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Festure EHCF EHCF+LGG

Male sex, na. (%) 15110 (68.2) 12110 (655)
Cesarean delivery, no. (%) 69110 (62.7) 66110 (60.0)
Born f tem, no. (%) 101710 (918 9H110 (89.1)

Weight at birth (kg), medun (IQR) M@0 1200039
Beeast-fed for 32 mo, o, (%) M0 (764) TI10 (200)

Weaning (mo), median, (IQR) $0(5.006.0) 0060
Siblings (count), median (IQR) 1000 1.0) 100w 1.0
Familial ridk of allergy, m. (%) 9010 (11.8) 19110 (68.2)

Allergic first-degree relatives (comt), median (IQR)* (1)) 1{l10d)
Expasure to passive smoking, no. (%) 39110 (355) W0 (45)

Mather smoked during pregnancy, no. (%) 41110373 VU0 318
Expesure to pets, 0. (%) 13110 (118) 1§10 (164)

Age at CMA diagmosis (mo), median (IQR) 030080 030080
Weight at CMA diagnosis (kg), median (IQR) 15(6.108.6) 1461087
Weight at CMA disgnosis (SDS WHO), median (IQR) 0.16 (<0.41 0 0.6 014 (~0.8100.9)
Length &t CMA disgnods (m), medisn (IQR) 0.66 (0.61 10 0.) 066 (061 t0 0.70)
Length & CMA diagnosis (SDS WHO), median (IQR) 005 (=0.% 00.2) =003 (~056 10 0.94)
BMI at CMA diagnosis {kymzl‘ median (IQR) 173016210 18.1) 17216210 18.1)
BMI & CMA diagncsis (SDS WHO), median (IQR) 029 (~0.8 00.7) 026 (~0.8 10 0.66)
Positve prick by prick et result for fresh mik, na. (%) 010 (1000) 110 (1000)
Positive SPT response for a-ictalbumin, no, (%) 96110 (873) 110 (855)

Positive skin e respanse for B-laciglobulin, no. (%) 60110 (545 0110 (636)

Positive SPT response for casein, no. (%) 49110 (1 5) SUL10 (464)
Gastroimestinal symptoms &t CMA onset, no. (%) 61110 (835) 6110 (59.1)
Cutanecus symptoms at CMA omset, no. (%) 75010 (68.2) T¥110 (664)
Respirabory sympioms & CMA onset, no. (%) 17110 (155) 14110 (127)

SDS, S scom; WHO, Werld Heal$h Orgmization
*Cakulged only for the sbjects with familal ask of allegy.

HRIZSM LT TR CTOANITIREDIEEZF o7 (T72b b, HID B TohAHD
80% & W L72), 1REALOMERICEE T 23O HEFITME SR o7, BHFRA I
AR 27 A (12%) OFHEAE LT- : EHCF 7 /v—7"C 15 A, EHCF+LGG 7 /. —7T
12 N FHENERE L7212 14 AOFLSHEBSHENHEHE L, 13 ADSRMOBH THER L
e (RET 4k Z2—n6b FP (FE/NEFRIE) 726 OEig TE 20 > 72), EHCF 7 /v
— 7 THEIFCE R0 o7 16 ADFkD 55 3 AT 12 » H T, 6 AT 24 » AT, 6 NI
36 » H CHi¥% L7, EHCF+LGG 7/ — 7 CiBBREEIZ 2 572 12 ARSI D H 5, 2
NF12 7 H T, 5 ANIF24 » AT, 5 ANIE36 7 ATl LT, ZORFOF L TA UK
¥~ U (wwwjacionline.org) D E1 1%, MEEKEZTHRE DX—ZF 1 ORI L 7
=7 v IR UTIRE DRX—Z2 T A DR EDETH 5,
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Study completers

Lost to follow-up

Male sex, no (%) 1307193 (67.4) 17/27 (63.0)
Cesarean delivery, no. (%) 118193 (61.1) 1727 (63.0)

