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Introduction

Objectives

The objectives of this bioanalytical study were to analyze mouse plasma from mouse PK
studies for three compounds (GB67B, GB97, and GB594) and to analyze rat plasma from a
rat toxicology study for GB67B conducted outside Ricerca.

Methods

Extraction Method

GB67B

1. Prepare a 1 mg/ml of test article in MeOH.

2. Serial diluted test articles from 1 mg/mL in MeOH to obtain 1000, 800, 400, 100, 50, 10,
5and 2.5, yg/mL stock.

3. Spiked 10 pL of the each stock in 490 uL of mouse or rat plasma to make standard
mouse and rat plasma curves at 20000, 16000, 8000, 2000, 1000, 200, 100 and 50
ng/mL.

4. Prepare an internal standard (I1S) (GB67B-d9) stock at 0.5 pg/mL in ACN.

5. Transfer 40 pL of the standards and samples to new tubes and quench by 250 pL of IS in
ACN, vortex, and spin at 14000 rpm for 10 min at 5 °C.

6. The supernatant were transferred in low-volume plastic HPLC vials for LC/MS/MS.

1. Prepare a 271 ug/ml of test article in MeOH.

2. Spiked 271 pg/mL of the stock solution in mouse plasma and make a serial dilution from
mouse plasma to obtain a standard mouse plasma curve at 20000, 16000, 8000, 4000,
2000, 800, 400 and 200 ng/mL.

3. Prepare an internal standard (IS) (GB97-d9) stock at 2.5 ug/mL in CAN.

4. Transfer 50 uL of the standards and samples to new tubes and quench by 250 uL of IS in
ACN, vortex, and spin at 14000 rpm for 10 min at 5 °C.

5. The supernatant were transferred in low-volume plastic HPLC vials for LC/MS/MS.

GB594

1. Prepare a 400 ug/ml of test article in MeOH.

2. Spiked 400 pg/mL of the stock solution in mouse plasma and make a serial dilution from
mouse plasma to obtain a standard mouse plasma curve at 20000, 16000, 8000, 2000,
1000, 200, 100 and 50 ng/mL

3. Prepare an internal standard (1S) (GB594-d9) stock at 2.5 ug/mL in ACN

4. Transfer 50 yL of the standards and samples to new tubes and quench by 250 yL of IS in
ACN, vortex, and spin at 14000 rpm for 10 min at 5 °C

5. The supernatant were transferred in low-volume plastic HPLC vials for LC/MS/MS.
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Bioanalytical Method

Test Article: GB67B
Mass spectrometer: PE Sciex API 4000 LC-MS/MS System

HPLC Column: Phenomenex Synergi MAX-RP 4 150 x 2.0 mm with Security Guard
A = 1% formic acid in 5 mM ammonium acetate

Buffers: B = 1% formic acid in methanol
Isocratic: Time (min) %B
0 68
3.0 Stop
Note: The column flow before 1.3 minutes was diverted to waste.
Flow Rate: 0.5 mL/min
Injection Volume: 4 uL
lonization: Positive
MRM: 209.1 — 181.2 (GB67B) 218.1 — 190.2 (GB67B-d9, IS)

Test Article:GB97

Mass spectrometer:  PE Sciex APl 4000 LC-MS/MS System

HPLC Column: Phenomenex Synergi MAX-RP 4 150 x 2.0 mm with Security Guard
A = 1% formic acid in 5 mM ammonium acetate

Buffers: B = 1% formic acid in methanol
Isocratic: Time (min) %B
0 80
3.0 Stop
Note: The column flow before 1.0 minute was diverted to waste.
Flow Rate: 0.5 mL/min
Injection Volume: 6 uL
lonization: Positive
MRM: 242.4 — 167.1 (GB97) 251.4 — 176.1 (GB97-d9, IS)

Test Article: GB594
Mass spectrometer:  PE Sciex API 4000 LC-MS/MS System

HPLC Column: Phenomenex Synergi POLAR-RP 4 50 x 2.0 mm with Security Guard
A = 1% formic acid in 5 mM ammonium acetate

