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I Assessed for eligibilty (n=297) I
§ I Pr of criteria (n= 29)
B h 4
: | e
T — with EHCF Received allocated intervention with EHCF+LGG
L) (n=137) (n=131)
| Diagnostic DBPCFC Negative l Diagnostic DBPCFC MNegative
luded, n=27) (excluded, n=21)
l l
[ seartoreneeviar | Positive Positive
d the trial, n=110) (continued the trial, n=110)
g | Follow-up visits I Lost to follow-up (n=15) Lost to follow-up (n=12)
12 menth, n=3 12 month, n=2
E 24 month, n=6 24 month, n=5
36 month, n=6 36 month, n=5
End of the trial | Completed the trial (n=95) | | Completed the trial (n=98) |

#1

WFFEIC SN LTz 0 A i

Feature ENCF EHCF+LGG

Male sex, na (%) 75010 (68.2) 12110 (655)
Cesarean delivery, no. (%) 69110 (62.7) 66110 (60.0)

Born & tem, no. (%) 101110 (91.8) OR110 (89.1)

Weight at birth (kg), median (IQR) 34300137 1229019
Breast-fed for 22 mo, no. (%) 841110 (T64) 77110 (70.0)
Weaning (mo), median, (IQR) 50(5.006.0) 00 wen
Siblings (count), median (IQR) 1001 1.0) 1000 1.0
Familisl nsk of allergy, m. (%) 19110 (711.8) 15110 (68.2)

Allergic fira-degree relatives (count), median (IQR)* 1{lw2) 1{1102)
Expasure 10 passive smoking, no. (%) 39110 (355) V10 (345)

Mather smoked during pregnancy, no. (%) 41110 (373) 3F¥110 (318
Expasure 1o pets, no. (%) 13110 (11 8) X110 (164)

Age a1t OMA diagmosis (mo), medizn (IQR) 50(3.008.0) 5030080
Weight at CMA disgnosis (kg). median (IQR) 156.1 08.6) T461 08D
Weight a1 CMA diagnosis (SDS WHO), median (IQR) 0.16 (~0.41 © 0.69) 0.4 (0.8 100.9)
Length &t CMA diagnosis (m), median (IQR) 0.66 (0.61 10 0.70) 066 (061 10 0.70)
Length &t CMA diagnosis (SDS WHO), median (IQR) 005 (<0.% ©0 0.82) =003 (~0.56 10 0.94)
BMI at CMA diagnosis (kg/m’), median (IQR) 173 (162 10 18.1) 172 (162 10 18.1)
BMI &t CMA diagnasis (SDS WHO), median (IQR) 029 (=0.45 © 0.73) 0.26 (~0.48 10 0.66)
Positive prick by prick et result for fresh mik, na (%) 110410 (100.0) 10110 (1000)
Positive SPT response for a-kictalbumin, no. (%) 96110 (87.3) V110 (855)

Positive skin e response for f-laciglobulin no. (%) 60110 (545) 70110 (636)

Positive SPT response for casein, no. (%) 49110 (445) 51110 (464)
Gastrointestinal symptoms &t CMA onset, no. (%) 617110 (555) 65110 (59.1)
Cutanecus symptoms at CMA omet, no. (%) 75110 (682) T¥110 (664)
Respiratory sympioms ot CMA onset, no. (%) 17110 (155) 19110 (12.7)

DS, SD scom; WHO, World Head#h Orgmnizason.
*Cakulged only for the subjects with familial ssk of allegy
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DHEFECTE 2o 72), EHCF /v — 7 CECE o7z
15 Aok 55 3 ANIT 122 AT, 6 ANid24 » HT, 6
AT 36 » H Tl L7z, EHCF+LGG 7 /v—7 TiBHAR
REIZR 272 12 NOFSIRD 5> B, 2 Nid 12 » H T, 5 Al
24 » HT, B ANIT 36 »y ATHE LT, ZORFEOTT
A4 UARTY MY (www.jacionline.org) D E1 1%, #f9L %
EXTIRE D= T4 VORI E 7 v —T v Ik

L TeRE D= T A DRHED I TH 5,



# ET BEFRENRERRE ORI 256 T LT HbR

B DORFEAD ik

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 & term, no. (%) 172193 (89.1) 0427 (100.0)
Weight at binth (kg), median (IQR) 1330015 1228015
Bresst-fed for 22 mo 146/193 (15.6) 15/27 (55.6)
Weaning (mo), median (JQR) 5040 v 6.0y 50 (50 v 6.0)
Siblings (count), median (WQR) 10w1) 00w1)
Familial 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) 5/27 (185)

