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# 1 Characteristics of the Patients Investigated in This Study

A group C group
p -value

(n=28) (n=34)
Male / Female 16/12 15/19 0.444
Gestational age (week) 29.2(23.7-35.9) 29.9 (23.9-34.1) 0.612"?
Birth weight (g) 1164.5 (539-2443) 1214.0 (508-2377) 0.8779
Apgar score at 1 min 5(0-9) 7.5(1-9) 0216°
Apgar score at 5 min 8 (2-10) 8 (4-10) 0.607 ©
Surfactant administration (yes / no) 15/13 14720 0.444
Corrected age at starting treatment (week) 30.7 (24.9-36.9) 31.2(25.7-37.6) 0387"Y
Number of days of administration (d) 47 (4-100) 42 (4-124) 04462

Continuous variable is the median (range).
a) Fisher's exact test, b) Unpaired #-test, c¢) Mann-Whitney U-test.
A group : the aminophylline group, C group : the caffeine group.

11



# 2 The Number of Improved Patients Regarding Apnea Episodes Each Day from Day 1 to Day 10

All evaluation subjects of efficacy i.v. at first dose
Day A group C group A group C group
p -value p -value
(n=16) (n=21) (n=9) (n=17)
1 12 17 0.705 6 13 0.663
2 14 16 0.675 7 12 1.000
3 14 20 0.568 7 16 0.268
4 12 17 0.705 7 14 1.000
5 14 19 1.000 7 16 0.268
6 14 18 1.000 7 14 1.000
7 13 19 0.634 6 15 0.302
8 13 21 0.072 7 17 0.111
9 12 20 0.144 5 16 0.035%*
10 13 21 0.072 7 17 0.111

Improved patients were identified as infants who had a =50 % reduction in the number of apnea episodes from
baseline. The data were analyzed by Fisher's exact test.
a) The cases in which route of administration at first dose was i.v. among the evaluation subjects of efficacy.

*p-value < 0.05, A group : the aminophylline group, C group : the caffeine group, i.v. : intravenous.
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£ 3 Characteristics of the Route of Administration

A group C group p -value

All cases

Route of administration at first dose (i.v./ p.o.) 10/18 26/8 0.0029™

Change i.v. to p.o. (yes / no) 9/1 25/1 04849

Number of days of'i.v. (d) 4(2-12) 4.5 (1-39) 0.118"?
Evaluation subjects of efficacy

Route of administration at first dose (i.v./ p.o.) 9/17 17/4 0.1519

Change i.v. to p.o. (yes / no) 8/1 16/1 1.000 ¥

Number of days of i.v. (d) 4(2-12) 5(1-39) 0.131"?

All cases include 28 infants in A group and 34 infants in C group. Evaluation subjects of efficacy include 16 infants in
A group and 21 infants in C group. Continuous variable is the median (range).

a) Fisher's exact test, b) Unpaired ¢ test.

**p-value <0.01, A group : the aminophylline group, C group : the caffeine group, i.v. : intravenous, p.o. : per
oral.
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7% 4 Adverse Events and Suspected Adverse Events Due to the Drug Administration

A group C group

(n=28) (n=34) p -value

Adverse events

Yes 21 24 0.780
Dose reducation or discontinuation

of the drug due to adverse events 6 3 0.277
Tachycardia 6 10 0.566
Abdominal distension 16 16 0.456
Hyperglycemia 8 7 0.557
Hyponatremia 14 14 0.610

Suspicion of of adverse events due to the drug
Tachycardia 4 3 0.691
Abdominal distension 7 1 0.018%*
Hyperglycemia 3 2 0.650
Hyponatremia 0 0 1.000

The data were analyzed by Fisher's exact test.
*p-value < 0.05, A group : the aminophylline group, C group : the caffeine group.
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% 5 Characteristics of the investigated patients

< 28 weeks group

> 28 weeks group

p -value
(n=15) (n=92)