Buffers: B = 1% formic acid in methanol
Gradient: Time (min) %B

0 10

0.2 10

2.0 95

2.8 95

2.9 10

5.6 Stop

Note: The column flow before 1.5 minutes was diverted to waste.
Injection Volume: 5uL
lonization: Positive

MRM: 260.1 — 57.1 (GB594) 269.1 — 66.1 (GB594-d9, IS)
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Results

Analytical Results of Mouse Plasma
Analysis result for GB-67B

Std Curve weighted 1/x*x
Intercept = 0.018
Slope = 0.00161
Correlation Coeff = 0.9981

Page 5

GB- Mouse Dosin Schedule Concentration
Group | Dose/Route | 67B/MPK- SIng Sample
08-1 Number Time Ti (ng/mL)
- ime
1 1 800 1600 No Peak
. 2 2 802 1602 No Peak
1(8h) | 30mglkg i.p 3 3 804 1604 No Peak
4 4 806 1606 No Peak
5 1 810 1410 No Peak
_ 6 2 812 1412 No Peak
2 (6h) | 30mg/kg i.p 7 3 814 1414 No Peak
8 4 816 1416 No Peak
9 1 820 1220 No Peak
10 2 822 1222 No Peak
3 (4h) 30mg/kg 11 3 824 1224 No Peak
12 4 826 1226 No Peak
13 1 830 1030 No Peak
. 14 2 832 1032 No Peak
4 (2h) | 30mg/kg .i.p 15 3 834 1034 No Peak
16 4 836 1036 No Peak
17 1 840 940 No Peak
18 2 842 942 No Peak
5 (1h) 30mg/kg 19 3 844 944 No Peak
20 4 846 946 No Peak
21 1 1020 1050 No Peak
. 22 2 1022 1052 BLQ
6(30m) | 30mglkg ip 23 3 1024 1054 No Peak
24 4 1026 1056 No Peak
25 1 1100 1115 No Peak
26 2 1102 1117 No Peak
7 (15m) 30mg/kg 27 3 1104 1119 No Peak
28 4 1106 1121 No Peak
29 1 1140 1145 No Peak
. 30 2 1142 1147 No Peak
8 (5m) | 30mg/kg i.p 31 3 1150 1155 No Peak
32 4 1152 1157 No Peak
Vehicle i.p 33 1 1200 1230 No Peak
Control

BLQ: blow limit of quantitation
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Analysis result for GB-97

Std Curve weighted 1/x*x
Intercept = -0.0177

Slope = 0.00104
Correlation Coeff = 0.9978

Collection | Collection ;
Group | Dose/Route M?D?(%gl Animal Time Time Coréﬁe?r':]ril;lon
(nominal) (actual) 9
1 1 1600 NA No Peak
_ 2 2 1602 NA No Peak
G1 30mg/kgli.p. 3 3 1604 NA No Peak
4 4 1606 NA No Peak
5 1 1410 NA No Peak
_ 6 2 1412 NA No Peak
G2 30mg/kg/i.p. 7 3 1414 NA No Peak
8 4 1416 NA No Peak
9 1 1220 NA No Peak
] 10 2 1222 NA No Peak
G3 | 30mg/kgfi.p. 11 3 1224 NA No Peak
12 4 1226 NA No Peak
13 1 1030 NA No Peak
_ 14 2 1032 NA No Peak
G4 30mg/kgl/i.p. 15 3 1034 NA No Peak
16 4 1036 NA No Peak
17 1 940 NA No Peak
_ 18 2 942 NA No Peak
G5 30mg/kg/i.p. 19 3 944 NA No Peak
20 4 946 NA No Peak
21 1 1050 NA 330
_ 22 2 1052 NA 214
G6 30mg/kg/i.p. 23 3 1054 NA 253
24 4 1056 NA 182
25 1 1115 NA 1559
_ 26 2 1117 NA 176
G7 30mg/kg/i.p. 27 3 1119 NA 802
28 4 1121 NA 1448
29 1 1145 NA 2813
_ 30 2 1147 NA 1373
G8 30mg/kgli.p. 31 3 1155 NA 1742
32 4 1157 305
Vehicle ip. 33 1 1230 NA No Peak
Control
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Analysis result for GB594