Age 3t CMA disgnasis (mo), median (IQR) 5030010 7.0 (60 ©8.0)
Weight at CMA diagnosis (kg), median (IQR) 125986 £1 (77 094
Weight at CMA diagnosis (SDS WHO), median (IQR) 192 (128 10 247) 224 (172 10 264)
Length &t CMA diagnoss (m), median (IQR) 0.65 (0.60 10 0.69) 0.69 (067 10 0.71)
Length &t CMA diagnosis (SDS WHO), median (IQR) 269 (168 10 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)
BMI &t CMA disgnasis (SDS WHO), median (IQR) 058 (0.07 10 1.07) 0.74 (-0.08 10 1.25)
Positive prick by prick e result for fresh milk 19%193 (100.0) 27 (100.0)
Positive SPT response for a-lactalbumin 167193 (84.5) 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

— R R

I X, EEEIFOHE (36 » AMDEED T LV X—IiE
W) . EORNBEOERNE X ORI REE (82, CA
F LA, B, BLOEMER) ., oGO T Vv
F—HMEITT LA —EIR &G DO T 2IRRIBEE
Thb, EHCFIZKTAEHCF+LGGDEEDAM

(7T L —ER) DARD (HaxtVU 27 2%) X, CCA



(Complete case analysis) T (1) 20. 23 (95%C
I.20.36~20.10; P <0.001) CThnoi,
(2) SA - EQS (Sensitivity analysis—equal worst
outcome scenario) T20. 22 (95%C1I, 20. 35
~20. 09; P <0. 001), (3) SA - BCS
(Sensitivity analysis—best-case scenario) T2 0. 3 3 (9
5%CI. 20. 45~20. 21; P <0. 001),
(4) SA — WC S (Sensitivity analysis—worst-case
scenario) CT20. 08 (95%CI., 20. 21~0. O
4 ; P =. 5), SA-EQS DOHtEfEILX CCA DH#EEM L X
STz, #Extr7eB 25, SA-BCS I CCA OHEE(E
£ 10%@E < . SA-WCS 1T 15% K0 o 7z, D F Y A
DFTEzxH. EHCF+LGG IZHRZE NN E 725> T
7= (8%), ARDMDCCA (Complete case analysis) HEE
a2 2 LICX 0 BRI ER AT 44 TH -7
(95%C1I., 3—10), Z#ux, EHCF &L T, &
2 b 1207 VX ERE CTedIs, 4 NOYERH
7 36 7 Al EHCF+LGG TIRIESNOMERH 12T &



ZEWLET, K 31EL, CCADTFTOEREROFARE
7ay FLTEbDTHD, ZORFDOLT L TA L LVRY Y

(www.jacionline.org) ®F EIl 1%, RGO ARk
TOHRBIRSINTEARN—AT A VBB OREL R LTS,
LT N TOYE CTEATE, MEME T 2%AK0M ., FHXHE
T 10% R THolz, ZORFOFTA L URT Y

(www.jacionline.org) ®[X E1 (X, CCA (Complete case
analysis) (2 &> TIRE S LTz, WFFEH O L7085 R ORCE
EOFAERETmy h LT, ERBRITEEGIRETH Y .
L7ey o TIGRAERBRNZ O AE SN D _ETH D728,
ZHUTIRFEI G TH D,



3 CCA (Complete case analysis) T 72k
ROFAR,

ARDycr . eonr = - 0.23 (95%CI -0.36 to -0.10, p < 0.001)

EHCF+LGG



E1 ABRMIETOTLmR (B2, CAE LA, g,
BROERBR) ORISR DORAEROIRRN T

ARDgcr.ice e = - 0.12 (959C1-0.24 0 -0.01, p < 0.05) ARD . cr.ico eone = - 0.13 (95%C1-0.23 10 -0.03, p < 0.05)

b

T T T T
EHCF EHCF+LGG EHCF EHCF+LGG

Incidence of eczema
(4]
1

Incidence of urticaria
(3]
1

3 14

ARD,cr100-conr = - 0.10 (95%:C1-0.19 to -0.001, p < 0.05)

e

EHCF EHCF+LGG

ARDq s 5. s = - 017 (852C1 -0.27 10 - 0.07, p < 0.001)