Male / Female 8/7 47/45 1.000 ¥
Gestational age (week) 26.1(23.9-27.3) 30.3 (22.6-37.0) p <0.001°
Birth weight (g) 844 (377-1199) 1278 (372-3173) p <0.001"
Apgar score at 1 min 5(1-8) 6 (0-9) 02829
Apgar score at 5 min 7 (3-9) 8 (0-10) p <0.05°9
Surfactant administration (yes / no) 11/4 41/51 0.052 %
Corrected age at starting treatment (week) 27.0 (24.1-27.9) 31.4 (28.0-41.4) p <0.001"
Route of administration at first dose (i.v./ p.o.) 1570 72/20 0.068 ¥
Number of administration days (d) 76 (38-135) 39 (3-151) p <0.001"°

Continuous variable is the median (range).

a) Fisher's exact test, b) Unpaired #-test, ¢) Mann-Whitney U-test.

intravenous : i.v., per oral : p.o.
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& 6 Adverse events and suspected adverse events of being caused by caffeine

< 28 weeks group > 28 weeks group

(n=15) (n=92) p-alue

Adverse events

Yes 15 (100 %) 78 (84.8 %) 0.210
Dose reducation or discontinuation

of the drug due to adverse events 1(6.7%) 6 (65%) 1.000
Tachycardia 5(33.3 %) 26 (28.3 %) 0.761
Abdominal distension 13 (86.7 %) 69 (75.0 %) 0.512
Hyperglycemia 10 (66.7 %) 17 (18.5 %) p <0.001
Hyponatremia 13 (86.7 %) 43 (46.7 %) p <0.01

Suspicion of adverse events due to the drug
Tachycardia 0 8 (8.7 %) 0.597
Abdominal distension 0 4 (4.3 %) 1.000
Hyperglycemia 2 (13.3%) 1 (1.1 %) 0.051
Hyponatremia 0 0 1.000

The data were analyzed by Fisher's exact test.
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100

Rate of cases
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* — ‘ —

1 2 3 4 5 6 7 8 9 10

Day
2 Transition in the percentage of cases that showed “improvement” on each day

[0 <28 weeks group W >28 weeks group.
*p<0.05 **p<0.01, Fisher's exact test.
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Characteristics of the investigated patients

ELBW group VLBW group LBW group
p -value
(n=61) (n=55) (n=34)

Male / Female 30/31 29/26 19/15 08159
Gestational age (week) 26.3(22.6-31.9) 29.1(26.0-34.1) 32.3(29.7-37.0) p <0.001"
Birth weight (g) 820 (372-983) 1213 (1003-1494) 1712 (1504-2377) p <0.001"
Apgar score at 1 min 4(0-8) 6 (1-9) 8(1-9) p <0.001°
Apgar score at 5 min 7(0-9) 8 (4-10) 9 (6-10) p <0001
Surfactant administration (yes / no) 51/10 30/25 4/30 p <0.001°
Corrected age at starting treatment (week) 28.1(23.6-32.0) 30.0 (26.7-37.6) 32.8(29.7-41.4) p <0.001 b
Route of administration at first dose (i.v. / p.o.) 56/5 48/7 23/11 p<0.01?
Number of administration days (d) 61 (4-151) 43 (3-66) 23.5(3-70) p <0.001 b
maximum maintenance dose (mg/kg/day) 74 6.9 6.2 p<001”

Continuous variable is the median (range), except maximum maintenance dose is the mean. intravenous : i.v., per

oral : p.o.

a) Fisher's exact test, b) analysis of variance (ANOVA), and multiple comparison test, c) Kruskal-Wallis test.
ELBW : extremely low birth weight, VLBW : very low birth weight, LBW : low birth weight.
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& 8 Adverse events and suspected adverse events of being caused by caffeine

ELBW group VLBW group LBW group
p -value
(n=61) (n=155) (n=34)
Adverse events
Yes 61 50 22 p <0.001
Dose reducation or discontinuation
of the drug due to adverse events 6 > : 0548
Tachycardia 26 17 5 p <0.05
Abdominal distension 54 41 17 p <0.001
Hyperglycemia 34 9 2 p <0.001
Hyponatremia 50 30 10 p <0.001
Hypersensitivity 3 1 5 0.050
Suspicion of adverse events due to the drug
Tachycardia 4 5 2 0.852
Abdominal distension 1 3 0 0.354
Hyperglycemia 4 0 0 0.079
Hyponatremia 0 0 0 1.000
Hypersensitivity 0 0 0 1.000

The data were analyzed by Fisher's exact test.
ELBW : extremely low birth weight, VLBW
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ELBW : extremely low birth weight, VLBW : very low birth weight, LBW : low birth weight.
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4 Transition in the percentage of cases that showed “improvement” on each day

LBW group.