Std Curve weighted 1/x*x

Intercept = -0.0223
Slope = 0.00186

Correlation Coeff = 0.9939

Page 7

GB-594/MPK - . Collection Concentration
Group | Dose/Route 08-1 Animal Time (nominal) (ng/mL)
1 1 1600 No Peak
. 2 2 1602 No Peak
G1 30mg/kg/i.p. 3 3 1604 No Peak
4 4 1606 No Peak
. 5 3 1414 No Peak
G2 30mg/kgli.p. 6 4 1416 No Peak
7 1 1220 No Peak
. 8 2 1222 No Peak
G3 30mg/kg/i.p. 9 3 1224 No Peak
10 4 1226 No Peak
11 1 1030 No Peak
. 12 2 1032 No Peak
G4 30mg/kgl/i.p. 13 3 1034 No Peak
14 4 1036 No Peak
15 1 940 110
. 16 2 942 118
G5 30mg/kgl/i.p. 17 3 944 72.9
18 4 946 BLQ
19 1 1050 463
. 20 2 1052 326
G6 30mg/kgl/i.p. 21 3 1054 619
22 4 1056 251
23 1 1115 2567
. 24 2 1117 1555
G7 30mg/kg/i.p. 25 3 1119 2023
26 4 1121 1080
27 1 1145 1501
. 28 2 1147 1003
G8 30mg/kgl/i.p. 29 3 1155 1106
30 4 1157 2189
Vehicle :
ol ip. 31 1 1230 No Peak

BLQ: blow limit of quantitation
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Analytical Results of Rat Plasma

Std Curve weighted 1/x*x

Intercept = -0.00614

Slope = 0.00183

Correlation Coeff = 0.9992

DAY 1 (05-Feb-2009) RAT PLASMA SAMPLES (5017-5039)
GB-67B/ Animal | Sex |Group Dose Predose| Time 1 hour | Differ- | 4 hours |Differ-| Conc.
044RE27.003 (mg/kg/day)| Sample |of Dose|Postdose| ence |Postdose| ence | (ng/mL)

5017 | M 5 6

0001 7:09 8:00 No Peak

0002 9:00 1:00 No Peak

0003 12:00 4:00 | No Peak
5019 | M 5 6

0004 711 8:03 No Peak

0005 9:03 1:00 No Peak

0006 12:03 4:00 | No Peak
5021 F 5 6

0007 7:13 8:06 No Peak

0008 9:06 1:00 No Peak

0009 12:06 4:00 | No Peak
5023 F 5 6

0010 7:15 8:09 No Peak

0011 9:09 1:00 No Peak

0012 12:09 4:00 | No Peak
5025 | M 6 18

0013 717 8:12 No Peak

0014 9:12 1:00 No Peak

0015 12:12 4:00 | No Peak
5027 | M 6 18

0016 7:19 8:15 No Peak

0017 9:15 1:00 No Peak

0018 12:15 4:00 | No Peak
5029 F 6 18

0019 7:22 8:18 No Peak

0020 9:18 1:00 No Peak

0021 12:18 4:00 | No Peak
5031 F 6 18

0022 7:24 8:21 No Peak

0023 9:21 1:00 No Peak

0024 12:21 4:00 | No Peak
5033 | M 7 36

0025 7:26 8:24 No Peak

0026 9:24 1:00 No Peak

0027 12:24 4:00 | No Peak
5035 | M 7 36

0028 7:28 8:27 No Peak

0029 9:27 1:00 No Peak

0030 12:27 4:00 | No Peak
5037 F 7 36

0031 7:30 8:30 No Peak

0032 9:30 1:00 No Peak

0033 12:30 4:00 | No Peak
5039 F 7 36

0034 7:32 8:33 No Peak

0035 9:33 1:00 No Peak

0036 12:33 4:00 | No Peak
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DAY 1 (05-Feb-2009) RAT PLASMA SAMPLES (2018-5040A)
GB-67B/ Animal | Sex | Group Dose Time 30 min | Differ- | 2 hours Differ- Conc.