EHCF EHCF+LGG

Incidence of asthma
w
1
Incidence of rhinoconjunctivitis

o = M W = U O
| I T IR E N |

KGR

LGH (Zx% % EHCF+LGG O 4F#ii4: > ARD (Absolute

risk difference) £ CCA (Complete case analysis) % fiiH



LT (1) 12720H7T0.20 (95%CI, 0.05-0.35; P<0.01). 24
» HT0.24 (95%CI, 0.08-0.41; P<0.01), 36 » AT 0.27
(95%CI, 0.11-0.43; P<0.001) TH-7=, (2) SA-EQS
AL T122HTO0.15(95%CI.,.0.00~0.
31; P=.06),24+H7T0.20(95%CTI.O0.
05~0.35; P<.01).36»HTO0.23(95%
CI.0.09~0.37; P <0.001), (3)SA-BCS
ZHWTL 27 HFFAETO. 29 (95%C1 0. 15~
0. 43, P <0. 001), 24, AKETO. 34 (9
5%CI,. 0. 18~0. 49; P <0. 001), 36~
HARFATO0. 36 (95%C1, 0. 22~0. 51, P <
0. 001), (4) SAAWCS%AZHLT124+HTO. 0
5 (95%C1, 20. 11~0. 20; P 5 1. 0),
24457HT0. 09 (95%C1, 20. 07~0. 25 ;
P 5. 5).32HT0. 12 (95%CI, 20. 03~
0. 27, P=.2), &EDOIFT U A (SAWCS) D FTH,
ECHF+LGG 7 V=T CHEENR O T, ZTD7EIT 24 » H

T 12% ThoT-, K4i1x, RERT D 2 >DORBREEICEBIT 5



CMA (#HIL7 Vv r¥F—) B2 71m vy LI,
www.jacionline D Z DFELFEDA L T A VKRY MU D Fig
E2 127 my hENTWbH X512, SPT (XfF7Y v 77 A
N BRI, TR s L<ETnws, RITiE, o FA
(BT LAx—) HIRCTE 71T AM (7 LLX—ER) &

MAE ORI RBEZRL TN D,



# EI

EHCF 4+ LGG 7 /v —=7" & EHCF 7 )L — 7 [f]® ARD

(Absolute risk difference) (ZXf T BHX—R T 1 L

V.
D5

EHCE+LGG

15 EHCF

Male sex

Born at term

Cesarean delivery

Breastfed forat east 2 mo
Fanilal sk of llergy
Expostre to passive smoking
Mother smoked during

pregnaney
Exposed fo pets

Obsetvations

01t 0 0 023 3 3 -t -4
(030-008) (0350008 (-0F0-0) (0360010 (<030-010) (0% -0l0) (-0350-008) (03710 -01)

009
(00023

00
(017 0.013)
02}
(00034
00l
010014
005
(-009 0020

193 193 19 1% 1% 1% 193 19

Values are ARDs, with 95% Cls in brackets.

Pl
Pl
Pl



4 CCA (Complete case analysis) (ZF1F % CMA [t
P DI =R
1 ol

3

= B9 0w e {
e ———

9 % ﬁﬁﬁﬁﬁ

=i S

E .6— -

O -

o 41 + -7

g

k) ARD,, = 0.20 (95%Cl 0.05 to 0.35, p < 0.01)
'S .24 ARD,. = 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)

0_
T I I
12 24 36
Months
—e— EHCF ——#—- EHCF+LGG

ARD = absolute risk difference
95%CI and p-values are corrected for 3 comparisons



x 1 ERREROBE, TOMKRER, £ OO FA

EHCF 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)



TABLE IL (Condtimoweadd)

EHCF EHCF +— LSS
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Tstal o5 1 sl H 1 el 0
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AN LTHAZ AT D
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7 H O N LB EIZEZIT 72
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I
pih