[J ELBW group B VLBW group
The data were analyzed by Fisher's exact test.

ELBW : extremely low birth weight, VLBW : very low birth weight, LBW : low birth weight.
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FEA4E RRPETLREECKT DN T oA VIBROMF D 7 = A VIR X 53

B
il

2015 AR BECTH 7 = A A ZAET Liao TUURE, Foxid, 7 =4 VBT 2lE
EAToC&EI. D724 EXNLRNMEHRA L TWeT 22 7 40 U AT DA% R LW
AT 2 G (B 18) T, W74 373 740V EHBLT, A%
PRICHERZIRWH OO, ZEMIZBWTEN TV S AIReEEZ R L. 3 £/, 15k
WEEL 28 WA D FFENNCKIT 20 7 = A L OIS LORLMEORE (552 #) T,
B GBI OLERR IR K 28 HARRMOIZIZINTIE, ZIEFEHE TIORHM 2 ET 5 b
DD, 717 = A OFMMER LM, fEEEE 28 WL EOR & BB RFR%ETH L
TEEWE LD I, MAEKRERNZAIZ A 7 = A OO LOZeMEORE (56
3 8) T, HAEKRERREWEEDRFEREZRBOOTVEHANICH 578, EHERRERL
BECEHHHO0, HAEREINNSARRIZENTS, 7 = L OBRERAETHD Z &
EARELIZ. ® L L, ZRHOMFRITNTNHERIHNRE Ch-722 &, BEOY
BeCI3ds, RN 7 A COMPREREITIT > THRWZ &b, mPl 7 =A
VIREIZEALTCEIRATH ST, 22T, PN 7 oA VREZREL, TEEEE, H4E
RE, BGRRMAROE RS L OMEEREZRNTL LT, Ml 7 =1 PR % i

NTDHET, W7 A REOEERDGE - 2t OB E AR L.

Ttk

1. XRBE
2018 4 7 A 1 H25 2019 4E 12 A 31 HOHAMIC, YUPeks 8 o % —Neonatal

Intensive Care Unit (NICU) 3 J O Growing Care Unit (GCU) APBEHIZH 7 = HF (L
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AET ORI - RAIR) ORGEZTICBE LR L Uiz, SN TH 7 =1 v O b %
Bdn U785, HAMKEDS 1000 g RO B, 2018 427 H 1 HLIRNIEK G- 2B L7 &
F, ERINZ X RO MR EHRIT 5 Z L NN TH 5 Lfllr S - B3, Af b5
IThiiinoTo B, BIOKIE~DORENF ORI EFITRA LT, b, K

BB 2R L OEERRFL, CEICTEREORES T 7.

2. AEHHE

Rk FE A R EE ORGSR E LT, MR, EREE, AR, RGRGROE
%L, BGBMGRFORE, RGBMEFOER A4, Apgar score (1 73fE, 5 70fl), ¥—
T8 MREOFEB IO 7 oA v OBRGEEZME L. o, EFFERIEEEEES
FOHEFS WK, NEEMGW, &bE, (K Na fUE) OBELZRE L. 17 =4 Ol

FIREEE, WHELER R o 7iEs L OSRETHE 21T~ 72,

3. W7 =L OHMHE
3-1. HiHGE

Ak (M%) 0.1 mL ZRiA A2 7K 0.1 mL THIRL7Z. ZIUSHEERER (100 pg/mL
Caffeine-d3 A % / —/V¥EIK) 10uL ZiRIML, 627 % h=hKYU /L 0.8mL 2RI L TR
EHL7. ZO_LiE% Agilent Captiva ND Lipids cartridge 3 mL) (Zi L, A& (VU UHEH,
MENiEE) ZBRE L7t EHRZG T, 47CTERBESE, 0.1 %X EKERICHAEM L2 0

%, LC-MS/MS Z3#r o7kl & L7z,

3-2. B OTRM:
IMTEAEIL, LT D@y THhob. 952
EEOPTEF - BT LC8045 LC-MS/MS,

« 717 I : Phenomenex Kinetex XB-C18 column (100 mm x 2.1 mm, 2.6 pm),
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- F—T7 R 40C,