044RE27.002 (mg/kg/day)| of Dose | Posdose| ence | Postdose ence (ng/mL)
5018 M 5 6

0037 8:01 8:31 0:30 No Peak

0038 10:01 2:00 No Peak
5020 M 5 6

0039 8:04 8:34 0:30 No Peak

0040 10:04 2:00 No Peak
5022 F 5 6

0041 8:07 8:37 0:30 No Peak

0042 10:07 2:00 No Peak
5024 F 5 6

0043 8:10 8:40 0:30 No Peak

0044 10:10 2:00 No Peak
5026 M 6 18

0045 8:13 8:43 0:30 No Peak

0046 10:13 2:00 No Peak
5028 M 6 18

0047 8:16 8:46 0:30 No Peak

0048 10:16 2:00 No Peak
5030 F 6 18

0049 8:19 8:49 0:30 No Peak

0050 10:19 2:00 No Peak
5032 F 6 18

0051 8:22 8:52 0:30 No Peak

0052 10:22 2:00 No Peak
5034 M 7 36

0053 8:25 8:55 0:30 No Peak

0054 10:25 2:00 No Peak
5036 M 7 36

0055 8:28 8:58 0:30 No Peak

0056 10:28 2:00 No Peak
5038 F 7 36

0057 8:31 9:01 0:30 No Peak

0058 10:31 2:00 No Peak
5040 F 7 36

0059 8:34 9:04 0:30 No Peak

0060 10:34 2:00 No Peak
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DAY 1 (5 Feb 2009) RAT PLASMA SAMPLES (5018-5040B)

GB- Animal Sex Group Dose Time of| 8 hours Difference Conc.
67B/044RE27.003 (mg/kgday)| Dose | Postdose (ng/mL)
0061 5018 M 5 6 8:01 16:01 8:00 No Peak
0062 5020 M 5 6 8:04 16:04 8:00 No Peak
0063 5022 F 5 6 8:07 16:07 8:00 No Peak
0064 5024 F 5 6 8:10 16:10 8:00 No Peak
0065 5026 M 6 18 8:13 16:13 8:00 No Peak
0066 5028 M 6 18 8:16 16:16 8:00 No Peak
0067 5030 F 6 18 8:19 16:19 8:00 No Peak
0068 5032 F 6 18 8:22 16:22 8:00 No Peak
0069 5034 M 7 36 8:25 16:25 8:00 No Peak
0070 5036 M 7 36 8:28 16:28 8:00 No Peak
0071 5038 F 7 36 8:31 16:31 8:00 No Peak
0072 5040 F 7 36 8:34 16:34 8:00 No Peak
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DAY 7 (11 Feb 2009) RAT PLASMA SAMPLES (5017-5039)
Std Curve weighted 1/x*x
Intercept = 0.00133
Slope = 0.00155
Correlation Coeff = 0.9993
GB-67B/ Animal| Sex | Group Dose Predose| Time 1 hour Differ- | 4 hours | Differ-| Conc.
044RE27.002 (mg/kg/day)| Sample | of Dose |Postdose| ence | Postdose | ence | (ng/mL)
5017 | M 5 6
0073 7:15 8:00 No Peak
0074 9:00 1:00 No Peak
0075 12:00 4:00 | No Peak
5019 | M 5 6
0076 7:18 8:03 No Peak
0077 9:03 1:00 No Peak
0078 12:03 4:00 | No Peak
5021 | F 5 6
0079 7:19 8:06 No Peak
0080 9:06 1:00 No Peak
0081 12:06 4:00 | No Peak
5023 | F 5 6
0082 7:21 8:09 No Peak
0083 9:09 1:00 No Peak
0084 12:09 4:00 | No Peak
5025 | M 6 18
0085 7:24 8:12 No Peak
0086 9:12 1:00 No Peak
0087 12:12 4:00 | No Peak
5027 | M 6 18
0088 7:27 8:15 No Peak
0089 9:15 1:00 No Peak
0090 12:15 4:00 | No Peak
5029 | F 6 18
0091 7:29 8:18 No Peak
0092 9:18 1:00 No Peak
0093 12:18 4:00 | No Peak
5031 | F 6 18
0094 7:32 8:21 No Peak
0095 9:21 1:00 No Peak
0096 12:21 4:00 | No Peak
5033 | M 7 36
0097 7:34 8:24 No Peak
0098 9:24 1:00 No Peak
0099 12:24 4:00 | No Peak
5035 | M 7 36
0100 7:36 8:27 No Peak
0101 9:27 1:00 No Peak
0102 12:27 4:00 | No Peak
5037 | F 7 36
0103 7:38 8:30 No Peak
0104 9:30 1:00 No Peak
0105 12:30 4:00 | No Peak
5039 | F 7 36
0106 7:40 8:33 No Peak
0107 9:33 1:00 No Peak
0108 12:33 4:00 | No Peak
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DAY 7 (11 Feb 2009) RAT PLASMA SAMPLES (5018-5040A)
GB-67B/ Animal | Sex |Group Dose Time |30 minutes |Differ-| 2 hours | Differ- | Conc.
044RE27.003 (mg/kg/day)| of Dose | Postdose | ence |Postose| ence |(ng/mL)
5018 M 5 6
0109 8:01 8:31 0:30 No Peak
0110 10:01 2:00 | No Peak
5020 M 5 6
0111 8:04 8:34 0:30 No Peak
0112 10:04 2:00 | No Peak
5022 F 5 6
0113 8:07 8:37 0:30 No Peak
0114 10:07 2:00 | No Peak
5024 F 5 6
0115 8:10 8:40 0:30 No Peak
0116 10:10 2:00 | No Peak
5026 M 6 18
0117 8:13 8:43 0:30 No Peak
0118 10:13 2:00 | No Peak
5028 M 6 18
0119 8:16 8:46 0:30 No Peak
0120 10:16 2:00 | No Peak
5030 F 6 18
0121 8:19 8:49 0:30 No Peak
0122 10:19 2:00 | No Peak
5032 F 6 18
0123 8:22 8:52 0:30 No Peak
0124 10:22 2:00 | No Peak
5034 M 7 36
0125 8:25 8:55 0:30 No Peak
0126 10:25 2:00 | No Peak
5036 M 7 36
0127 8:28 8:58 0:30 No Peak
0128 10:28 2:00 | No Peak
5038 F 7 36
0129 8:31 9:01 0:30 No Peak
0130 10:31 2:00 | No Peak
5040 F 7 36
0131 8:34 9:04 0:30 No Peak
0132 10:34 2:00 | No Peak
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DAY 7 (11 Feb 2009) RAT PLASMA SAMPLES (5018-5040B)

