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IR FUREEZT TR CVDREOEDORER,— T —(EE-TEERELK

(58)

JP 2014-532885 A 2014.12.8

BIOEHE-BAREK), EEA. piil, ZEFE, AUC, REBLUCHERAMEEZRT,

3 5 2 Pl Ei{E AUC =44 HEH
BEE-BEEEL
#m
Gb3(d18:1/16:0)/PC18:0/22:6 0,00054 |50,7 0,73 69,0 66,7
Cer(d18:1/18:0)/Cer(d18:1/24:0) 0,00208 (43,6 0,73 71,7 71,7
Cer(d18:1/20:0)/Cer(d18:1/24:0) 0,00056 |35,0 0,70 68,6 60,9
SM(d18:1/16:0)}{d18:1/15:1-OH)/

21,2 0,74 72,2 62,2
SM(d18:1/24:0)(d18:1/23:1-OH) ’ ’ ’ ’
Cer(d18:1/22:0)/Cer(d18:1/24:0) 0,00153 [12.1 0,70 74,5 65,2
=
Cer(d18:1/24:0)/PC16:0/18:2 0,02011 |-13,2
SM(d18:1/24:0)(d18:1/23:1-OH)/ 000811 |-15.1
SM(d18:1/24:1)(d18:1/23:2-0H)
Cer(d18:1/24:0)/Cer(d18:1/24:1) 0,00062 |-16.9 0,70 74,5 60,9
Cer(d18:1/24:0)/SM(d18:1/14:0) 0.01940 17 3
{d18:1/13:1-OH) ’ ’
Cer(d18:1/24:0)/Gb3(d18:1/16:0) 0,00517 |-20,1 0,68 64,8 65,2
Cer(d18:1/24:0)/SM(d18:1/16:1) 000327 |-20.8 0.66 797 0.0
{d18:1/15:2-0OH) ’ ’ ’ ’ ’
EE-EBEEEL
¥ hn
GlcCer(d18:1/16: 0y L A 70— L 002241 |216
{EDTA)mg/dL) ’ ’
Gb3(d18:1/116: 0/ 7R VK 2 R HA-I

0,01039 21,2 0,63 64.8 60,9
{mg/dL)
Gb3(d18:1/118: 0 FHR UK 2 2 s3iH HA-I
0,03763 20,3

{mg/dL)
Gb3(d18:1/16:0)/HDLaO L A 7O — I 0.04197 |19.7 0.65 611 63.0
(EDTA)mg/dL) : , , , )
PC16:0/18:2/8 2 L X 70— JL(EDTA)

1,6 0,55 63,6 60,9
{mg/dL)
=
Cer{d18:1/24.0)/ RS EECR Y2 1\ 8

-27.5 0,66 63,6 64 .4
(mg/L)
PC18:0/22 6/EaBECREES RV E
(mg/L) -28.8 0,65 62.8 65,8
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(59)

JP 2014-532885 A 2014.12.

RAAZ T U IRBEZTTCELY., BRWIECRBEBRLTCWREWCVDEREOLDOEHE

e —7A—,

BE%4. p-#. Z1%. AUC. REB I CERMEMA =T, Fatd, ABERKEE
v —H—Fa L, #ibik, KEIRERER~—b—%xR L, Fcid, IKE-HEKE

Et~—b—%m{,

DA FF URBEZTTCEBLT . BHRBACBAELTWARAWVWCVDREO - HOEME

RE~—b—,

B E £ Pi& ik FE AUC Bk BEM
#m

CE19:1(oxCE682.6) 27,7 0,65 70,5 66,7
GlcCer(d18:1/16:0) 0,02176 |227

SM(d18:1/18:1) 14,2 0,59 63,0 60.0
=3

PC18:0/22:6 0,00685 |-20.3 0,67 4.4 61,5
SM(d18:1/23:1)(d18:1/22:2-0OH) 0,01808 |-22.1 0,64 60,0 61,0

goobooo
oggoao

YA ZF UGB EZT TCBLT, BRMHICBBL THRWCVDEBREOEHOEE

FE-lRERE~—B—,

HI5E & P Fi{E AUC |BE R
=
Cer(d18:1/18:0)/SM(d18:1/23:1)
0,00331 |81,9 0,70 |688 |634
(d18:1/22:2-0OH) ’ ’ ’ ’ ’
Cer(d18:1/16:0)/PC18:0/22:6 0,00045 |78,7 0,74 76,7 (615
Cer(d18:1/18:0)/PC16:0/22:6 0,00259 |74,5 0,71 67,3 674
GlcCer(d18:1/16:0)/PC18:0/22:6 0,00101 |69.7 0,73 744 615
GlcCer(d18:1/18:0)/SM(d18:1/23:1)
0,00462 |68,5 0,75 76,1 65,9
(d18:1/22:2-OH) ’ ’ ’ ’ ’
Cer(d18:1/16:0)/PC16:0/22:6 0,00024 |621 0,72 759 |60,9
Cer(d18:1/20:0)/SM(d18:1/23:1)
0,00573 |62,0 0,71 67,4 61,0
(d18:1/22:2-0OH) ’ ’ ’ ’ ’
GlcCer(d18:1/18:0)/PC16:0/22:6 0,00006 |60.,4 0,76 (800 |609
SM(d18:1/18:1)/SM(d18:1/23:1)
60,2 076 (816 |634
(d18:1/22:2-OH) ’ ’ ’ ’
Cer(d18:1/20:0)/PC16:0/22:6 0,00017 |598,5 0,73 740 63,0
SM(d18:1/16:0)(d18:1/15:1-OH)/ 57 1 0.73 740 |64
SM(d18:1/23:1)(d18:1/22:2-OH)
SM(d18:1/15:0)(d18:1/14:1-OH)/
55,1 0,73 780 (634
SM(d18:1/23:1)(d18:1/22:2-OH) ’ ’ ’ ’
GlcCer(d18:1/20:0)/SM(d18:1/23:1)
54.9 0,71 78,3 (61,0
(d18:1/22:2-0OH) ’ ’ ’ ’
Cer(d18:1/24:1)/PC18:0/22:6 53.8 0,70 72.1 69,2
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(60)