Born & temm, no. (%) 172193 (89.1) /27 (100.0)
Weight at binth (kg), median (IQR) 1330035 1228 w15
Bresst-fed for 32 mo 146/193 (75.6) 15/27 (55.6)
Weaning (mo), median (IQR) 5040 © 6.0y 50(50 v 6.0y
Siblings (count), median (WQR) 10w1) 00w1)
Familisl risk of allergy 140193 (72.5) 14/27 (51.9)
Allergic fira-degree relatives (count), median (IQR)" 1(lw2) 1(lwl)
Exposure 1o passive smoking, no, (%) 69193 (358) 8/27 (296)
Mather smoked during pregnancy, no. (%) 61193 (31.6) 15/27 (55.6)
Expasure 1o pets, no. (%) 26193 (115) 527 (185)

Age at OMA diagnesis (mo), median (IQR) 5030 7.0y 7.0 (60 © B.0)
Weight at CMA diagnosis (kg), median (IQR) 125986 81 (0.7 0949
Weight at CMA diagnosis (SDS WHO), median (IQR) 192 (128 1o 247) 224 (17210 261)
Length &t CMA diagnoss (m), median (IQR) 0.65 (0.60 10 0.69) 0.69 (067 10 0.71)

Length &t CMA diagnoss (SDS WHO), madian (IQR)

269 (168 to 3.77)

305 273 10 342)

BMI st CMA disgnosis (kg/m’), median (IQR) 17.2 (16.1 to 18.0) 180 (169 10 189)
BMT &t CMA diagnosis (SDS WHO), median (IQR) 038 (0.07 10 1.0T) 0.74 (-0.08 10 1.25)
Positive prick by prick e result for fresh milk 19%193 (100.0) 0727 (100.0)
Positive SPT response for a- hatalbumin 16¥193 (845) 27 (100.0)
Positive skin ed response for B-lacoglotulin 107193 (534) 20427 (100.0)
Positive SPT response for casein T¥193 378) 227 (1000)
Gastroingestinal symptoms st CMA onset 10%193 (56.5) 17427 (63)

Cutanecus symptoms at OMA omset 135193 (699) 13/27 (48.1)
Respirairy sympioms st CMA onset 22193 (114) 9127 (333)

805, SD wenm; WHO, World Hed® Organizasion.
*Calkeulged only for the subjects with familial ssk of allergy
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= I 1%, FERIFOHE (36 » AOEEDOT LAX—ER) . EONEO KB LD
ReEI AP RABEE (2., CAE LA, WE. BELOEHKERK) . 25 CIChoEHT LLF
—HME I T VAR ER LA DT AENEHE TH D, EHCFICXTHEHC
F+LGGOEEDAM (7 LAAX—JER) DARD (#ixt U A7 %) 1, CC A (Complete
caseanalysis) C (1) —0. 23 (95%CI, —0. 36~—0. 10; P <0. 0
01)Tho7-, (2)SA — EQS (Sensitivity analysis—equal worst outcome scenario)
T—0. 22 (95%CI, —0. 35~—0. 09; P <0. 001), (3) SA -
B C S (Sensitivity analysis—best-case scenario) T—0. 33 (95%CI., 20. 45
~—0.21; P <0.001), (4) SA — WCS (Sensitivity analysis—worst-case
scenario)) T—0. 08 (95%CI. —0. 21~0. 04; P =. 5), SA-EQS ®
HEEMEIL CCA OHEEM & K <LTWiz, #aktiy72 8l 5, SA-BCS X CCA Ol X
D 10%m <. SA-WCS 1% 15% K27z, DTV ADTF TS A2 b, EHCF+LGG (2
HREDNNELFES> TV (8%), ARDDCCA (Complete case analysis) #EEH %
T2 ZLICED BRICBERAEITA44 TH-72 (95%C T, 3—10), ZHi,

