTE ZufHe
2B 93 HSHE I=|I°".;V“" HZEHSE HEUd SEHE SCIT L~ el Relative Absolute =or
2 S (95%Cl) (95%Cl)
[QHEM] T OJMEES
2 RCT  not not not serious®  none 15/55  11/54 RR1.38 77 fewre per 1,000 ®dad(O  CRITICAL
serious  serious serious 27.3%) (20.4%) (07110267 (from5fenertod0moe) Moderate
[PFEM] =4 O|AEES
2 RCT  not not not serious®  nore 4/39  5/36 RRO.77 R fewre per 1,000 @®dd(O  CRITICAL
serious  serious serious (10.3%) (13.9%) (Q2Bt0261) From10/fenerto2moe)  Moderate
[PrEd] TSt O[AEES
1 RCT ot not not srios®  nore 2/41 /31 RR38I Ofewre per 1,000 ©®®O  IMPORTANT
serious  serious serious 4.9%) (0.0% 0191766  ({FromOfenertoOfener) Moderate
[SaHd] S4F+
3 RCT  not serious’  not sio® e 123 132 - SMD 3.03 lower ®pOC0O  CRITICAL
serious serious (6.05 lower 10 0.01 lowen) Low
[SaHd] A=H+
4 RCT ot serious®  not not nore 164 154 - SMD 2.29 lower ®eO0O  CRITICAL
serious serious Serious (4.06 lower o 0.52 lower) Low
[ H7Is®+
2 RCT ot not not sios®  nore 74 75 - S\VD 49 d®®()  IMPORTANT
serious  serious seriaus 023 Iower to0.41 higher)  Moderate
[Sahd] &2 &
2 RCT -~ - - - - 64 63 not pooled 2m: 127 I'EAPH SCIT=0| - IMPORTANT

PRIHCHAC| 20| 25
SCIT, Subcutaneous immunotherapy; RCT, Randomized Controlled Trial; RR: risk ratio; Cl: confidence interval; SMD: Standardized mean dlfference, MD: Mean difference,
SMD: Standardised mean difference; MD: Mean difference
a. 0|FME HEst= I° S0 2075%),
b. SO AR HZ(N(300)
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1. WY e

A =24 W QH(Allergen Immunotherapy)2 AAFLE ToIFAIR ATFH AR} SFoto] ¥
1ol digt HES B S SA7= e ol AQ=r|eB7HE = A A%
H3of| AT oJ(RAEXFIA] A2000-74%, 2000.12.28.) 200149 1Y€ 14HH H|Fo=2 AR
Zolt}t. 24 HY HFTSH5AD (Allergen SubCutaneous ImmunoTherapy, 13}, SCIT)-=
W7 U HS S5 Q=r1eB7F AR daEstlal A7 A, 49 A9E AA A
W7t ddo = A=A 2023 A2At =7 1EA B 7 981(2023.2.10.)9014 F7HAIEIA 49
£ o} A A 9 5Hd 5= SIS R 7|eo] A AREE 1T A JAHEAE A

1.1 € =7H|H

1.1.1. 24

& 2570 AL, =4, STRE o REE-C & HFslsle] QEAAS SRISIRITE HAl o kS-S FH =4
A Q H(5I5AD HR-H(SCIT)o] fJoF8-8-(Placebo) Tt ¥Adgo] §-ol51A o &qtom(Risk
Ratio, RR 1.50, 95% Confidence Interval, CI 1.03~2.17, *=50%), =4 oAM= 8.0J51A] &9k
o]AA = EAUTHRR 1.91, 95% CI 1.04~3.51, 1*=94%). L&}, SOigt oAk &= #7¢
Z1o]7}F AR, o] Aol AATHRR 1.59, 95% CI 0.61~4.11, 1>=55%).

1.1.2. 531

FEAE S LHE7 M HolA L E7(HsIAD HB-EHSCIT) HlehH-8+H(Placebo) Xt 543k
EQSRCT 107D} 3/ 4RCT 5702 Folgt a3} QI ATHS-3eRE A sk Haatol,
Standardized mean difference, SMD) -0.82, 95% CI-1.27, -0.38, 12=93%; 5484 SMD -1.9,
95% CI -3.03, -0.78, 12=93%). 3t L= (TslAh H-EHSCIT)Y] s APEe+
(Placebo)Ett Yol G301 17(SMD -0.50, 95% CI1-0.7, -0.31, 12=0%), ZA+EE &St} 42
718 FollA] 4] A2 5795t 2804 L= EA(W51AD B8wHSCIT)o] f1ekH-8H(Placebo)E Tt
449] do] #UA|TE, o] AL =2 HO|UTHMD -1.25, 95% CI -2.13~-0.37, 12=73%).
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JoFg-&-(Placebo)7t SAZ 0 & §-9J5t 2o |7} %i‘}iEKRRl 38, 95% C10.71~2 67 2=0%). E3H
4 o ARG MBS T = 217 5913 2fo] 7} 912 H(RR 0.77, 95% CI 0.23~2.61, °=0%), =5t
oJAES-L 1 HoA T 7t §-9J5t Z}o] 7} UIIEHRR 3.81, 95% CI 0.19~76.62)