JP 2014-532885 A 2014.12.8

SM(d18:1/16:1)(d18:1/15:2-OHY/
SM(d18:1/23:1)(d18:1/22:2-OH) 29 1075 1820 €10
GlcCer(d18:1/16:0)/PC16:0/22:6 0,00081 |526 [0,72 |75,9 |60,9
LacCer(d18:1/22:0)/PC16:0/22:6 0,00047 |52.4 |0,73 |68,0 |60,9
LacCer(d18:1/22:0)/SM(d18:1/23:1)

(d181/22:2.0) 493 |0,71 |71,7 |61,0
GlcCer(d18:1/20:0)/PC16:0/22:6 0,00042 [481 |0,74 |76,0 |60,9
CE16:0/PC18:0/22:6 0,00008 [47,2 |[0,76 (81,4 |64.1
Cer{d18:1/22:0)/PC18:0/22:6 443 0,71 |744 615
CE18:2/PC18:0/22:6 0,00025 |435 |[0,75 |67,4 |64.1
CE18:1/PC18:0/22:6 0,00106 [426 [0,73 [79.1 |615
Cer{d18:1/16:0)/Cer(d18:1/24:0) 0,00011 [420 |0,75 [81,8 |60,9
Gb3(d18:1/16:0)/PC16:0/22:6 0,00039 [39.4 [0,70 |71,7 |60,9
CE20:4/PC18:0/22:6 0,00053 [38,1 [0,70 [62,8 |61,5
CE22:6/PC18:0/22:6 0,00047 |37,2 0,73 |73.8 |65.8
PC16:0/16:0/PC16:0/22:6 0,00058 |35.4

CE16:0/PC16:0/22:6 0,00023 [33.8 [0,71 [68,5 |63.0
CE18:2/PC16:0/22:6 0,00057 |33.7
Gb3(d18:1/24:0)/PC16:0/22:6 0,00149 [335 [0,71 [73,5 |60,0
CE18:1/PC16:0/22:6 0,00081 [31,5 [0,70 [72,2 63,0
CE20:4/PC16:0/22:6 0,00059 |30,7
SM(d18:1/16:1)(d18:1/15:2-OH)/ w62 loo 741 le22
SM(d18:1/24:0)(d18:1/23:1-OH) ’ ’ ’ ’
Cer{d18:1/16:0)/Cer(d18:1/22:0) 0,00048 26,0 |0,71 |67,3 |65.2
CE16:0/Cer(d18:1/24:0) 0,00089 [22.9
SM(d18:1/18:1)/SM(d18:1/24:0) 25 lo72 |774 |60
(d18:1/23:1-OH)

GlcCer(d18:1/18:0)/SM(d18:1/24:0) 213 lo72 l700 622
(d18:1/23:1-OH) ’ ’ ’ ’
SM(d18:1/15:0)(d18:1/14:1-OHY/

SM(d18:1/24:0)(d18:1/23:1-OH) 7.9 o 3.6 1622
=0

Cer{d18:1/24:0)/GlcCer{d18:1/18:0) 0,00035 |-22,3 [0,70 |60,8 |65.2
Cer{d18:1/24:0)/GlcCer{d18:1/16:0) 0,00024 |-238 |0,70 |67.3 |60.9
PC16:0/22:6/SM(d18:1/16:0)(d18:1/15:1-OH) |0,00123 |-24.4 |0,72 |75 60,0
PC18:0/22:6/SM(d18:1/14:0)(d18:1/13:1-OH) | 0,00307 |-26,4 |0,71 |74,4 60,5
PC16:0/22:6/SM(d18:1/16:1)(d18:1/15:2-OH) |0,00031 |-27,3 |0,73 |77.8 62,2
PC18:0/22:6/SM(d18:1/16:0)(d18:1/15:1-OH) |0,00161 |-28,1 |0,75 |[744 |711
PC18:0/22:6/SM(d18:1/15:0)(d18:1/14:1-OH) |0,00727 |-28,7 |0,73 |76,2 60,5
PC18:0/22:6/SM(d18:1/18:0) 0,00565 |-28,9 [0,72 |69.8 |64.9
PC18:0/22:6/SM(d18:1/16:1)(d18:1/15:2-OH) | 0,00018 |-33,3 |0,78 |81,4 60,5
PC18:0/22:6/SM(d18:1/18:1) 0,00074 |-34,5 |0,76 |83,7 |65.8
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ANA T F U IBEEZTCBLY., RBIBBL TR WNWCVDREFOEHOERE,R

BE-BRARARER~<—I—,

(61)

JP 2014-532885 A 2014.12.8

5 £ P F{E |AUC EE L=y
¥
Cer(d18:1/16:0yHDLa L A 57 O—JL 000649 |39 2 060 700 |63.0
(EDTA)(mg/dL) ' . . . ,
GlcCer(d18: 11607 R Yy K2 % A-l
( L A 0.01107 |32.2
{mg/dL)
CE19:1 oXCE682.6/7 Ry K% 2R A-l
THRYARZ>RIH 320 066 |636 |66.7
{mg/dL)
GlcCer(d18: 1180}/ 7 K Y K & 2% Al
¢ V7R ks 2RI H 0,00289 (31,9 069 |725 |60,9
{mg/dL}
GlcCer(d18:1/18:0)YHDLa L X FO— L 000816 |312 oss |706 |69
(EDTA)mg/dL) ' ' ' ' ’
GlcCer(d18:1/16:0)YHDLaA LA FO— L
0,01982 |31.1
(EDTA)mg/dL)
GlcCer(d18:1/20. 07 R Y R & 4% Al
( WFRYRS 2 RIH 0,01983 |21,5 066 |686 |60,9
{mg/dL)
GlcCer(d18:1/180/a LA FTa—JL 000787 |215 065 lese |00
(EDTA)(mg/dL) ' . . . ,
Cer(d18:1/16:0/ 7R Y R & s B
( Wrayhs>Ro 8 0,01020 |20.3 066 |618 |60,9
{mg/dL)}
=
LacCer(d18:1/24:Q)/

o -9.1 065 |646 (60,0
EaEECREES2 78 (mgll) ’ ’ g g
CE17: 1 BaRECRLM S > /{4 B (mg/l) 12,3 064 |615 |61.9
SM(d18:1/16:0)(d18:1/15:1-OH)/ 13.0 064 600 |614
BEBEECRIEHS > /Y H(mgll) o ' ' '
GlcCer(d18:1/24:0)/

o 131 064 |655 (60,0
HeEECHEMES2 28 (mg/L) ’ ’ ’ ’
Gb3(d18:1/22:0)/

. -14,0 064 |600 (68,2
HaZEECREMSY /7 B8 (mg/) ’ ’ g g
PC18:0/20:3/7 R R % > 734 B B(mg/dL) 0,01774 |-16,0
PC16:0/16:1/

