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FAs Aol Z1A & itk Uoph, d2EAREYRA6:0) L/EE 2 LLATEDIA(18:0)9)
Hom 24T 5 U3, oldd Afelt Y] DrEARELRTA16:0)) BF FEol A4 o)
= 7] PazastEEEA8:0)e) BF FEe] A ol 35% olskel AS 7]

olat, ¥ g WAool Slate] Als) g,

©, a7 A B oaEe FAHOR dAsh glolm, X wwel uigol s7] AAldel o) #4uA of

[AAl4]

[EA4 1]

Aol Al 9 JARtEe] 3

WA, 2011 3YEE 2018 29 Afolol] oAk FEZ SEH(ASAN sepsis registry)ol SAE AL Fo A,

1214 0.2 Z3A44 (intensive care unit, ICU)o YH3}e] 'Sepsis—2' Aol whe} AdAAH oz gdFo =z F
by SRR Y 48A17F ojuldll & H 184 o] AlEs Asgitt. a9 the, 238 22 Pa0,/Fi0.ol
7198 W= (Berlin) Aolol wel FAIZELEE5 7 (acute respiratory distress syndrome, ARDS)S k=
x5 AEs 29 o] FEAAEY (intensivist) 2 o7 EA= 2HE F3 &5 ARDS(direct ARDS) 2
ZF¢} 2+ ARDS(indirect ARDS) A& g @ FFESSIH, o)) "L7] ARDSE ¢+ FXE &, 1) Y olu

of s}t RE W 3z, 2) 7] o)A Fo WAJAAE Fo B2 A}, 3) FE-FE ¥ (drug-induced
pneumonitis)S 7L 3}, 4) WHHo] x10}%(1mmunocompromlsed) gz 2 5) 7] 29 FIAATLIT A

< 2
2 g2 dg dx= ALsiglvt. A3tet ARDS BAES S ZIE S A7) wEel, A4 ARDS 3t
At HH -2 38 S (pneumonia-induced sepsis)S % ¥ ARDS #2}(pulmonary ARDS patient)& 3
3kal, HA ARDS @At H]-#HEH 34 85 (non-pneumonia induced sepsis)S b #Wl9] ARDS A}
(extrapulmonary ARDS patient)E X33k

oA, 27789 A3 ARDS A3 27989 H3] ARDS #AbEo] A E AT

?Q

A71eF 7ol MEE 547 el ARDS SkAlEo| thdle], APACHE II(Acute Physiology and Chronic Health
Evaluation II)9} SOFA(Sequential Organ Failure Assessment)$} #& 3ol Z=ZFL 4 Ewkdsi(co-
morbidities), FHAMI =X (laboratory values), #¢ % H]-# 7]¥ ¥ (non-pulmonary organ failures)<]
el (source) & HES, TEAA A 1¢aFHe RE FHHA I3 ARES FHEY. 29 95, 7

s
o 9 28Y A}E(mortality)S FE3E 92 oZ 43S (clinical outcomes)® F3FUTH.

, dxrorE, Aomtydde] ARTANHE WEEgld 308 A gdle TR Ak,
oo A AREL ST,
3lalo] EX
719} o]l AHE 309 el AFE AT 549 ARDS A5 F3AbA dd FAY 7% S (baseline
characteristics)® 944 EA(clinical characteristics)e o] % 13 #t}.
F 1
Characteristics Direct ARDS Indirect ARDS Healthy control pvalue
Number of patients 27 27 30
Male (n, %) 19 (70) 17 (63) 20 (67) 0.846
Age 7014 62+11 63%2 0 OO6“
2 %
BMI (kg/m) 22.0£3.1 25.8%14.1 24.0£2.5 <0.001
Current smoker (n, %) 2 (1) 2 (1) 1 (3) 0.751




