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MS MS/MS
l
l
CE
l
LP
l
1
2
mg/mL
50%
1
a -CHCA
2 o -CHCA

1 10 mg/mL in 30

10

13

2014
2014
2014

10 pg/mL

3
3
3

3
7
11

DMSO

0.1

1



2.0

»

2 10 mg/mL in 30 10 0.1 TFA
1 11
0.1 pL 4

1 pg/mL

CE LP
CE LP

MS/MS
URL http://metlin.scripps.edu/metabo_search_alt2.php

m/z - 50 m/z + 50
+23 Da +39 Da

.1 MS/MS

mn/z 1
m/z 50 m/z + 10
1.5
3.0

. 9% 5

1.8 kv 1.9 kv 0.1 kv

45 45
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10x 10

4
TFA
LC-MS
CE
. CE 1
10x 10 1
CE 50

CE = (40 45 48 50)

CESO

L —
JiFe. | & E-2 ] 100 um

HUFUD  temoxiten

FTEE |28 |

—

3. 3
CE

4. CE,, CE

CEpx-l CEpp CEpptl CEp#2
5. 3

CErax  ™CE
LP

1. 8
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. OtCE, LP

10x 10
3
LPax
- LPuax
LPax=1  LPjay
3

optC Emax

LP = (42 45 48 50)

LP

LPatl  LPpt2

LPoax  LPra

ort L Pmax

pg/mL 100 ng/mL 10 ng/mL 1 ng/mL

2.1 kv

11 2

S/N 10

10 ng/mL

1 ng/mL

4
4
10 pg/mL 50%
1
10x 10
2.1 kv

1 ng/mL

" C/ImagingMSsolution/Data/Established_method

10 ng/mL
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2014 3 10
2015 2 12
HE
45 43~1.5
cmC
2
CcmC 1.2mL -80
5 mm 5
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5mm 9

7. CM

CcmC

C

500pL-1mL

3. OCT

4. OCT

35 um

50 mL

-80

CcmC

10

OCT

1
5
50 um
8 um
HE
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10.

0.5mL
ITO
1
2 pm PEN
ITO ITO
11. 3
3
12. LC-MS/MS
HE
1.
2.
3 1.5
4.
5. 1.5
6. 100 1
7. 100 2
8. 100 3
9. 100 1
10. 100 2
11.
12.

S10100N

MS

11505158 Leica

PLATINUM PRO PRO-01

1
4

1.5

@
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MS

2 0.1%

SVC-700TMSG

2014 3 11
2015 2 12 2

99% o -CHCA 476870-10G

o -CHCA 10 mg/mL in 30% o 10%
- 0.1% PEG 400 1 0.1% PEG sulfate
1:1
40
ON
40 mg
57r~10
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7. ON 240 o -CHCA

8. 240 250
9. 250 30
10.8
o -CHCA
o -CHCA 8 cm

Shimma S. et al. J Mass Spectrom. 2013, 48, 1285-90.

1. 0.1% PEG400( ) 0.1% PEG-sulphate(

3. 0.1pL 3

10x 10

“ cal_pos” “ cal _neg”

A W N

6. Ippm

1. 5% 5
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a B W DN

2014 3 11
2015 2 12 2

PS-270
0.12 MPa, 0.1 MPa
o -CHCA
o -CHCA 10 mg/mL in 30% : 10%
:0.1%
ITO
2% CYTOP CTL-107MK 7 AC6000
micro90
3 1
10% micro90 15
2
15 2
O_
180 2% 0.5mL
3
180 60
9. 1 2
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9AA

8 cm

CHCA

fiNgbEv—o%
RIF4 I T—=TTHIN—
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1/8
1.5

8 mm

X 5 mmx 5 mm

2UMATL—ETHLEHEDBEE
SMMEBERCRSEISATL—-EEE
NE (R7L—EMBOERXSELT
REH2EIEDNhOEREBHET)

cycle 1 cycle 2

(FhE ) (HELR)

| | I‘ | :I
D BB 1D BE  cyde20/t5—%9E
27— 1% x2 1% @DELYRY v XER

A
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40

80 ym—100 pm
20 uym—~40 pm

45°
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2015 2

BioMap

img imzML
BioMap
calculation table.xlIsx
BioMap
ROI
" Exclude zero”
" scale bar”
BioMap
IMS
" calculation”
calculation ROI

26

12



ROI LC-MS/MS
ROI 3
ROI
scale bar
Total weight of drug (pg/tissue) (Note) From LC-MSMS data
5085 <«
Total active pixel (BioMap) Averaged intensity
2459 197.8) €¢—
Sum of Intensity 486390.2|
Desired maximum weight (pg)
5] «
Maximum intensity in the scale bar
478.2597837
calculation
Total weight of drug (pg/tissue) (Note) From LC-MSMS data
5085
Total active pixel (BioMap) Averaged intensity « scale bar
2459 197.8
Sum of Intensity 486390.2
Resolution (um) # of pixel in ROI < ROI
60 "
Area in ROI (um”2)
424800 |(Note) Only for check
# of pixel wo null Average intensity in ROI <} ROI
113 160.25
Weight of Drug in ROI (pg)| Estimated using MSI data
189.3139526

27



LC-MS/MS

2015 2 24
LMD
LMD
Oasis HLB 96 30 pm, 30 mg solvent; Waters
MultiScreen Solvinert, 0.45 um
30 10 0.1%
10. 30 pL 1
11. 4 12000g 10 20 pL
12. 20 pL 20 pL 2% 500 pL
13. 4
() 500 pL 220g 1
() 500 pL 220g 1
() 3 (2209 3 )
() 500 pL 5% 500g 3
() 150 pL 0. 1% 500g 3
() Multiscreen Solvinert 5009 5
( ) 150 plL 300 ulL
14. 20 pL LC-MS/MS
15.
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