. -16,2 064 |630 (63,4
HeEECHEMES2 28 (mg/L) ’ ’ ’ ’
PC16:0/22 6/ LA FT0—JL

2 Th=) 0.00719 |-16,5
(EDTA)(mg/dL)
PC16:0/22:6/7 ;R V) R %2 > 734 BHB(mg/dL) 0,00559 |-19,0
PC18:1/18:1/

. -19,0 064 |618 [60,5
BaZEECRELMSY >/ (mgl) ’ ’ g g
SM(d18:1/24:1)(d18:1/23:2-OH)/

- -19,2 066 |655 |65,9
HeEECHEMES2 28 (mg/L) ’ ’ ’ ’
PC18:0/18:2/

. -20.4 064 |618 |64.4
HaZEECREMSY /7 B8 (mg/) ’ ’ g g
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(62)
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Cer(d18: 124 1)YlE B ECREE2 vV E

tmall) 205 |0,64 600 622
Cer(d18:1/22:0)/
BEBRECRENS v/ H(mgl) 21,0 964 618 |089
PC18:0/22:6/F Y 7 1) £ Y K (EDTA)(mg/dL) 214 |067 605 641
SM(d18:1/18:0)/ 223 (0,64 |636 605
HeEECREEZ 2 EF (mgll) ’ ’ ’ ’
PC18:0/20:3/
BaR2ECREEMNES2 /42 B (mg/L) 224 0.65 |66.7 1600
SM(d18:1/24:0)(d18:1/23:1-OH)/
EEBRECREN®S v/ H(mgl) 22,6 1065 63,0 1614
PC16:0/18:1/
ZEBECRIBH S 280 B (mgll) 22,9 |0.64 1618 1622
SM(d18:1/23:1)(d18:1/22:2-OH)/ 001384 | 230
#3 L A 50— L (EDTA)(mg/dL) ' '
PC18:0/22:6/LDLa L A 7 O — JL(EDTA)

000466 -231 (0,73 |76.7 615
(mg/dL)
PC18:0/22:6/# 1 L X 5 0 — JL(EDTA)
(mardL) 000079 -232 |0,73 |81.4 641
SM(d18:1/23:1)(d18:1/22:2-OH)/ 001112 |-23.8
LDLa L X 5 0 — AL (EDTA)(mg/dL) ’ ’
SM(d18:1/23:1)(d18:1/22:2-OH)/
Y % 1B B B(mgldL) 001067 -249 |0.64 |60.0 61,0
PC18:0/22:6/7 1) # % > /{7 EB(mg/dL)  |0,00065 | -252 074 814 641
SM(d18:1/23:0)(d18:1/22:1-OH)/ 10 loes leso le1a
HeEECREME2 /149 H(mg/l) ’ ’ ’ ’
PC18:0/18:1/ 272 |064 |63.0 |60.0
EaEECHEMKMES /7 B (mg/L) ’ ’ g g
LPC16:0/Z & BECE K 4 » /<5 B (mg/L) 277 065 |63.6 1622
PC16:0/22:6/ 309 |0,66 (630 |64.4
HEaEECHEKMES 2 B (mg/L) ’ ’ g g
SM(d18:1/23:1)(d18:1/22:2-OH)/
BEBECRENSZ > /7 B mgl) 4.6 1069 720 160.0
PC18:0/22:6/1) # 4 > /<% & (a)(EDTA) 466 |066 639 |714
(mg/dL)
PC16-0/18:0/

003865 |-475 |0,65 |62.8 618

EEaEECEEE2 28 (mg/L)

guooodoaad
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(63)

Ooooao

KA F UM EZTCBLT. WERKEATHCVDREO OO EREER v — 1 —
o T —%&, p . BlFE, AUC, BREB L UCREE L RJ, Edaltk, HERIEE
v —H—Fa L. &5bit, IE HEREK<—F— %R L, &ocik, RERIEE
BERREEL~—I— %27,

SaA)A Y FUREEZTTCREBLYT, BRBHEZETHCVDREOLEDOEERFE <~ —

JP 2014-532885 A 2014.12.

j"——o

B SE 4 P E{LF AUC BE HEMY
B

Gb3(d18:1/24:1) 0,02669 |25.,9

Gb3(d18:1/16:0) 0,01318 |17,6

=

PCO-16:0/20:4-7 L X N -13,7 0,58 61,5 60,0
CE20:4 0,02179 |-14,0 0,61 64,2 60,0
CE18:0 0,00754 |-18,0

oooooao

Ooo0oOoao

SR FUBREITTCELT . BRBREFISHCVDEZOLHDEELRE KBE

%Ett?_ﬁ_o

5 £ P #Fi{LE AUC EE BREN
B

Gb3(d18:1/24:1)/SM({d18:1/17:0)

(d18:1/16:1-OH) 0,00674 (445 0,69 69,2 60,5
Gb3{(d18:1/24:1)/PCO-16:0/20:4-Z - X)L | 0.00606 |33.8 0,68 69 2 60,0
Gb3{d18:1/16:0)/SM(d18:1/17:0)

(d18:1/16:1-OH) 0,03447 |32,6 0,66 63,5 62,8
Gb3{d18:1/24:1)/GlcCer(d18:1/24:0) 0,00362 |315 0,67 75,0 62,0
Gb3{d18:1/24:1)/GlcCer(d18:1/22:0) 0,00635 |27.8 0,66 63,2 62,0
Gb3(d18:1/22:0)/SM({d18:1/17:0) 26 4 0.67 68.6 61.9
{d18:1/16:1-OH)

b

CE18:0/PC18:0/18:2 -12.0 0,67 64.1 65,2
PC18:0/18:2/PE18:0/18:2 -13,0 0,67 70,7 61,5
Cer(d18:1/24:0)/PE18:0/18:2 -13,8 0,65 65,5 61,5
CE18:0/CE18:1 0,00266 |-15,6