« i : 0.3 mL/min,

- BEIE A 0.1 %FEEKE 10mM FEET V=7 LRI,

cBEIH B: 0.1 %FEA Y /) —/LE 10mM XERT > T =17 LIRIK

« JF VT b 1 5~80% B (0~8.5 min) ; 80% B (8.5~11.5 min) ; 5% B (11.5~15 min),

- fH : Multiple Reaction Monitoring (MRM) E&— R~

33. ¥¥ VT L —vav
r7a< N7 70 1HEKSITRT. 2, Sy VT L—raOfER, MenkoH

BAFIREHRIENR DT,

4. MHH 7 = A VREDORIESM

PRIIERHY, G, &5 1 HH, &5 5 AERBIOKRE 10 HEDORH4HE L. F
7z, BRATDICTHET 25838 TRLATTS 2L L Lz, fRILDOZ A 713,
A7 = A R OREO fiy i i H R EEREERE ] 25 30 0 ~2 Il Th D 2 &, B L ONRENL D
JAEPRIHK) 100 FEHI CTH S Z L 2B L, &5 2 B bRERGRIOR & Lz, 72

B, BRILIFEAAITY, ~/SU RN L DAL Y ~ERE LT,

5. EERFEER LA EFROMESE

B 7 A v OFEBILARTH B L OS 1~10 B B £ TO%K BB D MR R ERE &
L7z, BEBMAATH 3 EAE O 5 5, BEIFRIEERENRZNE D =R T
AL, KBICBTDHEERFEIEREDA =T A4 10 50 %L B LT2GAIT Tik
T | LHMWT L. 72, AEFS GER, MM, &, £ Na ie) (2B LT,
SR, RS OV Na HUE (TR 2 S, RIS T i s S 21T - 7. &

BIZ, BT =AU ED T LDRIREKICREH L Th D 7 — R LOSEAERIVED ArgEMED
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BMNEEZBND T —A &5 LT,

6. AT
FRHIEATIZIT IS D720 t EZ W2, 72k, AR (p) 5 %A OLGE /et 51

(AR &HE Lz,

7. fREEAIECHE
KWL, T~V R EF] BEO TAZRR LT DEFRIIEICE T D mEfRE) (2

eV, R FEICE T 2 MEE B2 OAKR G THE Lz, (BHERE S 18-6-06)

FER

1. BEEx

BROMEHEIZRZY Ledr o7z 21 B (BIR 14 61, ZIR 761 Zxtsl Lz, fellhila%k, #&
Gptaks OEERE S L OHAREDO PR @) (LUF, FER) i3Theh, 307 (264
~35.6) ¥, 31.3 (27.0~35.9) I LT 1493 (1005~2277) g TH Y, EREHP L O
G BRAGIF OEIEIRE S 28 WA DL 2 Bl TV, BURHAKRE T IIV eho
7z. Apgarscore 1 77fEIZ 8 (3~9) &, 540fEI%8 (5~10) MTHY, 1 3E 55 L D
27 MR CThHo 1N 4 FlRd N, £, Y—T7 7 X NG Lo r—R 3%
KD 38.1% Ch o7z, HEBIIARFOAZ BEICBAL TIE2 (0~11) HTHY, A% 2 HU

WICEEZ BRI LT- 77— AN 61.9 %% HEb7-.

2. BT A O ERRNT
2-1. BRI 2 BEHER
BhH, %5 1HE, 55 AABLOS 10 H BRI L, M EERIESTHILE
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JEGIZ XI5 L L, LTFOSEEIEMI L ; WE LIEFICR T SHERONER R (HE
AT IC & Te), HERFRE G- B L AE T OEE « B O OWRM SCEOHFH 6 K < @t
LIIERNC 1T DAERAR G- ORER R (RERB I ORE 1 A BIIMATICET) . 2IER]
IZBWT, 85 1 HEOMHP A 7 = A REIE S pgmL 282 THY, #4510 HHIZ 30
pg/mL %8 2 TR B R 7.