Co-morbidities
Respiratory disease 7 (26) 1 (4) 14 0.023"
Cardiovascular disease 3 1y 0 (0 13 0.143
Neurological disease 6 (22) 1 (4) 0 (0) 0.0061
Chronic kidney disease 0 (® 2 (1) 0 (® 0.115
Chronic liver disease 5 (17) 7 (26) 1 (3) 0.015T
Diabetes 4 (15) 6 (22) 5 A7) 0.760
Malignancy
Solid tumor 10 (37) 12 (44) 0 (0) < O.OOIT
Hematologic 0 (0) 1 (4) 0 (0) 0.344
Source of infection < 0.001
Pneumonia 27 (100) 0 (0
Intraabdominal 0 (0) 12 (44)
Soft tissue 0 (® 5 (19)
Urinary tract 0 (0) 4 (15)
Primary bacteremia 0 (® 2 (1)
Central nervous system 0 (0) 2 (7)
Others 0 (® 2 (1)
Presence of bacteremia 7 (26) 21 (78) < 0.001
Identification of pathogen 17 (63) 21 (78) 0.436
Bacteria 16 (89) 21 (100)
Virus 1 (6) 0 (0
Atypical 0 0 (@
APACHE II score 265 275 0.211
SOFA score 10£3 14+4 < 0.001
Severity of ARDS 0.355
Mild 5 (19) 6 (22)
Moderate 10 (37) 14 (52)
Severe 12 (44) 7 (26)
Invasive MV 26 (96) 24 (89) 0.610
Non—pulmonary organ failure 21 (78) 25 (93) 0.250
Laboratory findings
Pa0,/Fi0, ratio(at ICU 107 128 0.095
admission) [68-135] [86-195]
Pa0,/Fi0, ratio (at diagnosis of 109 128 0.102
ARDS) [72-148] [85-202]
Lactate 3.5 [2.0-6.8] 6.4 0.023
[2.9-11.0]
WBC (16%/mn) 10.1£8.3 18.6%13.0 0.006
Hgb (g/dL) 10.3%2.2 10.1£2.7 0.694
Platelet (IOS/mmS) 167107 96+131 < 0.001
BUN (mg/dL) 33123 43428 0.033
CRP (mg/dL) 21+11 19+13 0.549
Procalcitonin (ng/mL) 1.70 28.77 0.005
[0.26-17.04] [6.70-192.99]
7-day mortality 5 (19) 5 (19) 0.192
28-day mortality 11 (41) 15 (56) 0.276
[0064] A7 3 1ollA & 7 = vke; Zol, AR ARDSE U IAELS UE w5 FAE HlE Exl AHo] =9
, BMI(body mass index) #A] 7+ ARDSE 9+ SAE0 Hl8)] E4 £ golg ). 3 ARDS A}

ZIHSd 10-2024-0146291

o Z57] Agho], Elar H3 ARDS ShAbell A= v RF Agho] 74zt ¢ EEA
el T Aae vsilon, A ARDSE oh= #AbEe] AA ARDSE = ghAbEdl Hls) SOFA #k, o
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[0069]

[0070]

[0071]

[0072]
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dZ(bacteremia) R]&, AX =5 o] 4 £ Zloz Y.

[AA4 2]

[2-1] HAA] EA4

a8 o, A7 AAl 1o AdEE 57789 ARDS A= 30 HEARJEZRYEH, H¥ES IZISE 5T
A Ee Aot ARZHAE WE G Agste] gdrd dHS gide=, f7 AW
ot =4k, Q1A (phospholipid), 2= 314] & (sphingolipid) WAFE BIXEste], slE#4 (glycolysis), AIEE
Ab 32 (citric acid cycle), QEE2AAHH = (pentose phosphate pathway) &3 o] oluyx] tialel] #ojst=

A ES, LC-MS/MS(liquid chromatography-tandem mass spectrometry)®t GC-MS(gas chromatography-mass
spectrometry) & o] &3slo] B4l @ Aekslglr),

o 2
o|\

A

[oX

TFAFoZ, F8 AAte] ARS fE, dUier go] &R xRkl 3 50ulddl 200ule] HEHEI
EA(0.Img/nl =9 v 2EA A (myristic acid)(C14:0)-dy) 50uLES YWl 2 A=t). o]F 256mMo] H
o] IS H7Fe & o] AL2Eh(isooctane)S o] &3} _-,_%3}013} Ao Al7E JF i st

712, fE ANES F=AS (derivatized)stlth. A 60=eA 30% B FEl AWAES BCly-
MeOH(Sigma-Aldrich, 33089-1)¢} WFAIZ1 3 F2] X|HWate] wE o 28|23} (Methyl esterification)E 3
3Ft}t. Agilent 7890/5975 GCMSD system(Agilent Technology) % A= (HP-5 MS 30umX250umX0.25um column,
Agilent 19091S-433)& ARg3te] A Wik wWE d2HZ25 4530, He(99.999 %)& 49k 7[A(carrier ga
s)E ARSI T. 7] 2EE A 50EE kA, 289 T A F AKX 0=/ F£EE AA 120%=71K
SeAATH. O X, SEE M 105/2Y 52 AN 250574 L83 1587 FAA AT, vpReow A