CE18:2/Gb3(d18:1/16:0) 0,00336 |-16,2 0,66 746 62,0
CE16:0/Gb3(d18:1/16:0) 0,00265 |-16,4 0,66 64,2 60,0
CE18:0/PC16:0/22:6 -17.,5 0,68 70,3 60,0
CE14:0/Gb3(d18:1/24:Q) -18,9 0,66 67,7 61,2
CE18:0/SM(d18:1/16:0){(d18:1/15:1-0OH) 0,00313 |-19.1
CE18:3/SM(d18:1/14:0){(d18:1/13:1-0OH) 0,00287 |-19.,3 0,66 67,2 60,0
CE18:0/PC16:0/18:2 0,00185 |-19,6 0,69 62.5 65,2
Cer(d18:1/24:0)}/PCO-16:0/18:1-Z N X N |0,00226 |-19.,8 0,67 66,0 61,5
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(64)
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CE18:0/Gb3(d18:1/24:0) -20,6 0,66 61,7 60,0
CE18:3/PC16:0/18:1 0,00081 |-20,8 0,69 73,1 62,0
PC18:0/20:3/PCO-16:0/18:1-Z L X N 0,00849 |-20,9 0,69 73,6 61,5
CE14:0/PC16:0/16:0 0,00266 |-20,9 0,65 65,2 63,3
CE17:1/Gb3(d18:1/16:0) 0,00301 |-21.,1 0,66 68,3 60,9
CE14:0/SM(d18:1/14:0)(d18:1/13:1-OH) 0,00080 |-21,4

PC18:0/20:3/PE18:0/18:2 0,00794 |-21,5 0,70 65,9 71,8
CE18:0/SM(d18:1/14:0)(d18:1/13:1-OH) 0,00120 |-21,6 0,70 75,0 60,9
CE14:0/PC16:0/18:1 0,00110 |-21.8 0,66 68,2 60,0
CE18:0/SM(d18:1/24:1)(d18:1/23:2-0OH) -21,9 0,66 62,5 60,9
CE18:0/Cer{d18:1/16:0) 0,00203 |-22,5 0,65 60,9 60,9
CE18:0/Cer{d18:1/24:1) 0,00347 |-22.9 0,68 68,8 63,0
CE18:0/PC16:0/16:0 0,00085 |-23,4 0,66 62,5 62,2
CE18:0/PC18:1/18:1 0,00151 |-23,7 0,67 63,5 61,4
CE18:0/PC16:0/18:1 0,00032 |-241 0,69 67,2 60,9
CE20:4/PCO-16:0/18:1-7 - X I 0,00261 |-24,1

CE18:3/PE18:0/18:2 0,00810 |-24,2 0,68 63,2 66,7
CE20:4/Gb3(d18:1/16:0) 0,00070 |-24.4 0,66 61,2 66,0
CE14:0/PE18:0/18:2 0,00735 |-24,9 0,68 75,0 61,5
CE18:0/Cer{d18:1/26:1) 0,00471 1-25,0 0,66 62,3 68,4
CE18:3/Gb3(d18:1/22:0) 0,00487 |-25,4 0,66 61,5 61,2
CE14:0/Gb3(d18:1/16:0) 0,00189 |-25,4 0,67 68,2 60,0
CE18:3/PCO-16:0/18:1-F L X )L 0,00038 |-25,7 0,70 75,0 66,7
CE18:3/Gb3(d18:1/16:0) 0,00180 |-26,0 0,66 70,1 62,0
CE14:0/PCO-16:0/18:1-7 L. X I 0,00041 |-26,5 0,70 72,5 64,1
CE20:4/Gb3(d18:1/18:0) 0,00233 |-26,6 0,66 68,3 61,7
CE18:3/Gb3(d18:1/24:1) 0,00624 |-27,3 0,67 68,7 60,0
CE14:0/Gb3(d18:1/24:1) 0,00652 |-27.,6 0,68 65,2 60,0
CE20:5/PCO-16:0/18:1-F L X L -28,0 0,67 68,6 64,1
CE18:0/Gb3(d18:1/18:0) 0,00246 |-28,2 0,66 61,4 60,5
CE18:0/Gb3(d18:1/16:0) 0,00056 |-28,4 0,68 64,1 63,0
CE18:0/Gb3(d18:1/24:1) -34,6 0,69 67,2 60,9
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SR FUREEZ T CBLT BRBEATHCVDEBIOLHOHEERIFE-RK

REK<—I—,

(65)
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5% & P ZF{E |AUC BRE |BRH#E
Bm
PC18:1118:1/V) K% 347 B (a)
(EDTA)(mg/dL) 381,2 0,67 (62,3 |61,7
PCO-16:0/181-ZF N X L/V KA 234 B (a)
(EDTA)(mg/dL) 221 1 068 |70,2 |63,2
Gb3(d18:1/18:0)/Y) R & > s34 E(a) 001723 |1806 |o67 leoa |65 2
(EDTA)(mg/dL) - - : . .
SM(d18:1/23:1)(d18:1/22:2-OH)/ 001616 |1791 o067 less leoo
#4259 B (a)(EDTA)mg/dL) : : : : :
Gb3(d18:124: 1)) iR 2 o
( YIRS R E(a) 0.01496 |176.8
(EDTA)(mg/dL)
Gb3(d18:1/16:0)/Y iK% 39 F(a)
0,03006 (174.6 0,67 (64,5 |61,2
(EDTA)(mg/dL) : : : : :
PE18:0/18:2/) R & i H(a)
0,01545 (173,2
(EDTA)(mg/dL) : :
LacCer(d18:1/24:1)/V) R % > s34 & (a)
164.4 0,65 (62,9 |64,6
(EDTA)(mg/dL) : : : :
LacCer(d18:1/22:0)/V) K 4 > 347 H (a)
(EDTA)(mg/dL) 158.,5 0,64 (62,9 |61,2
Gb3(d18:1/22:0)/) iK% 39 F(a)
(EDTA)(mg/dL) 0,01528 (148.3
CE17:1/V) R 2 2 347 H(a}(EDTAXmg/dL) 0,04319 |(1481 0,64 (64,9 |60,0
Gb3(d18:1/24:0)/Y iR & 1349 H(a)
(EDTA)(mg/dL) 0,04567 (131.,6 0,67 (63,8 |62,5
PC16:0/18:2/V) R 2 2 2 & (a)
(EDTA)(mg/dL) 0,01114 [128.9
PCO-18:0/18:2-Z N X L/V K42 s34 B (a)
0,04267 (125,5 065 (61,8 |60,0
(EDTA)(mg/dL) : : : : :
LacCer(d18:1/24:0)/V) R 4 > s34 & (a)
117.,2 0,64 (60,3 |60,5
(EDTA)(mg/dL) - : . .
PC17:0/18:2/Y iR & > s%% & (a)
116.6 0,65 [66,1 60,5
(EDTA)(mg/dL) : : : :
SM(d18:1/18:0)/) iR & > i1
( W ®32R78 @) 0,01151 [108.,7
{(EDTA)Ymg/dL)
CE15:0/V) iR 2 > 234 H(a}(EDTAXmg/dL) 0,03255 (981 0,64 (64,3 |61.4
PCO-16:0/18:2-7 L ¥ /Y K & s B(a)
70.4 0,65 |67,3 |61,0
(EDTA)(mg/dL) : : : :
Gb3(d1&8:1/24-1MILDLaO L AFTHA—JI 000201 |43.8
{EDTAYmg/dL) ’ ’
Gb3(d18: 12417 R Y K42 B
( HPZERYEKRE2 2RI E 0.00406 |37.8
{mg/dL)
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(66)