EHCF Ll LT, 272K &b 1207 LAFT—ERZ 72012, 4 AOWEERE DS 36
A EHCF+LGG THHESNLIMERH -T2 Z 2B LET, X 31X, CCADFTOH
ERFEROBEERE Ty P LELDTHDL, ZORFEOF L TA L LAY LY
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EROEEZRLTND, HEBIIT X TOLE CTERTE ., T 2%AK0., HxHET
10% KM CThH-o7e, ZORLEOF T4 VAR MY (www.jacionline.org) DX E1 1%,
CCA (Complete case analysis) (2 &> THE ST, AR O ERRE RO ETE OFRE
Frray b Ui, ERERITEGHERTHY . Lizd > TEGIAER BIZORER S
HRETHDHIZD, ZHUIRRN T TH 5,

3  CCA (Complete case analysis) T F= 723 B RO AR,

ARDg, ka6 - eonr = - 0-23 (95%CI -0.36 t0 -0.10, p < 0.001)
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LGH 2%}% % EHCF+LGG O44iittED> ARD (Absolute risk difference) (% CCA
(Complete case analysis) Zf/H L <C (1) 12 7*H T 0.20 (95%CI. 0.05-0.35; P<0.01) .
24 » H T 0.24(95%CI,0.08-0.41; P<0.01) .36 »~ A T 0.27(95%CI, 0.11-0.43; P <0.001)
Tho7, (2) SA-EQS #fHLT124,HTO. 15 (95%C1I, 0. 00~0.
31; P=.06), 2445HTO0. 20 (95%C1, 0. 05~0. 35; P <. 0
1), 36 »HT0. 23 (95%C1I, 0. 09~0. 37; P <0.001), (3) SA-
BCS #HWT1 2, AKEHTO. 29 (95%C1T 0. 15~0. 43, P <0. 00
1), 247 HEETO0. 34 (95%C1I, 0. 18~0. 49; P <0. 001), 36
r AW TO0. 36 (95%C 1T, 0. 22~0.51,P <0.001), (4)SA-WCS
ZHEALT122HTO. 05 (95%C1, 20. 11~0. 20; P 5 1. 0), 2
47HT0. 09 (95%C1I, 20. 07~0. 25; P 5. 5),36nHTO. 12
(95%CI1.20.03~0.27, P=.2), f&En 7 V4 (SAWCS) D FT%, ECHF
+LGG I N—T BB EN D -T2, ZTDEIT24 » AT12% Th-o7=, K4ix, Ao
2 OOWMBREFIZHBIT S CMA (BT L X—) B4 7 1> kL7, www.jacionline @



ZOREOAELTALIVRY RO Fig B2 1272y hahTnb L 912, SPT (g~
Uy 7T AN EeRE, ERRE IBTWD, £ILIE, o FA (B%H7 LLX—)
HMTEIZAM (7 LA —ER) EMAE DT R2IRNRBEELZ R LTV D,

#FZ EN  EHCF+LGG 7' /L—="& EHCF 7' /L —7[8]® ARD (Absolute risk difference) (Z%9"
BH_R— AT A IR DR

EHCF+LGG -0t -0 024 023 023 -0} -\t 04
vs EHCF (-0%10-008) (-035t00-009 (<037t =011 (-036t0=010) (03500 -0.10) (<0310 -010) (-035t0-009) (03710 -011)
Male sex 009

(~00410029)
Born t erm (.06

Cesarean delvery 015"

Breasted for at keast 2o -0
(~017 0 0.13)

Fanilal sk of llergy 022f

(01010034
Expostre to passive smoking 001

(0310014
Mother smoked during 003
pregancy (-009t0.0:20

Exposed fo pets 015

Ohservations 193 193 19 1% 1% 1% 193 19

Values are ARDs, with 95% Cls in brackets,
Pl
Pl
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X 4

Incidence of CM tolerance

1_

CCA (Complete case analysis) (2351} % CMA it 5 4=

0.20 (95%CI 0.05 to 0.35, p < 0.01)
0.24 (95%CI 0.08 to 0.41, p < 0.01)
ARD,, = 0.27 (95%CI 0.11 to 0.43, p < 0.001)