3

H 300%A GC AES A 3}“3} 5% sete] & A A7 RES -GS, 54 At Bi&st
v F=% ol A=EvtE 1 (extracted ion chromatogram)& Ab&-ate] A &St
theow, ofulwite] A 98, 4719 gol R Axle] B s0ulel Ul EFEA (10uM  C il

(glutamine), 0.4uM A ZEyY(serotonine)-ds, 0.6uM =37 (dopamine)-d; 2 2uM EHEF(tryptophan)-ds)
S50uLE ¥a Z 4=t 047] o 1:2(v/v)e] ZR2EZXE /v 200uLS Wil 3 Fo AH-dx) FEFHORE

o
TN =t F£H59 . F8M = PITC(phenylisothiocyante)E Yi WFEAA, %3 (derivatizatio
nE o =itES LC- MS/MS (Agllent1290/Qtrap 5500, BSciex)® Aa#sltt. d4 A (Zorbax Eclipse XDB-
C18 (100mmX2mm)S AF&3lG a1, o]FA (A)o2ZE 0.2% X9 EEAS XdddlsE & fHS ) oA (B=EE

3 3 NS
0.2% Fre EFATS i?&o}% HIEYES §& ARg-atort. 01% £EE 500uL/HOoR AP P L%
T AMNB0EES AFESEITE. o] Tl HE 587 0-95% BR WA 1
B2F 95-0% B2 W7, o]F 2587t thA] 0% BE 7E3F frAsE 2oy, AEE
(multiple reaction monitoring, MRM)& &3l AET 7 ofr|x

g3te] AFstalt.

S ol 3 gxke] g3 50ulel 1:2(v/v)e] FRRZIEE/MEe
P aAde] gk AFS skl Uy BFEA G0N sxe] Agkule] =(C17:0))
50uL 2 %—ﬂ 2 Aet. olF AA-AA FEW 7180 T e, AE atelA Axg vs, 7171
B dol s0uLel WEER Az AHel e EASEEIZES &AA ARE F=HEdt. L
MS/MS(Agilent1290/Qtrap 5500, ABSciex)®} 37 A (Pursuitd C18, 2.1mmX150mm)S AFE3}RA 3L, o] (A)
2 10M $EO] GRFEHES EFsE E/HlES/HEZ S o] =255 2H(500/200/300(v/v/v)) &N,
 (B)EE 1M sE9] YEFEHCIES X3 E/H EPQ/EHEEMOPZE 2(100/200/700(v/v/v))
AbR-sEGI T, o] F Ak :5—5 200uL/HOo® Ay oBo] Lul My 3L ALLEIYTH o] FA Tl A

BE fAskaL, olF 3#3F 50-70% BE W7 70% A%, o]F 3%1F 70-90% BZ W
b 90% B fA, o]% 0.1%7F 90-50% B W74 F ThA] 50% BE 4.9t FA5Hs o). AgAv)e
RUEY e &8st A& 4 = ° & FEulEI#RS o

E]TU
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l‘\I o
o
S
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[0073]

[0074]

[0075]

[0076]
[0077]

[0078]
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30uLE ¥ar #& A=, o= 27 120 nMe] PC-18:0/D70-18:02F 600nM PE-16:0 D31-18:1
B 50uLE Yol A L3ttt UlF 2889 H7F & & 42 $of dA-qA] FFHo

S AF stellA Axata, 717] B4 Aol 300uLe] wlEEE Az AEe] g ¥
-MS/MS(Agilent1290/Qtrap 5500, BSciex)¢} 94+ ZH# (Zorbax
Eclipse Plus C18, 2.1mmX50mm)<S AF&3}G L, o] A (A)RE 10mM TE9 dEFolAEH I ES E3tsl=
/0] AR 2/ E(900/50/50(v/v/v)) &NE, ol (B)EE 10mM w9 dEFolHES 23 stE HEE
/olaZ 2 /= (940/50/10(v/v/v)) &H& ARESIAT. ol HE 400ul/Eoz AHLE