JP 2014-532885 A 2014.12.8

Gb3(d18:124:1)/a L xF0— N 0.00279 |35.6
(EDTA)(mg/dL) ’ ’
Gb3(d18:1/24: 1)/ 7RV R 2 2137 HA-
0,00640 35,3
(mg/dL)
PCO-16:0/18:1-Z L X )L/ 001994 |34 1 066 604 641
LDL3a L X 7 O — JL(EDTA)(mg/dL) ’ ’ ’ ’ ’
Gb3(d18:1/16:0)/LDLa L XFO0— L
0,00024 | 33,2 0,69 |64,7 |60,0
(EDTA)(mg/dL)
Gb3(d18:1/24:1)/HDLa LA 70— L
0,01160 32,0
(EDTA)(mg/dL)
Gb3(d18:1/22:0)/LDLa L XFO— )L
0,00367 | 31,2
(EDTA)(mg/dL)
Gb3(d18:1/18:0)/LDLa L AT O0—
0,00054 30,3
(EDTA)(mg/dL)
Gb3(d18:1/24:0)/ADLa L XFO0— L
0,01420 29,8
(EDTA)(mg/dL)
Gb3(d18:116:0)/7 R Y KR %2 2 B
( WP HRYRS 2RI H 0,00125 (27,4 0,67 |67,6 |60,0
(mg/dL)
PCO-16:0/18:1-Z L X )L/ 000725 |26.5
FZHR YRS 2 BB(mg/dL) ' '
PCO-16:0/181-ZALXNIFY TY Y F 06 3 061 le23 615
(EDTA)(mg/dL) . . , .
Gb3(d18:1/16:0)/a L X F0— I 000060 |75.5 068 662 620
(EDTA)(mg/dL) ’ ' ' ’ ’
Gb3(d18:1/22:0)/7 RV K 2 134 HB
0,01357 25,3
(mg/dL)
PC16:0/16:0/LDLI LA FO— 001618 |25.0
(EDTA)(mg/dL) ’ '
Gb3(d18:1/18:0)/7 RV K %2 > s34 HB
0,00545 (24,6
(mg/dL)
PCO-16:0/18:1-Z L X )L/ 0.00448 |24 1
£33 L X7 0—)L(EDTA)mg/dL) ’ '
SM(d18:1/24:1)(d18:1/23:2-OH)/
0,04799 24,0 0,62 |62,7 |62,0
LDL3 L X 7 O —JL(EDTA)(mg/dL) ’ ' ' ’ ’
Gb3(d18:1/16:0)/ kY Z Y &Y K
( VEDTYEYF 23.8 0,60 |64,7 |60,0
(EDTA)(mg/dL)
PE18:0/18:2/LDLa LA 70— L
23,4 0,62 |655 |61,5
(EDTA)(mg/dL)
Gb3(d18:1/22:0)/a3 LA F0O— )
( Ve TH=) 001269 229
(EDTA)(mg/dL)
PE18:0/18:2/ kY ) £ 1Y F 016 063 l672 615
(EDTA)(mg/dL) ’ ’ ’ ’
Gb3(d18:1/18:0)/a L X F0— 001020 |214
(EDTA)(mg/dL) ’ '
PE18:0/182/&a L AT 0O— ) 0.01992 |19.2 064 le21 615
(EDTA)(mg/dL) ’ ’ ’ ’ ’
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(67) JP 2014-532885 A 2014.12.8
PC16:0/18:2/LDLa LA T O— )L
(EDTA)(mg/dL) 17,9 0,60 (61,8 |64.0
PC16:0/16:0/8a L X 7T O—JL

0,01555 |17.5
(EDTA)(mg/dL )
PE18:0/18:2/7 K Y K % > /8% & B(mg/dL) 15,0 0,64 (655 |615
SM(d18:1/14:0)(d18:1/13:1-OH)/
€L A5 b — 1 (EDTAXmgIAL) 0,04182 11,0 0,62 (61,2 [60,0
B
CE14:0/HDLa L X 7 O — JL{(EDTA)(mg/dL) 13,1 |0.61 636 |62,0
CE140/BBEECEENE S /84 B(mg/lL) 36,8  |0,62 60,6 |60,0

goooooao

10



ggooano

(68)
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ROAIFUHBELTZTCELT. BRERWERABAL CHARWNWCVDRELLOHKHE L

KR~ — I —,

{(d18:1/22:2-0OH)

B % 2, P FE |AUC |ZE HEH
BB

¥ hn

CE19:10xCE682.6 27,7 0,65 |70,5 66,7
GlcCer(d18:1/16:0) 0,02176 |[22.7

SM(d18:1/18:1) 14,2 0,59 |63,0 60,0
=

PC18:0/22:6 0,00685 |-20,3 0,67 |74.4 615
SM(d18:1/23:1)(d18:1/22:2-OH) 0,01808 |-22.1 0,64 |60,0 61,0
BEE-EEEEL

£

Cer(d18:1/18:0)/SM(d18:1/23:1) 0.00331 |81.9 070 |63.8 |63.4
(d18:1/22:2-OH)

