uL / mg of protein / min
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E,178G

8.0 -
7.0 A
6.0 1
5.0 1
4.0 A
3.0 1
2.0 -
1.0 1

**

ML / mg of protein / min

0

ATP - +

I

-+

Mock

ABCC2

n =4, Bars; S.D.
** p<0.01, vs others Tukey-Kramer.
11 p<0.01, Student’s t test



pL / mg of protein / min

pL / mg of protein / min

1.2 7
1.0 -
0.8 4
0.6 -
0.4 -

0.2 1

0 1

No.12

ATP - +

3.5 T
3.0 1
2.5 1
2.0 1
1.5 1
1.0 1

0.5 1

-+

Mock

No.7

ABCC2

0

e

ATP -+

-+

Mock

ABCC2

ML / mg of protein / min

HL / mg of protein / min

RTER 11

No.12

1.2 -
AATP
1.0 1 T

B

0.8 1
0.6 A
0.4 1
0.2 A

0 -

A
00 QC’
N

No.7

1.2 7 AATP

1.0 1

0.8 1

Tt

& v

NS
Vib

n =3, Bars; S.D.

* p<0.05, Mann-Whitney U test
T p<0.05; T T p<0.01 Student’s t test



Relative intensity /
mg of serum [%]

vy

Relative intensity /
mg of serum [%]

BTEH 1241

No.12 No.7
0 0 4 4 0 0 6 5
200 - 200 -
> o
150 - = 8% 150 -
85
100 A £% 100 A
I > 5 I
50 - 5 é 50 -
0 N.D. N.D. 12 0 N.D. N.D.
SD EHBR SD EHBR SD EHBR SD EHBR
DCP - + DCP - +
No.8 D No.1
200 - . 200 -
—| >
150 - % & 150 -
85
. £ = -
100 : g 100
50 - % é 50 -
o JN.D._N.D. o o N.D. ND. [:_I
SD EHBR SD EHBR SD EHBR SD EHBR
DCP - + DCP - +

n = 6, Bars; S.E.M.

Italic, number of detection-positive rat
* p<0.05, Mann—-Whitney U test

N.D.; Not detected
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mg of serum [%]
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Relative intensity /
mg of serum [%)]

No.10
0 0 6 6
200 -
150 -
100 -
50 - I
0 N.D. N.D.
SD EHBR SD EHBR
DCP - +
No.9
0 0 3 4
200 A
150 -
100 -
50 A
0 N.D. N.D. =
SD EHBR SD EHBR
DCP - -+

wTEH 12-2

C No.2
0O 0 0 0
200 -
> 5
’591 150 -
o=
£ % 100 -
o N
2%
O » 50+
0 £
o oJND. ND. ND. ND.,
SD EHBR SD EHBR
DCP - +
D No.4
0 0 5 4
2500 -
2522000 A
wl—l
c £
8 51500 A
£5
o %1000 -
23
3 2 500
o [N-D. N.D. i |
SD EHBR SD EHBR
DCP - +

n = 6, Bars; S.E.M.
Italic, number of detection-positive rat

N.D.

: Not detected
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Up/Down CompMW MZ Time [min] Avg_Control Avg_DCP CV_Control CV_DCP  Ratio [SD/Control] Pvalue
Up 165.0461 166.0534 0.84 158091 5862176 186.5 49.7 37.08 0.005
Up 177.0461  178.0534 1.06 1 2417769 0.0 47.4 2417768.82 0.004
Up 162.0351 163.0424 1.18 1 15387708 0.0 46.9 15387707.81 0.003
Up 202.0454  203.0526 1.22 503783 1192016 60.7 47.3 2.37 0.031
Up 193.0410  194.0482 1.23 1 30617947 0.0 46.3 30617947.13 0.003
Up 164.0474  165.0547 2.27 19250792 44342734 47.7 48.7 2.30 0.036
Up 465.3094 466.3167 9.76 135955 1530632 139.3 34.0 11.26 0.001

Down 226.1181  227.1254 9.98 14575036 2293574 49.9 22.6 0.16 0.009

vs DCP (+)

'

Blood collection

'

UPLC-MS/MS analysis

'

Metabolomic analysis

'

Picked up: Maxchange > 2
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A No.12

Relative Abundance

Relative Abundance

Cl
)\,CI + GSH — (GS-C3H4ClI
RT:0.00-40.00 SM: 7B
150312_Meta43_04 #4321-4351 RT:8.09-8.14 AV:6 SB: 27 8.06-8.36, 8.11 NL: 5.36E5
T: FTMS + p ESI Full lock ms [80.00-800.00]
RT: 8.12
AA: 1207423 100  382.0835
e AH: 592800 21#2 6.12E5 90 C3H,,06N,CIS
90 382.0832- 3 804
30 4 382.0836 E oy
MS ACIS g
70 1 150312_Met 2 60-
60 - a43_04 § 50 -
igf 201 e 384.0801
30 - B 304 - >
] ¢ 20
38 _ ‘ = s 3|83.0871
0 1 1 1 1 T 1 1 1 0 T T 1 1 1 L
0O 5 10 15 20 25 30 35 40 3820 3825 3830 3835 3840 3845
Time (min) m/z
No.12’
Br
C| = GSH —> (GS-C3H4Br
RT:0.00-40.00' SM; 78 150312_Meta43_06 #4372-4460 RT:8.19-8.35 AV: 15 SB: 92 7.92-8.99, 8.99 NL: 1.66E6
T: FTMS + p ESI Full lock ms [80.00-800.00]
AA: 2670477 1004 4260329 AeRilead
AH: 1372800 NL: 1.44E6 o
100 m/iz= 9 C,3Hy0cN,BrS
90 A 426.0307- g 804
o 426.0333 2
8 MS ACIS 8 704
70 150312_Met 2 604
60 - a43_06 2 50 -
<
50 S
Q404
40 1 2 a0 . 1.9980 .
30 23 < >
ol £ 20- 427.0366
~l el | 1.0037 I
O 1 L 1 1 T L] 1 1 0 1 ] T 1 I l
0 5 10 15 20 25 30 35 40 426.0 4265 4270 4275  428.0
m/z

Time (min)
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Peak intensity/mL [%]

No.12 No.8 No.7 No.1 No.10 No.9 No.2 No.4
GS-X @) O ) x x @) O x
Serum 0.10x0.06 0.08+0.03 0.06+0.02 293+0.72 29.7%*16.6 0.06+%0.03 N.D. 47.21429

Bile 100+32.2 100%£30.2 100+43.7 100%*31.3 100+13.0 100%*49.9 100+46.7 100%£70.7

n =6, mean*=S.E.M.
N.D., Not detected in all samples
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