I
12 24 36
Months

—e— EHCF ——#—- EHCF+LGG

ARD = absolute risk difference
95%CI and p-values are corrected for 3 comparisons
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EHCF+LGG
No. Percent No. Percent

Eczema at 12 mo

No TS 821 24 85.7

Yes 17 17.9 14 14.3

Total 95 1000 98 100.0
Eczema at 24 mo

No o2 96.8 98 100.0

Yes 3 3.2 O 0.0

Total o5 1000 o8 100.0
Eczema at 360 mo

No 89 93.7 97 99.0

Yes (&) 6.3 1 1.0

Total 95 1000 98 100.0
Eczema total episodes

No o9 T2.6 83 84.7

Yes 26 27.4 15 15.3

Total s 1000 98 100.0
Urticaria at 12 mo

No A 1.1 o4 95.9

Yes 18 18.9 4 4.1

Total o5 100.0 98 100.0
Urticaria at 24 mo

No o5 1000 96 98.0

Yes O 0.0 2 2.0

Total 95 1000 98 100.0
Urticaria at 36 mo

No 93 97.9 96 98.0

Yes 2 2.1 2 2.0

Total 95 1000 98 100.0
Urticaria total episodes®™

No 75 T78.9 Q0 91.8

Yes 20 21.1 8 8.2

Total 95 1000 98 100.0
Asthma at 12 mo

No o3 97.9 o2 93.9

Yes 2 2.1 o 6.1

Total o5 1000 98 100.0
Asthma at 24 mo

No 87 91.6 96 98.0

Yes 8 8.4 2 2.0

Total o5 1000 98 100.0
Asthma at 36 mo

No 87 1.6 o7 99.0

Yes 8 8.4 1 1.0

Total o5 1000 98 100.0
Asthma total episodes

No s S1.1 B89 920.8

Yes 18 18.9 9 9.2

Total 95 1000 98 100.0
Rhinoconjunctivitis at

No 90 o4.7 93 9049

Yes 5 53 5 5.1

Total o5 1000 o8 100.0
Rhinoconjunctivitis at

No o2 96.8 o7 99.0

Yes 3 3.2 1 1.0

Total o5 1000 98 100.0
Rhinoconjunctivitis at

No 7O 83.2 96 98.0

Yes 16 16.8 2 2.0

Total o5 100.0 o8 100.0

(Continued)
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FEBNL 723> 7o, NLHABRUTERT 268 EFEFRITR <, B O NTHEREIZEITR) -
oo BT, RHE, BS, BLXOHFEORKRFNZLIL, EHCF, LGG #+EHCF # D[ T
FfRRECTHoTe (FT—ZITR LTV,

5

7 hE—MERE, BROBMERZISE T2 LGRS, EE L. EFHOR
SHERVERS TR RS DR TH D AREMEN H V. ZTOH%OT LIV —VER B A FIET
Hv—H— & LTHATRETH D LT 7o, BUEOMAIL, 7 LV —MREIX, 15
WHlE#ERS L O Y 2T 4 7 2 (GRIE : DNA OESINE—Th->Th, DNA 7 1
~ T U ~DOALFER 2B L TR A OTRE 2 B S 2IERH D Z L3k o T&
7zo 2F V. DNA OFEFNARIFET, oMl 2 & R Chl & fkaih 5 s e D21k
RARZDNTOMIE-T D =T 1 7 A) BRI TEHERER L LIz, ShdHoE
{RAYEER & BREE K & ORIDOMHEA/ERIC X > THAORICIRESN D Z & 2Rl LTV 5,
T U =R B ORBIEICEBEMICE ST AT E Y 2R T 4 v I IRA T = A LD T,
DNA A F /b3 bBHE TR R ENTWS (22), AiF%i%. EHCF+LGG 7 EHCF
ML Y b, IgEIck % CMA (FIL7 LAX—) BIZHT A0 AM (7 LS —Ek)
DOREZPL SEDLDOICHENTHLNE I DEFMET D2 L2 HE Lz, ARCT O