BRI DRV E 2 —IZ X0 | EHEHOBWIEEGE XM o
AM (7 LV F—JEIR) . FFiZhm B, 7 b =iz, BL T
SRR Z ISR T2 LR INT, FFHIL AFEH O
BAEAED TR 7RIS DA TH D RN H Y [ £ D
B“BOTULNF—MREZHIET D~ — A —& L THEMAT
X ThD EfEwmAT T DR BRI, 7 LV —MER BRI,
BAMEERLS L Oy =7 4 7 2 (GRIE : DNA RS
BREI—=TH->TH, DNARZ u~F o ~DfbFERZ 8 L
THIRCEANDOE 2 B SEHENRH D Z B 0ho
T&7, D%, DNA ORFNKFES . oAz
& CHl &Mk D BAR T HERE O B LA AT D W T O

it

TRV XT 47 A) BRETEEREEE L BIT, S
DI OB LN & BREEELN & O O BEAERIZ & - THS
SHNTIRESND Z 2R L TWD, 7 LF—MEE D
A

DOHF T, DNA A Ffbidx bBAE TR LTV D

%

BN ST A Y 2T 4 v I I A=A L
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(22), A#F321%, EHCF+LGG 78 EHCF il X v &, IgE
&5 CMA (L7 vovd—) RICBT 2o AM (7 v
VF—IEIR) ORAEZLBD S ELDIZHENTHLNE D%
A5 Z L2 M E Lo, AR C T ORERIL, o AMOD
FAEZIET L EIZBNWTC EHCF+LGGAEHCE
LV BRI THLZ L ERL TS, ERMERICE LTI,
36 7 A b —2DT7 LIV —ERFEAZ < T-
»IZ EHCF+LGG TIHET 2 0LERN S H AN T, 0
F7EIC L > T4 N (95%CI, 3-10) &HEE S iz, EHCF+
LGG N E2RBREROT R TOERICEEL RIF LI L
ABIEET D 2 LITHRTRO DS, 2D ORI ITERRAY 72 B D
ELTDHELZDIENTE  H—DT LLF—HEREIC
X% Z OB D RTREMEZ T~ D 72 OIZ S b 72 D808
HTHh D,

7 LX—%TF59 % EHCF ORENIX. 7 L —MH%
BOY R BNEWILEN EHCF 2% 72 & 22 AM (7
VX —JEIR) 2 FBETE D LW D RA Y ORLIRREEN AWFSE

(16,23-26) DO RIC K > TEN T BN, =62, EHCF



(X 15 W TOMERERZWD SETME—DANTHH -T2
(26), Fx OFERIZ, MOT LAXF—D U X7 RLD EHWN
HEHICEBWT, IRIEICH D IgE Ik 5 CMA (L7 LLF
—) O7=HiZ, EHCF ~® LGG O#shisy EHCF OFB5%)
REeIBITHRTHZ 2R LTS, WL O0OET 5
TAZ2IE, Fox O ZRRAERN S B X S, DRio#g
E—H LT, Fexid, IgE Itk b CMA O/NRIZEIT 580
WM 5 EHCF+LGG IC X 2R ICHOVWTE S
RHTET VAR LT, W O OBhET HFEIL, FAT-
LO R RNLEEZHENTZ D TH D, LLRTOWIE
E—E LT, Fexid, IgElc L b CMA O/NRIZEIT 580
WA 5 EHCF+LGG IC X 2 HRICH>VToO &
HIRDTET A% Lic, AWFFEIZHB W T, ZORIHRD 36
rHBNMAT L2 EICX VR T 22 &2R LT, 2RHD
T —& 1L, CMA © BARREPREREFINZZLL TWDH Z &%
RRTLEFDOTET L AZBET D &, 5k AR OF T
EARNFHE T 5/NEOEEN LV BN EEZRBL TS

(2,27) .



FRICEET 28 9 1 SOMImEIE, B LISk 5
BERISHBIES N RN -T2 ThDH, 2O ORTR
CMA /NED K 10%5 EHCF (ZRIG D FIHEMEN 8 5 =
E R LTI WIERI DR b To s LT — L2
(28,29), ZOFJEDEZ B HH AL BIAED RCT T,
CMA BT F 7 4 T & v— MHRERMEE GRS, L 0HE
D FA (BEMT LALX—) ZETRE RN EEZRH L
e Thd, FxOFTAIE CMABET 77 1 7% —
BEZRWNT, CMA OF —EiRiGHE L LT EHCF Ot
ERBRTOREDOTA R4 v E2XFFL TS (6,30-32),
ZOWFEITITIWN S OO KT (F8A) DD, 1 DRI
DBPCFC TiEH &= CMA O/NEDKEE DY 7L
VT, mVIBBFRT 3 I/NET L v —t X —T1To
iz RCT (Zv ¥z ba— i) Thsd, H 1T,
— AR & ZIRER)R O W7 I BT 2 RO KR & SRR
FICBRE L T, B =00, 2D X 9 REROKRE JITHRE
DTV A DRKEE 3T O T TEANED AR A & - 7,
ZRUTH DD 6T ZOWFZEIZITN < DO HIFREFIED &