1.2.2. 531

3 1382 BT <22 A (T 6tAD HB-8H(SCIT)H 91oF8-8(Placebo)s Bl 1t 21,
G =7 A (W 51EA HEH(SCIT)E f1oF -8 (Placebo) ot S/F3RCT 271)2] ¥sksF
o] ¥ A FJgt /AR Il o, o]& o] =ATHZAS SMD -3.03, 95% CI-6.05~-0.01,

17=98%). T3, F=d4(47] RCT)E Horg-8-(Placebo) et f-o]5kA WoroL, o] ddo] &9t
(SMD -2.29, 95% CI-4.06~-0.52, 1’=97%), 239] #7155 G| 22 W 8 3(WoiA)) H-8
(SCIT)= 91ekF-8(Placebo)?t F-2Jgt 2lo]&= QIATHSMD 0.09, 95% CI -0.23~0.41, 1*=0%).

2. 2X}7ER| XA

e 271HY 52 4] Stofl A G2 U QH(TotAN HEA” 9”1 X 87t 7Rl A
F80] 2o AHE B A7 F218o] IAY At FHste] AmHE AEsHA =Tt St
2 Heox 2 AR H(WeIFANS TomA X &7|7te] AL FARRY] 53t 71,
T 0 B, AR S Al 2712 8E A Alofehs 59 B AASITh E3L

U2 A LAGIEADS AR IASS S 27] S4So] AME] T AL BEdhe
AT YUAT, B FAE FAAAE Ao B H eI U2 oko] ANz %) S 29

2] WalkslA] oo} X7 a iy}t Betalsiols o AL AAJSHAT)

3. 28
=2 A 2H(IslEAD) £USoME FA £34 27 viReR I = v e -y
o, 4 o] Wiy QA Bl avhdel dist B7HENE tEat 2ol Al skl

£fdsh= A7 F2of Felshe A=Y Heleh B Bl skt ‘g Eal Hee
H - WG oA = M - S EIRG- A o' BrtY Wge Akt
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Al HE7|H]d SAjoflA] HEA A H(6l5AD HB-8w(SCIT) 1°F8-8(Placebo)
JormHic, 24, SRR AR T 4ke) o] BolA makgol glon, HAl §e
4 ogH-go] 'AY&o] fohE-8H(Placebo)E T} B E9ITh I Y, thiE HF odHEE o= 9
=209 A= stofl SFAAE 7he T A=A AlFE A9, bdstal el owr]Eo]

FEA= F 4 SAllA L= WAL SN B-EHSCIT) #19F8-8<(Placebo)ll
vl AL, =4, SHIRE oHkg-2] TAgol] Aol fivloy, L=l WY H(FSHEAD B8-S
A 2Aste] Sj=Ale] et 5t SFAATE et 2wkl
= Rl 4] gl e =ql |
AR H@SIEAD FASCIT)I AP 8(Placebo) Bt 54 a7t A=l a3
< o, SN ol 9] vkt AR (w75 A, 34 A%t %‘.L %)—Et%é 7t AT= 2
SPHAL ARbSHITE

ag=A A &‘ﬂ(ﬁlﬁ}"*})&— FT SN 9 714 ol 5ol thet 22 A AT F2o] F
[op, FT G2 AR A Foly FAHEY N T tHIBHE Aot Qirt. E3H A+
2UslE QIsh #hRo] 44} Ay v EES Wol 7|9 59 HstE gY27]A%to] 37t
Sk FAIE A7 AR5 BT TR TR EFO] £85)oF stEE X5 A|7t il A mH| o
AT} S 7B SRS S B9l ARANE gRlstal A-gofoRt gt TS, o b E A
201 k2 Sfigh HAl ool TEA WAHT S qlo] Q819 HEHE slolA] Al&43t S5
2|7} 75 et Q=34 AlYsfioF gtk A Aot
20239 A112F Q57 B7H9198](2023.11.10.)014 = 491H43] 22
= Z

ol &R B BN AUZA10T] 07 L
of @ 9l(s}2eAD o] Hhs) Thet 2ol Alofstair

7188 &2

o571/ AUSIE AL Bao) Baeks SlmPele] Wole WS | kst L
G2 WA, BN QA=A BARHNTA- LA 2] A 08 HAES
WS 2 Yotk

=7 leA7edsle YA g ﬁwu oA 2 11 9] B 55 THHCE AED
= o, = BRI 7HAof wet A 7-8/d0] EEHE = Qlo] AFEAE Sl EE=Y] v
& ﬂx}oﬂ*ﬂ 5 2 s LEEAl Laﬁ‘%ﬁ(ﬂlo FADS] F7F AR 2
FACHAL S 257 ).

BT E7IES= A b A <A H 1L 9] HURME 52 FEE R 113
= W, S Gl 7Hx ol whet /A F-8d0] EEHE = Qlof oFEA R SRl A4 el
Slel A B QH(TalFADY] F7F ARE-S ‘2AR AT 0= 4 9JatrHE
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