OIEREL, OFGBtAROEERY, OMANRE, @RGHEROKE, OS5 HA
IRrDA1% B4, ©Apgar score 1 72 EI JOWDS 43D 7 HEIZHOWT, 2 R 24T o 72,
Tebb, OERIERE X OO GG OEERESZIE, 30 BEAMRE L 30 #LL RIS,
OHIAENRER L O@# 5BARF ORI, 1500 g RHEEE 1500 g LLEREC, O 5-PHM4E
DAL BEIE, £ 3 BARNMREL A% 3 HELEREZ, ©Apgar score 1 43l KOS 43
X, 7 RCRmREE 7 RBL RS, ERENSE L.

FHEBIZHOWT, 2 HOMPH 7 = A VREZHKRLIZL 25, WTROEBIZHWT

HbAEBRETRD LN o7 (FR9).

2-2. EFFRFRIEOBEETET S 2 BB

P 5-BhRRT H £ 72135 G-B A BB A E 2GR IR TER], 3B L U5 1~10 H
HORNCA 7 = A » OWEBEEIT > TIEB 2RI L, it z1To72. B 1 =TI, &53H
HURRIZEWT, 7/ 7 4 VLR LT, EERISEOSEERNEVEHAICH Y, H
IR 7 = A L ORERDT=. 3D 22T, EHE1~10 HEOMO S L, #&54H
HURBORRIZBWT, [HEHY ) LHEINTr — A2 UGER, %5 4 B HUBEOWT
MO RICENT, RtkE] SHESNT-AN® D r— A RUEREE L, 2HEOMT S
7= A VRE TR LT

ZORER, UCEREOMP D 7 = A R, RUGEREE IR LT, &5 5 HEB XU
510 B RICBWTHEILE )72 (p<0.05). £ZT, ZO2HOERFREZBFI LI L

A, WINLMEHFRINCABREZITRD N o T2 b O D, SEEREDIE O DMER A

41



B RO EGRMRF OB ERBA K<, HAKE J U 5B O A EH STV M 23R
Eniz (#10). £, TNHOEFNZDONT, BT =4 VTN T, TORHHTH 58
TXYPTFUBROTAT 4 U AATOWTHIREARK LT, ks, BT =1 LG
I FENRRDTD, B/VRETHIAZITo/. ZORE, 174 R @M EED

B OB/ VRER, SEERPREGERL VAR -2 (K 7).

2-3. FEBERLOF DT = VBE

21 Bl 17 61 (81.0 %) \CH HEF LA RO =, THARIE LCIL, Bk 6 51, IR 9 51,
B 2 (51138 L OMI Na IfifiE 12 Bl CH Y, 2D 07 A VBRI E L TRRbNLDAE
FHLIEIMBEZB T2 1 BlORTH T, 20 1FICBT B H 7 =1 VREE, Bh
10 H HRFAUT 18.05 pg/mL TH Y, JEFIRNTH 7=, £/, KFIETIE, WEEZITo
r—AIZBWWT, HEE% 10 HE ETImF D 7 =4 VRN 30 ug/mL &8 7-IER % 3
BRIz (K 3725 pgmL). T 5 3HICBWT, FEFRITFROLR-bDOD, h 7

A UNFKRE L TEDNDH LA ERSIIRD oz,

BE

AMFZETIE, TEMRIES, BSBMROE RS, MAERE, RERMAROKRE, 550
MRRF D4R H K, Apgarscore 1 730EFS KOS 2EO 7HAIZHOWT, A42 FEZHHEL, 1M
Fh 7 = A YR L ORISR fRNT LT,