BITOZBFRI L E2—|2 LV, BEHOBIBEIEIZMO AM (7 LILE—ER) . FRlom
E



BT MO AMOREEHIET5Z L1288V T, EHCF+LGGAEHCF X0 H%0R0
ThHZLERLTND, ERBRICEL T, 36 » AMIcA< &b —2D7 LL¥—
FERFEAE 2B <72l EHCF+LGG TR T 2 ME R & 2 AN REIL, ZOFRICE > T
4 N (95%CI, 3-10) :tHftE &7z, EHCF+LGG N ERRBRE RO R COEF T HE
ERIFLEZ EEBIETHZ EFBEBEND, O OMAIFRZENLLOE L TOHE
HRDHIENTE, B—DT LA X —MIRBIZHT D Z OO AIREME 2 <5720z 3
SR DM RNVLETH D,

T LIX—%F59 5 EHCF ORENIL, 7T LAF—MEED Y 27 BNE0ilIE2y EHCF
BT EIZ AM (7 LV —JER) 2T TE 50D A Y ORAIRKEN AW
(16,28-26) DFERIC L > TEMIT bz, &5, EHCF 13X 15 i% T O B A R 4 5>
SHIME—DNTHDH -7 (26), Frx OFERIT, MOT L LXF—D U X703 K 0 EWEE
IZBWT, RIEIZH D IgE 12X 5 CMA (L7 Ly ¥—) D=z, EHCF ~® LGG ©
W2 EHCF O TPz S HICHRT 2 Z L 2R LT 5, W< DO B9 5 %213
%ﬁ@_&%ﬁﬁ%#%%%ﬁéhkoum®§”&*ﬁbf\ﬁﬁi\kELiéCMA
O/NRIZRB T D% 0 E ARSI T 5 EHCF+LGG IZ L 2ROV TE LR ET
VAR LTz, WL Do ?5ﬁv<iiﬂt%a>fﬂﬁ@%%ﬁ%ﬂ?%mékw;%mf
b5, LIRIOWZEE —B LT, Fxlid, IgE B CMA O/NRIZE 1T 288 0 A Ikt
ﬁéEHMHLm}’ié%%:omfmé%ﬁéitf/zémbto$ﬁn_kwf\

ZOEN 36 r AN AT L Z LICEVERT 52 a2 R LT, 2607 —21%, CMA
D BRI DRIFNZZEL L TS Z 2R T DO T L AEZZET D &, 5 bl
BEDOFR CEEDFH T A/MNEOBEN LIV BN 2R LTV D (2,27),

BRRICEES 26 9 1 DO, REBA LIS T 2 AEEBBE SN2 2
EThD, ThHOETRIZ, CMA/NEDOFHEK 10%7 EHCF IZEISIGD ATREMED 8 5 Z &
R LTI OEBID DR Dol 1 —H L7220 (28,29), ZOFJEIZONTEZ LI
HHEEIL, BED RCT TIX, CMA BET F 7 ¢ 7% v—, MFBRERIEEIBEE, BI O
BOFA (BT VX —) 2 EG0E RN RELZRA L2 Th D, Fox ORI
CMA B#ETF 7 4 7% —HBFEZHRVT, CMA OF —# A% & LT EHCF Offi 2R
BT DI DHTA KT A4 U ELFFL TS (6,30-32), Z DHFFEIZIZN K DD DO FHT (7R A)
N5, 1-oHIEZ, DBPCFC Cikl] &7z CMA O/NEDKREE DV > T ATHEN T, &
VBB T 3 /N LvF—k o Z —TfThi/ RCT (T ¥z br—/LilliR) <
BB, HIT, —WERIF & ZIKERIR O W TSR 2 2RO K E SIXERAIZEE L T
Too HBEAT, FDO LI BRHRORE S ﬁ@/%)ﬁmmfﬂﬁ®Ffﬁu$@%%&@
rmi»z!%)of:o ZRUCH b bT ., ZOEIZITN S O OHIREFEN’H 5, Z, Fx
®?%&m\ﬁ%#%%%éﬂkﬁmf%é*#%%O%mw;*hm¢5_kif%@
W, ZhH0IHIRICEIT S EHCF+LGG & EHCF ORI, & b7 D28 &k - TxH
ENRTIUTR BN THA D, FH I, Fxr DOfERIZ. EHCF+LGG 23Mho AM (7