GB-67B/ Animal | Sex | Group Dose Time 8 hours Difference Conc.
044REZ27.002 (mg/kg/day)| of dose | Postdose (ng/mL)
0133 5018 M 5 6 8:01 16:01 8:00 No Peak
0134 5020 M 5 6 8:04 16:04 8:00 No Peak
0135 5022 F 5 6 8:07 16:07 8:00 No Peak
0136 5024 F 5 6 8:10 16:10 8:00 No Peak
0137 5026 M 6 18 8:13 16:13 8:00 No Peak
0138 5028 M 6 18 8:16 16:16 8:00 No Peak
0139 5030 F 6 18 8:19 16:19 8:00 No Peak
0140 5032 F 6 18 8:22 16:22 8:00 No Peak
0141 5034 M 7 36 8:25 16:25 8:00 No Peak
0142 5036 M 7 36 8:28 16:28 8:00 No Peak
0143 5038 F 7 36 8:31 16:31 8:00 No Peak
0144 5040 F 7 36 8:34 16:34 8:00 No Peak
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Figure 1: GB67B-MPK-08-1-027 (upper) and GB67B_d, (internal standard, lower)

Page 14

Sample Name: "417M, GB67B-MPK-08-1-027" Sample ID: ™ _File: "041709036 wiff"

‘GB67B”  Mass(es): "209.1/181.2 amu”
notation: **

1

Unknown
N/A 215

_ Date: 4/17/2009 210
Aca. Time: 4:42:38 PM 205

ng/mL

Modified: No 200
195
190

180
175
170

160
155
150
145

135

Intensity, cps

008

02 04 06 08 10 12

Sample Name: "417M, GB67B-MPK-08-1-027" _Sample ID: ™ File: "041709036 wift"
Peak Name: "GB67B_d9(IS)"  Mass(es): "218.1/190.2 amu”