TERR ISR L QMR 5B OIE IR KIS\ T, 52 ECTOMZETIE, (EMEE)S 28 #
FKOYL LV, 28 WLL EOWIZIBNT A 7 = A 1T K 2D BEIEFAE DO BGEN BRI &
N 9, AR TIE, PN 7 = A VIREICEERZTRD bhpnoiz. LLEORKER
0, TEREEEIMEERE, bbb, BEOREND 7 oA L OWREELT D
DEZEZBND. T, Foxld, HAEKREZIEIC 3 FHKREZIT 725 3 ETONEICEN
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T, KENEVIE D DM EIEOUGERNE N -7 2 2 ®)E Lz, *® (KED 1500 g £
L 1500 g LA B 2 BEZ/ T o ARSI BV T, AR R KOG BRAGIF O (K IZ B
LT, MHH 7= VREICHBERETRO DT L0, RENEWVEY, T7hb
B, HAEROREENRRWNEI DT 7 =4 Y OMRPELNRTVEDEEZ LD, &5
BlAaRED AL HEUTRA L TIX, I 7 = A R GBIEREIA A 3 AR & 2 AR O Heik
[ZHRWT, AEBRFINCBHLE LI2iZ 525, FERARBIOWIR ORS00, FERA~D A4
HEFONTVD AR B D & OWMERH D, 45 KUFFEIZIBNT, A% 3 AR E £
NLARED 2 BEZ 3T 728 24, M 7 oA VREICAERETRO beh o7z, Lz
MoT, A7 xADRELD S, BEERBRKHOIZ I NEETHLLEZILND.
BEFFREMEOUCEEIC BT DT Tl B L 0 RSEERICRWT, K55 BB XY
$ehb 10 HEOMP I 7 = A RENFREICE -T2, 2D 2 FEOBE QRN WA Lk
L7cl A, Mt FICABERZTRBD MR- b 00, YGERHICBWT, B E
<, KEMNBEVEAAHERINZ. Tobb, WEHOIZIDIVEEFEL W LD LS
Aond. Flo, W74 20 (TAT7 4V BIONRNTXHFU) 268D
HomFOE/REICEAL TH, WEHETHRITIELS, #7140 Dh256T, KMo
BEGRN ERHLNE o7, BEOZ b, WERICBWT, RWERELY D7
oA VB LB ORESHEIE» -2 BERK E LT, WEHOIZIN 7 =4 O
#HR L ORI R WATEEMER B 2 b, T7bb, WOFKZEDOEWNZI LD EEZ LI

5. VAETOEE « BROKOTAMSCECE, B 7oA v oRFHcE LT, TRERICBIT

k

DRFEMRBIEERIIRFETHY, D7 =A D7 VT T AIRERLAES IR ES
o) LORHPHD. FTz, Gao LOMIEICENTIE, BT =D VT T ATEK
HB X OMHREL E EOMBENRSH D Z LAVRENTND. ¥ bbb, BEORENKE
<, ABBEPER L TWDIHRDIZINT VT T UVARKENVEFT XD, AUFFRIZENT
1T, RUEREL Y SEHOIZ ) MEENELS, EREY, BREBRARFOEIEREE X O0%
HBRGREDEZ BN ED -T2 e, B T7=A D7 VT FZ U ANRKEL, WP A7
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oA VREMELS 2ol bDEEBEZIBND. £z, BT = A OPEEINL, HORE &k
BUTPEWERET 2 Z 3G S TR Y, A%, RBITHEL, A% 7~9 7 H THRALIE
FRBE L 72D 2 LML AE T O - RAROIRMA SCEICTEREN TN . 9 I 51, KRR
WTITEEEDPRBETHDLZ 0D, D7 oA VOPEMPELS 25, D LUEOZ 05
b, EVEBELTCNEEEZONDLUERTIY, RUERLELT, 77 =1 ORH
BLOPHEDRIESCNTH S T2 TR B Y, P 7 = A VIREB IO 7=/ L 22D
Rz GOl OB NREDMED T2 b DL EZBND.

Apgarscore ([ZBI L C, SGEREL RUERECHEILIZEZA, I 0l -5SHEE b, AER
ZTRRDO NI b DO, YERFIZB W TRBEMEWE TH 722 &2 5, Apgar
score HMEVEIZIN T, BEFFURIEOUGENR D FIAE N L DS EINZR . PR T
BERMT S LS TS 5 3HEIT, EHOLORHIBWTY, FREZIER Tholz
%72, Apgar score 7 BRI & 7 ML ETO 2 BEHERTIE, MFh T oA IRFEICHE RS
FERD SN oT-. L3> T, Apgarscore O3 FRIE, HIERRORIEA RS 5 b
DTHY, MHPNT =A PRER KL OEMRFEEOUEICEREN BT RV D LB X
LD,