BEE AFEST. olFA FullE A 1083 60% BE FA3kaL, o] 0.1:&3F 60-90% B2 W74, °o|% 7.9%
ZF 90% A3 thA] 60% BE 7E3IF f-xlstE F7o|9d). él‘%kv‘i‘”—‘iﬂ?% AT o] =AM (precursor ion scan)
= P‘lo}oq A o)l x7Ztol m/z 1843 m/z 865 UEME AAAEY HAFE VToE XATEHEEY

_l

52
S

ru

gy

)

o

op

:czg

>

UR
>

Al

ff

M\

=

s

kv

oy

(')

E

Nl

718

o2 FAAA, xavtEd gl Be FA &4 FA(neutral loss scan) 71WHE ARESte] EX} o]
o xZol m/z 141° Helge AZAES] AFS 7IFo® 43 2 AAA Y FolA o7t s}
T FF ol ARvEOHY dAS Ui 2FEdY FolA ol2xZd dIste FE ol ARnELHT Y
WA O e gh& Fote] Aig=s St

npAgro 2 | g A e AJEEA g2} o] oyx] dixtel TEE tAAES ARS A, A7 2ol
R A9 EF 50ule] W ZEEZH(10M 559 C-ZFEHH (glutamine)) 50uLE 21 #F A Erh. o7

of 1:2(v/v)e] FRRES/MEE 20008 Y3 EFF Fol GA-oA FHYow £§ FVE FEF F,

ol
A stell A Axstar, 7171 A Aol 50% #ghe 50uLE X gl e dAAES &AA ARE FH|
Skl Th. LC-MS/MS(Agilent1290/Qtrap 5500, ABSciex)®} %1/ Z# (Synergi fusion RP, 2.0mmX50mm)< AF8-3}S1
L, oA (MEE tmll X9 gRFoAHES E@é}—b 2 golg olZa (B)RE oml vx9 rEEo}
AE o ES E3Het= uﬂEJ% |MNE AFREATH. o)A £ LC B AJFS 7-158 Aol 140uL/-Er i
Ate Ae AQlstale = T ARgeRelth. ol e e A 5wxt

o, AHQ 9 %E—: AAM 235 ATh.
8 90% A 8FaL, o]F 183t 90-0% BE W7, tHA] 0%
73_01214. AFEA79 v ZUEHY 7HS &85y @%é 7k gjabAle] Beol 2l

0% BE #A5ta, o%
z =]
ZotEadle] WHS YR ¥

d719 o] foxl AgES Aarst, =AYD, BEHP(50%] 2S5k (nissing value)S ZHe WA SAES

) 344 AF 3 MetaboAnalyst 5.0 (www.metaboanalyst.ca)S o]&3&to] 74 48 88t 71
ERES BT} %3 5o wxy] i £/ B4 94 "HolHAES A3, 2a-93 2 %
-2=AGs) stk A5 A2 (D Aaghell A HA A A (minimum positive value) ] dyh) o= of

A st F4sh3lth

AL WEEL Z=70%k(nedians) (AFHEH 9 (interquartile range) [IQR], 25-75%) ¥ H+ ZFHAX(SD)E
Bl 1, WEE WS (categorical variables)S WX (frequencies)(MES)E YEMUT. A& W3S o
A= 2HHES 2FHUE t-7 A (Student's t-test), €3 Y- A (Wilcoxon rank-sum test) 2 =
TaZ-d] 2~ A (Kruskal-Wallis test)S =38 Blaslal, BFE HFEdd dsids ol FlojAla AA

(Pearson's x2 test)¥} A HAZ% A (Fisher's exact test)S 53| H]E_O}oﬂf/} At BxyE Adggss
voj& A# A B4 (Pearson's correlation analysis)S ©]g&3&ho], H]-
A1 (Spearman's correlation analysis)< ©]&3ste] EA819 1, %9}/\3
ANA, FdeF(two-tailed) P-% < 0.05% BAHORE fFouad Ao 3l
version 25.0 (IBM Corp., Armonk, NY, USA)& o]&3slo] Fa31¢la, 5 AleldA € Iddd urAES
F43}7] 998Fe], MetaboAnalyst 5.0 ©]-83}o] PLS-DA(partial least squares-discriminant analys1s)—% I
galglon U ZzgPdor AR BAL Fadle] ARDsS; o} Z A (subphenotype)olr] MEEHOZ FQ
st A2E F135H3IT).