Cer(d18:1/16:0}/PC18:0/22:6 0,00045 |78,7 0,74 |76,7 (61,5
Cer(d18:1/18:0)/PC16:0/22:6 0,00259 |74,5 0,71 |67,3 67,4
GlcCer(d18:1/16:0)/PC18:0/22:6 0,00101 |69,7 0,73 |744 615
GlcCer(d18:1/18:0)/SM(d18:1/23:1) 0.00462 |68.5 075 1761 659
(d18:1/22:2-OH) ’ ’ ’ ’ ’
Cer(d18:1/16:0}/PC16:0/22:6 0,00024 (62,1 0,72 |75,9 |60,9
Cer(d18:1/20:0)/SM(d18:1/23:1) 0.00573 |62.0 071 l674 610
(d18:1/22:2-OH) ’ ’ ’ ’ ’
GlcCer(d18:1/18:0)/PC16:0/22:6 0,00006 |60,4 0,76 |80,0 |60,9
SM(d18:1/18:1)/SM(d18:1/23:1)

(d18:1/22-2-OH) 60,2 0,76 |81,6 63,4
Cer(d18:1/20:0}/PC16:0/22:6 0,00017 |59,5 0,73 |74,0 63,0
SM(d18:1/16:0)(d18:1/15:1-OH)/ 57 1 073 |74.0 |63.4
SM(d18:1/23:1)(d18:1/22:2-0OH)

SM(d18:1/15:0)(d18:1/14:1-OH)/ 55 1 073 |78.0 |63.4
SM(d18:1/23:1)(d18:1/22:2-OH)

GlcCer(d18:1/20:0)/SM(d18:1/23:1) 54.0 071 |783 |e1.0
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Cer(d18:1/24:1)/PC18:0/22:6 53,8 0,70 |721 |69,2
SM(d18:1/16:1)(d18:1/15:2-OH)/
SMEd18:1123:1;Ed18:11’22:2—0H; 52.9 0.75 82,0 61,0
GleCer(d18:1/16:0)/PC16:0/22:6 0,00081 |52.6 0,72 |75.9 |60,9
LacCer(d18:1/22:0)/PC16:0/22:6 0,00047 |52.,4 0,73 /68,0 60,9
CE16:0/PC18:0/22:6 0,00008 47,2 0,76 |81.4 |64.1
CE18:2/PC18:0/22:6 0,00025 43,5 0,75 |67.4 |64,1
Cer{d18:1/16:0)/Cer(d18:1/24:0) 42,0 0,75 |81.8 60,9
=
PC18:0/22:6/SM(d18:1/16:1)(d18:1/15:2-OH) 0,00018 |-33,3 |0.78 (81,4 60,5
PC18:0/22:6/SM(d18:1/18:1) 0,00074 |-34,5 |0.76 (83,7 65,8
BE-EEREL
#m
Cer{(d18:1/16:0)/HDLD L X 7 B — JL

0,00649 |39,2 0,69 |70.9 |63,0
(EDTA)(mg/dL)
-3
PC18:0/22:6/LDLa L X 7 0 — JL(EDTA)(mg/dL) | 0,00466 |-231 (0,73 76,7 61,5
PC18:0/22:6/# 0 LA 7 01— JL(EDTA)mg/dL) | 0,00079 |-232 073 |81.4 |64.1
PC18:0/22:6/7 Y R & > 734 B B(mg/dL) 0,00065 |-252 (0,74 |81.4 (64,1

goooobooo
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00000
RIAF U HEEZT CBLT WEKMEAH T HCVDEET 2L O L i

~ k-,

Bl SE £ P& #E{=E AUC BEE BHEY
==

¥

Gb3(d18:1/24:1) 0,02669 |25.,9

Gb3(d18:1/16:0) 0,01318 (17,6

=L

PCO-16:0/20:4-7 L X L -13,7 |0,58 61,5 60,0
CE20:4 0,02179 |-14.0 |0,61 64 .2 60.0
CE18:0 0,00754 |-18.,0

EE-BREEREWL

B

Gb3(d18:1/24:1)/SM(d18:1/17:0)
(d18:1/16:1-OH)
Gb3(d18:1/16:0)/SM(d18:1/17:0)
(d18:1/16:1-OH)

0,00674 (44,5 0,69 69,2 60,5

0,03447 32,6 0,66 63,5 62,8

Gb3(d18:1/24:1}/GlcCer{(d18:1/24:0) 0,00369 31,5 0,67 75,0 62,0
=4
CE18:3/PC16:0/18:1 0,00081 -20,8 |0,692 73,1 62,0
CE18:0/SM(d18:1/14:0)(d18:1/13:1-OH) 0,00120 |-21,6 0,70 75,0 60,9
CE14:0/PE18:0/18:2 0,00735 |-24.9 |0,68 75,0 61,5
CE18:3/PCO-16:0/18:1-F /1L X )L 0,00038 |-25,7 0,70 75,0 66,7
CE18:0/Gb3(d18:1/16:0) 0,00056 |-28.4 0,68 64 .1 63,0
CE18:0/Gb3(d18:1/24:1) -34.6 0,69 67,2 60,9
EE-EEEEL
B
PC18:1/18:1/Y K & > /34 & (a)

381,2 |0,67 62.3 61,7
{(EDTA)Ymg/dL) ’ ’ ’ ’
Gb3(d18:1/18:0/ Y R & R 2 'F(a) 001723 |1806 |0 67 60 0 65 2
(EDTA)(mg/dL) ; - : , .
Gb3(d18:1/16:0/Y) R & 2 4% a

( YRS 27 H@) 0,03006 (174,66 |0,67 64 .5 61,2

{(EDTA) mg/dL)
LacCer(d18:1/24:1)/V) iR 4 > s 7 H(a)

164,4 |0,65 62.9 64,6
{(EDTA)(mg/dL) ’ ’ ’ ’
=4

CEMM-0/BEHECRIBMES /{2 B(mgl) | 36,8 (0,62 |60.6 60,0

ooobObOO0OO0DO0oooooooObOboooooooobOboboooooooan
gogooboogooobooooboboooobboooboboboogooboogao
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ooobObOoOO0oDOoooooooObobboooooooobObobboboooooano
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0ooooao
KUV RATF 4w I EFY LTI Lo ChCLIEE~— 1 —,