Comment:

nnotation
: 1

Unknown
1.00  ng/mL 3000
Cone:
4/17/2009 3800
4:42:38 PM
3700

Modified:
Proc. Algorithm

3600

No
Analyst Class
3

5.83  cps 3500
Area Threshold:  29.16  cps 3400
1
0.20 3300
5.00 3200
300 3100
3000
Use Relative RT:  No 2000

Int. Type: valley 2800

n Time: 1.64  min

28670.177  counts 2700
3.90e+003 cps

.42 min 2600

End Time: 1268 min 2500

2400
2300

2200
2100
2000
1900
1800
1700
1600

1500
1400
1300
1200
1100
1000

100

1.64
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Figure 2: Typical Chromatograms of GB67B in a Mouse Plasma Standard Curve Sample
(LLOQ 50 ng/mL) GB67B (upper) and GB67B_d, (internal standard, lower)

Sample Name: "417M, SId-1, 0.05 ug/mL"_Sample ID: ™ File: 041708005 wifl™
‘GBO7B" Mass(es): "209.1/181.2 amu”
Annotation: ™

1

Standard

: 0.000  ng/nL 88
Calculated Conc: 47.288  ng/mL
471772009 460
Acq. Time: 2:41:14 PM
Modi Fied: Yes 440
- Algorithn: Analyst Classic
3
20.00  cps 420
100.00  cps
0.20 400
0.01
5.00
4.00 380
3200
300 sec
168 min 360
No
Int. Type Base To Base 340
Retention Time: : i
Area 3240.102
Heigh 3.68e+002 320
Start Tinme: 1.48
End Time: 1l94
300
280
260
§
%? 240
8
£ 220
200
180
160
140
120
100
80
60
40
20
02 0 o6 o8 10 12 14 16 18 20 22 24 26 28
Time, min
Sample Name: *417M, SId-1, 0.05 ugimL"_Sample ID: ™ _File: "041708006.wir"
Peak Name: "GB67B_d9(IS)"  Mass(es): "218.1/190.2 amu”
standard
-00  ng/mL et
/A
471772009 4400
2:41:14 Py 4300
Modi fied: ves 4200
Proc. Algorithn: Analyst Classic 4100
5.83  cps 4000
20.16  cps 3000
0.20 3800
0.01
2% 3700
4200 3600
3200
300 sec 3500
164 min 3400
Use Relative RT:  No
3300
Int. Type: Base To Base
Retention Time: 1.64  min 3200
34432.413  counts 3100
4.51e+003 cps
me: 1.47 n 3000
End Tine 2,02 min 2900
2800
2700
2600
2500
g 2400
3 2300
g 2200
£ 2100
2000
1900
1800
1700
1600
1500
1400
1300
1200
1100
1000
200
800
700
600
500
400
300
200
100 133
02 0 o6 o8 10 12 1 18 20 22 24 26 28

%
Time. min
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Page 16

Figure 3: Typical Chromatograms of GB67B in a Mouse Plasma Standard Curve Sample

Sample Name: "41
"GB6

sample

(ULOQ 20 pg/mL) GB67B (upper) and GB67B_d, (internal standard, lower)

7M, Std-8, 20 ug/mL*  Sample ID:
78" Mass(es): "209.1/181.2 amu"
otation: **

1

Standard

™ File: "041709003.iff"