Do BT, Far DT —=21F RN SERI SN2 EH TH
LM R ORI —RILT D Z LI TE RN, 2hHD
A2 5 EHCF+LGG & EHCF O#%iT, &b/
DHFFENS Ko TR SN ZRITNIE R BRNTH A 9, 5 I,
2 OFERIT, EHCF+LGG 23Mthd AM (77 L L —JEdR)
AR EE (12, 24), 36 » HO IgE 12Xk 5 CMA %
T 5/NRICBTORNERESEZ IR THZLaRmLTE
D3, ZOMRBFHRET 00 E I E BT DI LD EW
BN MLETH D, B0, T ORFZERE RO R AIE,
EHCF+LGG "2 DR b T b T A=A LT f{ET S
DIZEHTHA 5 NMEELS KO THL / TH2 %1 M A
ANETHT X DRIMTH D,

At 1 FHOBATHEBENMEE L, 7 LV F—DORIEID
BE LT\ 5d (83), ik DT N—T1Z L > TH O REIL
iZ. EHCF 721} CTi%72 < EHCF+LGG 23, CMA O3LIEIC
EREAYE 2 /BT D FREME O & 2 RIS LB (FfE) o&%
BT ZENTELZ LA L TS (11), FFLITHT
%Mt 2 45 U 7= 2L CRE S - Bk ERPE £ )& (Roseburia,



Coprococcus, 3 & Y Blautia # & 1p) ORF L~LOE S IL,
LGG /5N SEREOM L~V OB ESE LS TS S 2 L
(Z & o TINPEDIZIC A 592 2 & Zonied™ 2 Bk ie 2 A PE
T2 (11), 7 L —IT67 5 B OE R 385D
LW, FDEELIZe AT TEFI7—E (HDAC) O
EEN LB TRAOTE Y = X7 4 v 7 I TH 5,
HDACY ¥ Z O HDAC6 %#BHET 2 & il T Mo E
A xS LOMNHIERE & [FRRIC 7 +— 7~y RN v 7 A P E1n
FORBPEINT S (34, 35), Fhxid, RROMMEALERS L
7z EHCF+LGG TigE 7z CMA O3, fihoo N TF#
Ik oyfiEsl) CIRE S 7z CMA OBE LB L TR D
TH1/TH2 14 b A BL R T +—27~y RAR v 7 X P3
BIET DNA A F /ALY — 0 BRmd 2 L 2B LT, 20
PNE— NI R b — L RBICBWTEIZE SN D
DL IVERICEEL TV, CMA REARRELICEE
DY A 14 DNA X FNALRIZEE L 5 2 5 ATHEMED
HLERNZIH T LIZE 2 A, M~ DRI EHCF+LGG @
FHTH DL ZENbhole (12,36), ZALHDOFTRIL, BAE



O RCT (7o H Lz hr—Lillk) C#lE S/ EHCF
+LGG DIEMD D72 < &b ERRNZIZ G NI 55 O B4 72
B L O Y 2T A v IR A= AL LDHHDT
HVEDZEEREL TS,

famme LT, Fx D RCT 1%, IgE I2X %5 CMA 2H7 %
FAED X FEAHT BRI W TIToi, EHCF+
LGG 75 36 » HE]D AM O TR L T EHCF X 0N T
Wb L &R L, EHCF+LGG 2 H—0 AM (B/£D RCT
TN BNFRE L TWDDFEH TE TWHRW) 205 <2
EMTEDLNEIDET AN L, ZOHWRRNFRDOA T =X
L JOBMEIZT D7D ORODMIEDLETH D, Fx
» RCT X% 7=, EHCF 2 LGG # B+ 25 LT, IgE
L% CMA O/NRICET 2 EEDFEILE TORFH ARG S
NoHZ &R LT,
fRRHIEZE : EHCF+LGG (X, IgE (2 X% CMA #5hRiz
B} 5 AM OF5I2BWT EHCF L Y ##h T\, EHCF
(2 LGG Z8¥ 5 &, RAMHEERIMESh D,
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