[2-2] 24| A3t
ARDS $HAbsh 175 Aabol el mla

o

LC-MS/MS HE&= GC-MSE T3, & 84 /MANA, olyx] A #A 167], XA AL A 870, ofv|=Ab AL
4 3271, 879 FEtag2Ae E9e AR giAb #d 1157, 2e]ar 23 XA gixb #A 15719 F 186
Mol AR ZE E9152t). ARDS 3HAFE(n=54) 7 77Fst AT (n=30)S vl:a] B, 102719 33FEA =
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[0083]

[0084]
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UM

SHA | PLS-DA A4 =X wEaw, WS H(cross-validation method)el 2]$ &= (accuracy) 1.0,
Q=0.91 % R =0.96%, ARDS A} A7FS AARIFTe] #HeA FEES ¢ 4 Joi(= 1A, 1B 2 10).
PLS-DA 23}, VIP <reb map el o3 o, Ar]eh 22 102709 S3tes FollA, 53] giaxzvedo
Elgolnl Zg 22 7 (1ysophosphatidylethanolamine plasmalogen)(C18 (Plasm) lysoPE), 3 23}E]d o] EL& o}
1 Zgt2~% 2 4 (phosphat idylethanolamine plasmalogens)(C18(Plasm) 20:4 PE, C18(Plasm) 22:6 PE), X3}
E]" Z¢ (phosphat idylcholines)(PC (33:6), PC(32:0))¢] ARDS 3Zz}atollAl AZFsE GdA+y 71 s
TwEE gAAIEY 3oz SAFJTHE 1D, 1E). 7P foldol &2 5% tAAES XA daelA #
g Aelar, o %—OME 3%9 PE Zeh=gmle] 17e Ag/dltol nls) ARDS FAfrollA @AEA e &
L 34\3;,__ H Ak, el W), 2F9] PCE 17E AAdddel HIB) ARDS EAfarol A @A sHA
HATHE 1F).

273 ARl o 2 ARDS $AbES TREE] 9F diar AR B4

&

ARDS®} wi¢- THEAo] =& AR+ 1) ZFYAMEAA A (glycerophospholipid) TAHFDR(false discovery
rate)=8.44x10 ), 2) g/ E=FA A (glycolysis/gl uconeogenesis)(FDR=1.52x1018), 3)
GPI(glycosylphosphat idylinositol)-<37] (anchor) & (FDR=1.52x10 ), 4) EEEJﬁiﬁ*(tryptophan) A
(FDR=2.48x10 ), 5) olHZ X WAHFDR=2.01x10 ), 6) A& thAHFDR=9.65x10 ), 7) ole}7] &4

-12

(arachidonic acid) TAHFDR=1.89x10 ), 8) E¥3}x "Mk (unsaturated fatty acids)® A% (FDR=3.80x10
9), 9) AlZ=Hlel(cysteine) % HWE] 2 (methionine) tH/\}(FDR=2.23x1075), 10) ¥ FBAk(pyruvate) A}
(FDR=2.52x10 ) 50 QUTH(% 2

ARDS ©}3% 33 (subphenotype)$l 217 ARDS $HAF3} 7H4 ARDS $kxpate] H| W

PLS-DAZ o] &3te] ZA ARDS 3Hab¥} 7MY ARDS 3HAbts BAlE A, o]5 ¥ o] FREE Ao@ eyt
THE 3A). st7] & 20 71AE AASA = 14709 tAAIE S04, 1ysoPC(17:6), lysoPC(18:0) 2
lysoPC(16:0)°] 24 ARDS #Ab3 1HH ARDS BHAtS AASHA Fias Aol na-Hoyozn ¥
TH(R'=0.66, 0'=0.34 2 A3 0.84)(% 3B). 74 ARDS Exbtel nla], A ARDS SHabitoll A lysoPC(17:6),
lysoPC(18:0) 2 lysoPC(16:0)¢] s%=7F t% =A YeElWthHE 30). ol F & AtolollA 2 stE = gixAE
2, voj AauA 2 9= AAW(and wards linkage)S o] &3 I EWS T FAHor Aztslete] LiEl
P (= 3D).