AEFRICEALTUL, V7= 37474V EHERLT, AEERBDRNERE
SNTHEY, +172 BELEYN - RNREEFRIIRNET8ELH L. 2 EERW
(AL SNTWD I T = A OIRFBUIL FIRE L 5~30 pg/mL L ShbitTnsd (LAY
TORRE - BROWE, EISA A2 —T h—h, UL T 7= RAS 2020 4 12
A BT WD) 2, BRIZBWT, B7 A YNRKE L TERDNDAEERPBHL
72 1 BNZBEEN TH Y, BIICEIE 2RO, £, fH D7 = A RED 30 pgmL &
R DIEFNCEBNT S, 7 =4 URFREE LTRLNDAEFERITRO bR Te
MAEFRENIEFITEMEE 2 H20F UL, 7 oA X DRWERIZIZE A ERBL L2
EWVOIHENRDH D 1O K HIT, 1BFIRE KIRICHE 2 256 121385, AEFERORBUTE

ERLETHD EBDND.
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AMFZETIL, HEFFRFEORRKE LT SND N 7 =4 OMPREZHEL, A
HFAZHONTIF D 7 = A REZIBIRGTT2 Z L&Y, 7 =A ORI, Mt
BRE LD HREORELR GG OEL ARE LVBEL TWD Z e R s, £
7z, MAPEREES JORE & G T /VIREEIC X 5 SRR R IEOUGEIC BT 2 Mz L v,
FEEORWEIZBWNTIE, U7 =A ONEE LUPRIEANEC)TH 5 rTREMEA VRIR S

7.
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K9 HAM 2 FEHE(CRT 2EFEOTRAE (FEPH) I8 L ORI SO p fE

plE
R LB ()
&5 #5188 #55A8 #5108H
EhaE
30:EREEE 28.3 (26.4-29.7) #
) 0.78 0.91 0.88 0.64
30:8 LA LB 31.8 (30.0-35.6) i#
B 5 RRE OB IERR
K[ipEE S 28.6 (27.0-29.1) i@
. ) 0.99 0.44 0.06 0.32
308 LA L B¥ 31.65 (30.0-35.9) &
HERE
1500 g i EE 1193 (1005-1495) g
0.97 0.43 0.64 0.19
1500 gkl E 8 1923 (1539-2277) g
BEFERBEORE
1500 g ima# 1155 (902-1475) g
0.98 0.92 0.64 0.19
1500 gl L8 1889 (1520-2147) g
BSREBFOEZRAK
%3 RERH 1(0-2) H
0.05 0.28 0.10 0.05
£%3IELI LR 4(4-11) H
Apgar score 15 E
TRR R 3.5(3-6) A
0.10 0.07 0.70 0.85
TR EE 8 (8-9) A
Apgar score S7ME
TRABR 5(5-0) & 0.18 027 0.17 0.05
THUEB 9(7-10) /& ' ' ' '
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K10 TEFFFREAEO U B AT BT 26588 OSANE R

WE
(n=6)

RBEH
(n=4)

ARBEHK GE)

REFBROEEER GB)

HERKE (g

REFBROKE (g)

BESRBEEOLEZBS (B)
Apgarscore 153 fE (8)
Apgarscore 53 {E (=)

32.05(29.3-35.1)
32.35(30.3-35.7)
1731 (1099-2277)
1697 (1105-2147)
4(1-11)
6.5(3-9)
8(5-9)

29.15 (27.6-32.3)
293 (27.9-32.3)
1320 (1005-2029)
1235.5 (940-2029)
1(0-2)
8(3-8)
9(7-9)

Continuous variable is the median (range).
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(nmol/L)

140.0
—— IER
120.0 ARCCER

- - - B T 102.666 _I 107.398

100.0
80.0 Y SR {sww
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200 r

0.0

B G-I 1HB 5HB 10 H H

K7 7AW (T 7400, RTXPUFU) ALY O /VIRE OHR

Values are the mean.
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ReTE

RATIERERFEAEL, WRRATHDIFEHI LT, NICU TIH & #2950
D1 2ThD. FERERIT 20 FHLLERE FERAE I, E7TRIRST 7/ — B 25 20 bR
ORI & EFRSNDH, R « BIEERECH 5 BT D IRmRCHRIRIT, AT
U Ol ELZ 72 TGN o 5720, WMUIREHENNEL IS, KA
IV D FMIRE L L AN Tl 7 = A U @I L TER ShTE Y,
2014 FRIZONRENTIB W T B RUERGER MG & 2 o7z, LanL, DOAEICET 2 RIEREH%
DOWEITIZE A EZER STV, 22T, DRETHERLEHIN>OHL I T oA v
IZoOWT, BRI TOs ) =Ny 2 AF a VERRT D120, (EkEE Okl L O
BERICEN L2 BLED S OBEIEIT ) 28 T, B 7 = A Y OFER LR 2 BEE LT-.