AAF LU EABERZTTCELY HRERRZY R4FUEEBREZRZICELT .. BRRE
AZHVLCVDEHIZODVLTOCYDEY HI HCVDEBIZODWLWTOCYVDEY R
A9T—h— 5I—h—

BE EiOhAE [ h=] F{LOARA
GleCer18:1/16:0 12 m Gb318:1/16:0 g

CE20:4 & ho GleCeri8:1/16:0 L) I
LacCer(d18:1/16:0) |i#&n LacCer18:1/16:0 ¥

Cer18:1/16:0 10 PC16:0/22:6 1 0

CE16-0 10 CE14:0 -

SM18:1/16-0 1 CE22:6 ¥

LPC16:0 - CE18:3 -

PC16:0/22:6 ¥ GlcCer18:1/18:0 -

SM18:1/24-0 - SM18:1/24:0 ¥

O

Ooooooooogooao
Oooooooogogooao
Ooooooooogooao
OooooooogooQgooao
OO0 oooooggogoao
oo ooooogooQgooao
OO0 ooooogogogogoao
OooooooooQgoooao
oo ooooogogogooao
OooooooooQgooao
Oo0oooogdgooao
Ooo0ooooQgooao
Oo0oooogogdgooao
Ooo0ooooodgooao
Oo0oooogodgooao
OO0 o0ooogodogoao
Oo0oooogodQgooaoo
OO0 oooogdogoao
Oo0oooogogdQgooao
Oo0o0ooogdogoao
Oo0oooogoQgooaoo
Oo0oooogdogooao
Ooo0oooogodQgooao
Oo0oooogdgogooao
Ooo0ooooQgooao
Oo0oooogogdQgooao
Ooo0o0ooodgooao
Oo0oooogogdgooaoo
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BoxNo.ll Chservations where certain claims were found unsearchable (Continuation of item 2 of first sheet}

This iltem ational search report has not been estaklished in respect of certain claims under Article 17(2)(a) for the following reasons:

1. l:l Claime Nos.:
because they relate 1o subject matter hot required to be searched by thia Authority, namely:

2. |:| Claima Nas.:
because they relate to parts of the international application that do not comply with the preseribed requirements to such
an extent that no meaningful iInternational searsh ¢an be carred out, specitically:

3. I:l Claims Nos.:
because they are dependent clalms and are not qrafted In accordance with the second and third sentences of Rule 6.4(a).

BoxNe.lll  Ohservatlons where unity of Invention Is lacking (Continuation of [tem 3 of first sheet)

This ImMematicnal Searching Authority found multiple inventions in this international application, as follows:

see additional sheet

1. As all required additional asarch fees were timely paid by ihe applicant, this internetional search report covers all saearchable
olaims.

2. D As all searchable olaims sculd be searched without effort juatifying an additional fees, this Autherity did not invits payment of
additional fees.

3. As only somes of the recquired additional esarch fess wers timaly paid by the applicant, this intermational ssarch report covers
only those claima for which fees were paid, specifically claims Nos.:

1-18, 27-32{all partially)

4. I:I No required additional search fees were timely paid by the applicant. Gonsequendly, thia international search report is
restricted to the invention first mentioned in the claims; it ie coverad by claims Nos.:

Remark on Protaat The additional search fees were accompanied by the applicant's protest and, where applicable, the
paymertt of a protest fee.

The additional scarch feca were accompanied by the applicant's protest but the applicable protest
fee was hot paid within the time limit specified in the nvitation.

Na pratest accompanied the payment of additional search fees.

Form PCTASA/210 (continuation of firet eheet (2)) {April 2006)
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EPO-Internal, BIOSIS, WPI Data, EMBASE
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Category” | Citation of document, with indication, where apprepriate, of the relevant passagss Relevart o claim Na.
A BERGHEANU SANDRIN C ET AL: "Lipidomic 1-18,
approach to evaluate rosuvastatin and 27-32

atorvastatin at various dosages:
investigating differential effects among
statins",

CURRENT MEDICAL RESEARCH AND OPINION,
INFORMA HEALTHCARE, GB,

vol. 24, no. 9,

1 September 2008 {2008-09-01), pages
2477-2487, XP008149652,

ISSN: 9300-7995

abstract; table 2

page 2484, column 1, lines 2-7

X WO 20117063048 A2 (BAYLOR RES INST [US]; 1-18,
SCHIFFMANN RAPHAEL [US]; MOCHEL FANNY 27-32
[US]; SWEE) 26 May 2011 (2011-05-25)
claims 1, 2, 9, 14-15

Further cocuments are listed inthe oentinuation of Bex C. See patent family annex.
* Speoial categories of oited dooumenta : . ) . 3 .
" Iadter ok u 1t publi fll 'aﬁe;‘he |/ i n: 'ﬁIln%date or prlontr
. - e . ate and not in eonflict with the applieation but cited to und
A dﬁ&n\gg\;gﬁ!;ﬂd‘ﬁmiﬂgﬂng:ﬂl state of the art which ie not considered the pnnuple or ﬂwory underlylng the invention
"E" earlier application or petent but published on or after the international "X* document of particular relevance; the claimed invention cannot be
i i
filing dete vonsidered novel or cannotbe idered ta invalve an inventi
N doti:bl.:;‘nentwhilt:lh Ena\ﬁrhrtﬂ do_ub‘bzon ;:’r;ority :Iaim_(s)_orwhichhis step when the document is taken alone
cited ka estaklish the publication date of anather citation ar other “¥* gdooumnent of partioular relevanee; tha olaimed invention cannct ba
spacialraason (as apacFiad) considered ko involve an inventive step when the dooument is
"O" dooument referring to an oral diselosure, use, exhibition or other oombined with ohe ar mare cther such dosuments, sush sombsination
means being obvious to a person shilled in the art
"P" document published prior to the intemational filing date but later than
the priority date elaimed "&" documant mamber of the sama patant family
Date of the actual sompletion of the international search Date of mailing f the intemnational searsh report
23 May 2013 b5/06/2013
Narme and mailing addraas ofthe ISAS Authorized officar
European Patent Office, P.B, 5818 Fatentlaan 2
NL - 2280 HV Rijawik
Tel. {+31-70) 340-2040,
F:x:{(+31.7(g) 240-3018 Yadot-Van Geldre, E

Form PCT/SA/210 {aecond aheet) (April 2005)
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[US] ET AL) & August 2009 (2009-08-86)
paragraphs [0083], [0018] - [0013],
[0042], [0e49], [0183] - [0188]; claims;
table 9

WO 2011/063470 Al (BAKER IDI HEART AND
DIABETES INST HOLDINGS LTD [AU]; MEIKLE
PETER JOHN) 3 June 2011 (2011-06-03)
paragraphs [0110], [0194]), [0221];
claims 13-15, 20; tables 26, 13, 18, 20
HEIDE L KIRSCHENLOHR ET AL: "Proton NMR
analysis of plasma is a weak predictor of
coronary artery disease",