=z 2

Metabolites t.stat p.value -10g10(p) FDR

LysoPC 17:6 5.0578 5.62E-06 5.2499 0.0009843
LysoPC 18:0 4.7275 1.77E-05 4.7513 0.0013795
LysoPC 16:0 4.6435 2.36E-05 4.6262 0.0013795
LysoPC 19:6 4.3284 6.85E-05 4.1641 0.0029982
Stearic acid -3.9689 0.000223 3.6527 0.0077874
|Asymmetric dimethylarginine -3.8218 0.000356 3.449 0.010373
Sphingosine -3.7214 0.000487 3.312 0.012187
Trans-4-hydroxy-L-proline -3.5918 0.000728 3.1377 0.01593

PC 33:6 -3.4088 0.001268 2.8969 0.024654
Palmitic acid -3.2729 0.001895 2.7224 0.033165
PE 36:1 -3.0885 0.003225 2.4915 0.048624
Methionine sulfoxide -3.0768 0.003334 2.477 0.048624
LysoPC 18:1 3.0328 0.003775 2.4231 0.048903
Oxoglutaric acid -3.02 0.003912 2.4076 0.048903
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# 3
Metabolites Al 2% ARDS Ao+ 7+ ARDS A}
LysoPC 17:62] Hi = 11.083 + 5.235 5.678 + 2.573 2.719 + 2.303
LysoPC 18:09] A FF 20,993 £ 12.834 13.304 + 6.960 6.885 £ 4.242
LysoPC 16:02] Hi = 71.443 + 33.972 34.359 + 16.886 17.393 + 14.895
2174 ARDSSF 7H4 ARDSE THshr] gk uiAl A= B4

ARDS o} &3
Aoz FAHATH(E 44).

o) AH(FDR=1.13x10 ) ,

o] AJFHA (FDR=2.6x10 ) So] <lu}.
29124 tAHFDR=8.0x10 ),
2 27 tAHFDR=9.9x10 ) Fo] rt(=

47

ARDS®} 7+
(FDR=1.15x10 ), 2)

ARDSE

(FDR=2.7x10 ).,
@ 4

2% ARDS9} {HA ARDSE THitshe

SR ES

seARdA A

o B3 s P2 1Y
25 ARDS®} #&H

3) EYES OJAFEDR=2.77x10 ),
74 ARDSS} Tl

4B).

4) AL AEH (FDR=2.7x10 ),

=l

gy

& Y A

3) EYER UAHFDR=2.7x10 ),

fold dEe =

o) AH(FDR=8.83x10 ),

H AZE 1) &

4) 2331274 HAHEDR=1.1x10 ),

5ol 1A H]o]
3) oF=7)v(

5) #Hd el (phenylalanine),
&4 (FDR=2.7x10 ), 6) sdelehd tiAF(FDR=2.7x10 ) 9] ZAzoA] &@As zto]7} lrk

94 AzeAsl 2gnAd Wit

e

Ak

44

e

ARDS <}
S1P(sphingosine-1-phosphate)$} 2
ARDS bk B A @AE] vhe ?%gi AL (E 6), 47
ue sxow oyl Al
of Bl8] zH4 ARDSOlM @A Ee FFow

4

ARDSE

314l (sphingosine)©] 53]

s

_13_

g

744 AHEDR=6.3x10 ),
4) GPI-4#A A3

A=,

arginine) %

27 ARDSS] A =<} 7H8 ARDSS] ARV M= gE
BzE 1) PI-U7 AT (FIR=7.17x10 ),

2) FYAZAAZ
5) EX3AHHAt
2) =g
14 (FDR=7.8x10 ), 5) oll¥]

E 5

=8 1) ~3uAR

AL
X~ EZH(proline) A}

E] 2 Al (tyrosine) ¥ EHE

48 oAAE FA,
A% RIS

bl
RDS 2ol 4
I, A4 ARDS

1A WS el Atk
ArE ZTuddel £33



Permutation test statistics

=9
Ed]a
Scores Plot
E‘ @ O=Control
@ 1=ARDS
@
(=i
N : o &
® @ ,@®
o © 8 o
. o ® o cg
3 °@o © ©® o ©
g = 2 %q o
E Q% 00 99
2 o °B8¢
g % % @ (0B o}
ol £ '
(6]
- (o]
T T T T T T T
A5 -10 5 1] 5 10 15
Component 1 ( 24.1 %)
EHIb
[T
< -
g v
)
£
=g,
Observed
stafistic
p < 0.01 (0/100)
w -
& 1
I T T T T T 1
0 5 10 15 20 25 30
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Legend
. @ 0sContral
@ 1=ARDS
5

Component2 (21.9%)

[N T

L L
auy
iy

8
0
5
!
L)
b
1
D
b
30
35
T

Componeni1 (24 1%)

C1B(Plasm) LPE
PC(0-34:6), PC
C18(Plasm) 20:
PC(0-33:0), PC
C1B{Plasm) 22 -
Docosahexaenoi