B 1 BT, REAVEIEMEEIEOIRRIE L U T ICARINT I 7 = 14 VD, 4
BRI W TR STz 2 L 2520, IRV L TWeT 2 7 7 4 U B A RIS,
BT A DOFIEL LOLEMEERGT Lz, ZORER, BIERREIEOWERICE B R %E
ITRO LT, WANXFRIZEOANMEZAE L TCND I ERNRBINT. BB, 17420
129 NUCER LN TH Y, ZIRPFH T 2 Th o720, Zihux, V7 =1 v DRAT
PRI ES L R WA EEIIC X2 b D & B2 S, B2 b R L AEH O R
PHIR SN AR THOIUTH L. £, RELIToT4HBOAEFEFRZO L, KA
FERMEDS SO D IS OFRBENR, 7 ) 7 4 VB THEILE NS T2 Enb,
N7 = A AFZEVEDOHE TEN TV D AREMEN RSB I N, L, I 7 =4 SIREETT
IBRTIL, SRDPFHRNTH Y, BIERNEET 5 TR H 5 2 & 2 RBEICE N TR <
VERH D EBbs. LLEDZ Lnd, B7xA4 03T 7 4 U v LREOFNEE
ALTEY, BEMECEBWNTENR TV D AIREMED R S, RTEFIEIEICS LT,
BRI OLRRMATE 2HEAITHD Z L ARSI,

H2ETIE, B 1 EICTIERR & o T2 Rods, (fEREE 28 WA DR E En T
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W2 Z LIZER L, VAETOHE - R OROEA CEIZB W T, AR X O 2T w
NMLLTWRWE SN DTERIAE 28 ARG RIS 20 7 =4 » OARMES XU 4
ERRF L2, ZORE, EREE 28 WL EORIZINT, B EOWER A EITE
, B RO B FAE O U 2RO T — 7, (ERRIEE 28 WA OV TIE, ZhHRHBL
IR A ZE L7z, LavL, &5 1~10 H B ORICHERERFEIEOUE 2 3R T EF DF
ai%, ®E3HHELRE &5 6 HHZERS), ARRETEED LT, (ElREE 28 WA
DRTH-TH, D74 LV OBREBEBOEND Z NP BNE o7, £, AFFRIC
KO T A %E - PIELEEERD 7 o4 UNFRIE E L TaRbI A AEFZORI
BRAETEED 0T, REMBERERICEDL 5T, F%TH LTI RIS
7o. UEDZEnn, BEBIAREOTERIAR 28 WA O FEIL, TEMIE%L 28 AL L
DRI LT, HIRFBEHE TITOCRFHZE ST 2600, BRUhRFEFOARMEL IO
LHEMEZFAL TN Z PR, EREEDEWRIZH L TED 7 oA ORG5)30]
RETHDH I ENRINI.

R IERER R IAEME R <, HAERENNSWEERZ DTV EFbitTn
L. AERRIBEICBE LTI, F2 BBV TR EIT272& 2ATHY, HIETIE, HAE
KEZLIZH 7 A VORI LOZEE BT Lz, ZO/E%, ELBW K, VLBW &
BLOLBW HOMIZEWNT, EIFRREIEOUERICARERENBDO N, £z, &5 1
~10 H H £ TO% HICHIT HUEIEFOFIEIEL, LBW RIZBWTE <, LBW TS
DDEVIRNGOND Z ERA BN E o7, —JF, ELBW W TIE, &HIZBIT DK
FREFOFIGITIX S D& 23D, BKbRWEIG ThoTo. Eie, ANLPERIROME RS
WL & OWERABY 21T > COIEBIOEIA 1, ELBW JIZB W TR bEm<, MRER L
BT = A CEEOURAMTON TN Z EBRA LN E otz AEFRRICEL T, A
EEPDNSVIEERBENEGNST2b DD, AEFRIZEIO N T =4 &l - hik Lz
BIGROH 7 = A UHEEE L TERON DA EFROBHRICHERETRD bNRh o7
UlboZ b, HEFRENRRKZVIEEDREEZBDOOTWEHAICH Y, AHEFROH
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