NATURE MEDICINE,

vol. 12, no. 6, 1 July 2006 (2006-07-01),
pages 705-710, XP055021934,

ISSN: 1078-8956, DOI: 10.1038/nml432
figure 1; table 2

W. W. YEO ET AL: "Predicting CHD risk in
patients with diabetes mellitus",
DIABETIC MEDICINE,

vol. 18, no. 5, 1 May 2001 (2001-05-01),
pages 341-344, XP055021965,

ISSN: 0742-3071, DOI:
10.1046/j.1464-5491.2001.00510.x

page 343, colum 2, paragraph f; figures
1-2

MERRILL A H ET AL: "Sphingolipidomics:
High-throughput, structure-specific, and
quantitative analysis of sphingolipids by
ligquid chromategraphy tandem mass
spectrometry”,

METHODS : A COMPANION TO METHODS IN
ENZYMOLOGY, ACADEMIC PRESS INC., NEW YORK,
NY, US,

vol. 36, no. 2, 1 June 2005 (2005-06-01),
pages 207-224, XP027218964,

IS5N: 1046-2023

[retrieved on 2005-05-24]

page 215, columm 1, paragraph first full
para; figure 4; tables 1-5

page 217, column 2, paragraph 7
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27-32

1-18,
27-32

1-18,
27-32

1-18,
27-32
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vol. 6, no. 5, 1 January 2011 (2011-01-01)
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ISSN: 1932-6203, DOI:
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figure ZH

& SHUI ET AL: "Comparative Plasma
Lipidome between Human and Cynomolgus
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Biomarkers for Diabetic Monkeys?
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FURTHER INFORMATION CONTINUED FROM PCT/ISA! 21p

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-18, 27-32(all partially)

determining risk to CVD complications in subjects undergoing
treatment of CVD as well as subsequent adaptation of the CVD
treatment, wherein at least on lipid marker is ratio's
comprising Cer(d18:1/18:@), namely
Cer(d18:1/18:0)/Cer(d18:1/24:0), Cer{d18:1/18:0)/5M
(d18:1/23:1) (d18:1/22:2-0H), Cer(d18:1/18:0)/PC 16:0/22:6.
Cor;e;ponding kit and use of said for performing said
method.

2. claims: 1-18, 27-32(all partially)

determining risk to CVD complications in subjects undergoing
treatment of CVYD as well as subsequent adaptation of the CVD
treatment wherein at least one 1ipid marker is
Gb3({d18:1/16:0), including ratios with this marker, namely
Gb3(d18:1/16:0)/PC 18:0/22:6,
cer(d18:1/24:0)/Gb3(d18:1/16:0),
Gb3(d18:1/16:0)/apalipoprotein A-1 (mg/dL),
Gb3(d18:1/16:0)/HDL cholesterol (EDTA) (mg/dL),
Gb3(d18:1/16:0)/SM (d18:1/17:0)(d18:1/16:1-0H), CE
18:0/6h3(d18:1/16:0), Gh3(d18:1/16:0)/Tipoprotein{a) (EDTA)
(mg/dL). Corresponding kit and use of said for performing
said method.

3-30. claims: 1-18, 27-32(all partially)

same as above, wherein at Teast one 1ipid marker is:
- Cer 18:1/16:0 and ratio's thereof, such as
Cer{d18:1/16:0)/PC 18:0/22:6, Cer(d18:1/16:P)/HDL
cholesterol (EDTA) (mg/dL), Cer (d18:1/16:0)/Cer
(d18:1/24:0) (invention 3)

- ?p to LPC 16:0 including ratios listed thereof (invention
22

In addition, the following ratios listed in the claims,
could not be grouped together with any individual lipids
listed in any of the claims and are therefore listed as
separate inventions

-ratio's comprising Cer(d18:1/24:0), namely
Cer(dl8:1/18:0)/Cer(d18:1/24:0),
Cer(d18:1/20:0)/Cer{d18:1/24:0),
Cer(d18:1/22:0)/Cer{d18:1/24:0),
Cer{(d18:1/24:0)/Cer(d18:1/24:1), Cer(d18:1/24:0)/SM
(d18:1/14:0) (d18:1/13:1-0H), Cer(d18:1/24:0)/SM
(d18:1/16:1) (d18:1/15:2-0H) .,
Cer(dl18:1/24:0)/supersensitive C-reactive protein{mg/L), Cer
(d18:1/24:0)/SM(d18:1/16:1)(d18:1/15:2-0H),
Cer(dl8:1/24:0)/PC (16:0/18:2) and
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Cer{dl18:1/16:0) /Cer{d18:1/24:0) {invention 23)

- LacCer (d18:1/24:1)/1ipoprotein(a) (EDTA) {(mg/dL)
{invention 24)

- ratio's comprising SM (d18:1/16:0) (d18:1/15:1-0H), namely
SM (d18:17/16:0) (d18:17/15:1-0H)/SM (d18:1/24:0)
(d18:1/23:1-0H), SM (d18:16:0) (d18:1/15:1-0H)/SM
(d18:1/23:1) (d18:1/22:2-0H) (invention 25)

- ratio's comprising SM (d18:1/24:0) (d18:1/23:1-0H), namely
SM (d18:1/24:0) (d18:1723:1-0H)/SM (d18:1/24:1)
(d18:1/23:2-0H) and SM (d18:1/16:0) (d18:1/15:1-0H)/SM
(d18:1/24:0) (d18:1/23:1-0H) (invention 26)

-CE 14:0/PE 18:0/18:2, CE14:0/supersensitive C-reactive
protein (invention 27)

- PC 18:1/18:1/1ipoprotein(a) (EDTA) (mg/dL) (invention 28)
- ratio's comprising PC 16:0/18:2, namely PC 16:0/18:2/total
cholesterol ({EDTA) (mg/dL), Cer(dl18:1/24:0)/PC (16:0/18:2)
{invention 29)

- ratio's comprising 6b3(d18:1/18:0), namely
Gh3(d18:17/18:0)/apolipoprotein A-1 (mg/dL), Gb3
(d18:1/18:0)/1ipoprotein(a) EDTA (mg/dL) (invention 3@}

31. claims: 19-26, 33(completely); 27(partially)

treatment/prevention of CVD complications using compounds
capable of modulating lipid concentrations
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