SM(d18:1/24:0)
PC(0-35:0), PC
C18(Plasm) LPC
PC(0-32.0), PC
Arachidonic ac
C18(Plasm) 22: ®
PC(0-18:0), LP
PC(0-35:1), PC
PC(O-19:6),LP |®

Low

T T T
6 1 1.8 19 2.0 23

VIP scores
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Performance

10

04 06 08

02

00

O Accuracy
O R2
o Q2

2

3

4

Number of components

PLS-DA cross validation details:

Measure || 1 comps | 2 comps || 3 comps || 4 comps || 5 comps
Accuracy |[ 096333 || 1.0 10 |[e 1.0

R2 0.75023 || 085998 | 0.81506 | 0.94979 || 0.05804
Q2 | 072429 || 0.83209 || 0.87684 ! 0.90073 | 0.90485
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PC{0-34:6), PC{P-34:5), PC{33:6)

SIS

dxigna | Com Hormaizen Coe
3 waf . .
208 m .
0. i » - -
7 =R
F 5 £ ; a 5 i
X 4 3 3 = 4
C18(Plasm] 20:4 PE PC(D-33:0], PC (P-34:). PC{32:0)
Ohriginal Conc. Harmalived Cone i Criginal Cons Naimal el Cone.
R # e : :
Lo - 14 2
R 4
: |-| e - b » 1w
00 = ‘ 7 ME "
..- | R TS N L2
= 4 El 3 3 3 ]
3 d 3 ; I ¥
C16{Plasm) 22:6 PE
Ceiginal Son Puirialiced Cane
2000 i
15
2009 .t
- H
i g
¥
EH2
Glycosylphosphatidylinositol (GPI)-anchor biosynthesis
o
@ Glycerophosphelipid metabolism
B
e @ @ Tryptophan metabolism
v
Glyeolysis / Gluconeogenesis
n - . -
1 Ether lipid metabolism
® @ Sphingolipid metabolism
= Arachidonic acid metabolism
(=]
1Ll o ‘ .
T © Biosynthesis of unsaturated fatty acids
‘Cvsteine and methionine metabolism
Pyruvate metabolism
L ] " .
2 * @ Taurine and hypotaurine .- Linoleic acid metabolism
(6 8] -
: P metahnlism
§ @ %‘@ () Phenylalanine, tyrosine and
8 % (? tryptophan biosynthesis
a- 80 3
|| I | | | 1
0.0 0.2 0.4 0.6 0.8 10

Pathway Impact

_17_

10-2024-0146291



EH3a
T
Y]
® =
2
I 20
s =
= 15 5
ECJ 9
= 10
= 1
E 5
o
o 0 .
el
_5 ¥
2%
.10 7
Lo -]
~ g = e e o g g e /u
Component1 (16 53
8-
.% i
Obsaned
2 o stalistic
p = 0.01 (1r160)
o
f T T T T T Y
05 10 15 20 25 30 35
Panmidalian et stalishics
EH3b
LysoPC 176 .
LysaPC 18:0 3
LysaPC 260 L]
LysaPC 196 ®
Stwanicaeid -
o
sy mestric dim . - = avv—
Sphingusne - o Rz
= o g2
trans4-hyras o =1 [
PC 36 - ]
@
Paimitic acid L] 5 T
PBE 361 ° E
Methicrine sl e 2 34
LysaPC 181 .
alphm keteght a o
C16 Cormnde L]
= .
T T T T T =1
186 18 20 22 24 . 2 d # &
hhumber of wompone:
WIP scares s
PLS-DA cross validation details:
Measure | 1 comps || 2 comps (| 3 comps |4 mps! 5 :nmps!
accursey | 070667 || 078 0.4 08 074857 |
R 0422 [|osser [ossres |orrese || amseer |
az aaeoss [losoeer [oassme [ozeser [oasser |
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H3c
LysoPC 17:6
Criginal Conc. Nafmalized Conc.
124 =
- & 1
94 l
0
64
.l.
fi4
2 g
) X
o i
& =
LysoPC 18:0
Criginal Cone Normalized Cone.
404 - -
L
301 1
204 01
*
104
¢ B 7 - =
(=] [u] o (=]
§I 5I Eél ‘:}\
3 ¥ 3 ¥
Ly=oPC 16:0
Original Conc. Normalized Conc.
5]
Fh)
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