LV E—fEfR) FAERZREAD S (12, 24). 36 » HD IgE 1285 CMA #F 7 5/hRIC
B AROERESZ LT 2R ULEN, ZOENEHETINE > a2l 5
ZOICE D EVEBHHEALETSH D, oI, OO KX, EHCF+LGG 3
ZOIRE LT OTAD=ALERET HOICEMTHA S IHENMEHI L OTHL / TH2
A NI A BT DT —FDRIMNTH D,

A% 1EH OBATHENE#E L, 7 L —ORIEICEE L TW\W5 (33), Tkxr D7
— 7k o THE LR, EHCF 721 Tid72 < EHCF+LGG 73, CMA O3 I Bslz
WA DR H RIS 2R (Fff) ORAHECT I ENTELZ L ZRELT
W5 (11), I3 Dt 2 #5 U7 3L 8 CHRE S iz Bkl £ £ B (Roseburia,
Coprococcus, ¥ L) Blautia #&Te) Ok L ~ULDEERIL, LGG BN SSEREORE L~ L
DORFERE 2B S5 2 LT L » T OBERICE 55 2 L 2R+ D4 e+
5 (11), 7 VAT —IThT 2 BEBIE O IIERH 273, 20X e A M TF Tk
F7—t (HDAC) OHFEEZNLELBEFREOTEY 2 X7 4 v 7 2FHiTh 5,
HDAC9 5 XU HDAC6 % FHET 2 & il T MfaopE A s JOMNHIBERE & [FAIERIC 7 +
— 7~y ARy 7 A P BETOREANEMNT 5 (34, 35), Fxld, ROMmMELERS L
EHCF+LGG Tl 37z CMA O3, oo N TH Ok sl Cia S 47 CMA
DREF LR L TR TH1 / TH2 %A R OA LV BLORT +—7~y RR v 7 A P3 Bi5
T DNA A F ARG = - 2 e 2BIRE LTc, ZONRZ—0%, R = ha—uxf
Gz THEESNZLO L LV EREICEEL W, CMA NHREML-BEZEOTA
714~ DNA A FNACRICHEEL 52 5 A[REMN H 2 ER 2 ot Lic & 2 A ME— D28
1% EHCF+LGG O Th 5 Z L Bbnoiz (12,36), 2 OFTAIEL, BIfED RCT (7
VA LTy ho—VikBR) CRIER SN2 EHCF+LGG OERAN D72 < & b ERAyaIZIZIGN
MEEORGRRAMB IO Y =X T 4 v I R AN=ANIEL DD THVEL L%
R LTV 5D,

fiamdE LT, Fkx D RCT I, IgE k% CMA 24T 5 1o X < B =4
IZBWTIrbi, EHCF+LGG 78 36 » A d AM O ¥4I L < EHCF LW ER T\ 5
Z L% LTz, EHCF+LGG 2 —0 AM (BIfED RCT TIEW < H2MNIRIE L TV 2 H3FE
HTE TV 22 ENTEENEIMNETARNL, ZOFRBRNEDORA T =X L%
L VBAMIZT D72 DI LR DN LETH D, Fox D RCT 1E7-, EHCF 12 LGG %
BT 5 2 LT IgE 2k 5 CMA O/NRICEIT 2 BERORBRE TORMMNERSHhD &
R LT,

BRI E S : EHCF+LGG 1%, IgE 12X % CMA iRz
BT 5 AM OFR5iz8\W<T EHCF X W#Eh T35, EHCF
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