20000.000  ng/mL
Calculated Conc: 18517.024  ng/mL
Acq. Date: 471772009 9,004
Acq. Time: 2:33:29 PM
Modi fied: No
- Algorithn: Analyst Classic 8.504
2
20.00  cps
100.00  cps
i 8.0e4
0.20
0.01
5.00
300 7.504
3.00
30,0 sec
168 min
o 7.004
. Type: ey
Retention Time: 1.68 min 6.504
Area 828807.340  counts
Heigh 9.306+004
Start Tine .
End Time: 237 min 6.0e4
5504
g S0
5
5§ 45e4
4.004
3504
3.004
2504
2,004
1504
1.004
5000.0
o
02 0 o6 o8 10 12 1 18 20 22 24 26 28
Time, min
Sample Name: "417M, SId-8. 20 ugimL"_ Sample ID: ~_File: "041709003 wiir"
Peak Name: "GB67B_d9(IS)"  Mass(es): "218.1/190.2 amu’
Comment: ™ Annotation: **
sanple 1
sample Ty, standard
Concentration: 1.00  ng/mL
Calculated Cone 7
Acq. Date: 471772009 3300
Acq. Time: 2:33:29 PM
3200
Modi Fied: No
Proc. Algorithm: Analyst Classic 3100
Bunching Factor 3
Noise Threshold:  5.83  cps 3000
Area Threshold:  29.16  cps
Num. Smooths: 1 2900
0.20
0.01 2800
5.00
4.00 2700
3200
300 sec
R 164 min 2600
Use Relative RT No 2500
Int. Type: valley
Retention Time: 1.63 mi 2400
Area: 27808.891  counts
Height: 3.39¢+003  cps 2300
Start Time 1.2 min
End Time: 2.06  min 2200
2100
2000
1900
2 1800
-3
%‘ 1700
2 1600
1500
1400
1300
1200
1100
1000
900
800
700
600
500
400
300
200
100
02 04 o6 s 10 12 22 24 26 28

Time, min
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Figure 4: GB97-MPK-08-1-0029 (upper) and GB97_dgq (internal standard, lower)

Sample Name: "415M, GB97-MPK-08-1-0029" Sample ID: ™ Flle: "041509038. Wi
Peak Name: "GB97" Mass(es): "242.4/167.1 amu"
Comment: -
sample Index
sample Type Unknown 143
(%

Annotation:

A
2813.170  ng/mL 2000
471572009
Acq. Time: 5:10:33 PM

Modified: No
Proc. Algorithm: Analyst Classic 1850
Bunchin 4
Noise Threshold:  3.24  cps 1800
Area Threshold:  40.00  cps 1750
Num. Smooths: 1

Expected RT 1.55  min
e Relative RT:  No 1500

Intensity, cps

02 04 06 08 10 12 14 16 18 20 22 24 26 28
Timemin

Sample Nam: MPK-08- Sample ID: ™ Flle: "041500038.wiT"
Peak Name: "GB97_d9(IS)"  Mass(es): "251.4/176.1 amu”

Comment: ™ Annotation: ™
142
640
Aca. Time: 5:10:33 PU 620
ModiFied: No 00
Proc. Algorithm: Analyst Class
Bunching Factor: 3
Noise Threshold 4.65 cps 580
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Figure 5: Typical Chromatograms of GB97 in a Mouse Plasma Standard Curve Sample
(LLOQ 200 ng/mL) GB97 (upper) and GB97_dy (internal standard, lower)
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Figure 6: Typical Chromatograms of GB97 in a Mouse Plasma Standard Curve Sample
(ULOQ 20 pg/mL) GB97 (upper) and GB97_dg (internal standard, lower)
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Figure 7: GB594-MPK-08-1-027 (upper) and GB594 d, (internal standard, lower)
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Figure 8: Typical Chromatograms of GB594 in a Mouse Plasma Standard Curve Sample
(LLOQ 50 ng/mL) GB594 (upper) and GB594 dg (internal standard, lower)
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Figure 9: Typical Chromatograms of GB594 in a Mouse Plasma Standard Curve Sample
(ULOQ 20 pg/mL) GB594 (upper) and GB594 dg (internal standard, lower)
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Figure 10: GB67B 5030, dayl, 30 min (upper) and GB67B_d, (internal standard, lower)
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Figure 11: Typical Chromatograms of GB67B in a Rat Plasma Standard Curve Sample
(LLOQ 50 ng/mL) GB67B (upper) and GB67B_d, (internal standard, lower)
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Figure 12: Typical Chromatograms of GB67B in a Rat Plasma Standard Curve Sample
(ULOQ 20 pg/mL) GB67B (upper) and GB67B_d, (internal standard, lower)
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