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Data file :C:\HPCHEM\HPLCO0157\DATA\055-0101.D Sample Name: 70316-037
0.5610g/50ml of saturated ag soln ->
Injection Date 02/11/2002 9:14:02 AM Seq Line : 1
Sample Name 70316-037 Vial No : 55

‘Acq Operator hansen Inj. No. : 1
Inj. Vol. : 2 qul
Method C:\HPCHEM\HPLCQ157\METHODS\715.M
Last Changed : 01/14/2002 1:00:57 PM
75/25 0.1% HClO4/Acetonitrile, 1ml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (055-0101.D)
mAU 3 2
E ©
] 0
600
500 3
400 -
300 3
200 3 ©
B © «
100 3 3 { 3
0 9L ey
b T ' T | T T v T I | ] ' ¥ [ T
0 2 4 6 8 10 12 14 min
DAD1 E, Sig=268,16 Ref=360,100 (055-0101.D)
mAU 3
600 -
500 3
400
300 3
] ©
200 5 B =
100 3 © 2
0 J\. — ;
T ] T T T T 7
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Modified 01/14/2002 1:00:30 PM
Multiplier 1.000000
Signal: 1 DAD1 C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [{min] [min] [mAU*s) % mg/ml
1 5.17 BV 0.077 1.11 5.463 0.14 0.000000
2 5.34 vp 0.078 1.34 6.661 0.16 0.000000
3 5.68 BB 0.081 734.72 3843.763 95.16 1.017704 L-224,715
4 13.04 BP 0.430 5.66 183.469 4.54 0.000000
Signal: 2 DADl E, Sig=268,16 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min) [min]) [mAU*s] % ng/ml
1 5.68 BB 0.080 86.51 448.537 84.16 1.017704 L-224,715
2 13.07 BP 0.404 2.76 84.451 15.84 0.000000
**+* End of Report ***
HPLC0157 02/11/2002 9:27:28 AM Page 1 of 1
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Data file :C:\HPCHEM\HPLCO157\DATA\060-0101.D Sample Name: 70316-035
6.37g/50ml of 146.86 ML and wash ->
Injection Date 02/12/2002 3:04:29 PM Seq Line 1
Sample Name 70316-035 Vial No 60

cqg Operator hansen Inj. No. 1
Inj. Vol. 2 nl
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed 01/14/2002 1:00:57 PM
75/25 0.1% HClO4/Acetonitrile, 1ml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (060-0101.D)
mAU 3 P
- o«
3 )
600 3
500
400 @ -
300 3 - © 3
E r~ 3 @ & o 2 0
200 2 ©w o Bl < 8% o 27,8 g5 2 ¢
100 T A BN -
04 A, JUE NNl e ) DA ANAS A WP NS % S
. : e r——r—r ——r— r——— |
0 2 4 6 8 10 12 14 min
DAD1 E, Sig=268,16 Ref=360,100 (060-0101.D)
mAU_g
600 3
500 3
- 400 3
‘{ 300 3
200 3 © s ©
100-5 :“‘3 5 § &E’ % § § 5
0 D o . L T
T T T ] — T T L A
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Modified 01/14/2002 1:00:30 PM
Multiplier 1.000000
Signal: 1 DAD1 C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min) [min) [mAU*s) % mg/ml
1 2.44 VB 0.060 73.72 289.753 1.64 0.000000
2 3.64 VB 0.082 135.35 713.782 4.04 0.000000
3 4.15 BV 0.090 9.93 59.210 0.33 0.000000
4 5.16 BV 0.086 41.08 226.496 1.28 0.000000
5 5.30 VB 0.075 4.00 19.388 0.11 0.000000
6 5.65 BV 0.081 240.31 1259.296 7.12 0.331258 L-224,715
7 5.88 VvV 0.092 2.06e3 1.170e4 66.19 0.000000 = _
8 6.22 VB 0.122 4.59 40.838 0.23 0.000000 (),»9225
9 6.69 BV 0.127 1.17 10.716 0.06 0.000000
10 6.97 VW 0.122 1.00 8.968 0.05 0.000000
11 7.64 VV 0.105 16.41 122.782 0.69 0.000000
12 7.93 Vv 0.091 59.85 373.427 2.11 0.000000
13 8.24 VV 0.096 97.68 655.861 3.71 0.000000
14 8.52 vv 0.106 4.07 30.668 0.17 0.000000
15 8.89% vv 0.097 15.34 103.325 0.58 0.000000
HPLC(0157 02/12/2002 3:17:48 PM Page 1 of 2
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Print of window 38: Current Chromatogram(s)

Current Chromatogram(s)
DAD1 C, Sig=210,8 Ref=360,100 (UNAGILENT\HPLCO0157\20020213\061-0101.D)

mAU b=
{o)
LO)

12

10

®
1
12.718

2t

T
2 4 6 8 10 12 14 min
DAD1 E, Sig=268,16 Ref=360,100 (U\AGILENT\HPLC0157\20020213\061-0101.D)

!
5650

®
e ———————————————
2 4 6 8 10 12 14 min

HPLC0157 02/13/2002 8:33:02 AM hansen Page 1 of 1
' Merck Exhibit 2129, Page 159
Mylan v. Merck, IPR2020-00040
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Hansen, Karl

rom: Dorwart, Jason G.
ent: Thursday, February 21, 2002 11:13 AM
To: Hansen, Karl
Subject: RE:
RRT Area%
0.95 0.17%
0.97 0.11%
1.00 99.67%
Jason

From: Hansen, Karl

Sent: Thursday, February 21, 2002 9:34 AM
To: Dorwart, Jason G.

Subject: RE:

How was the chemical purity?

From: Dorwart, Jason G.
‘ent: Thursday, February 21, 2002 9:30 AM
o: Hansen, Karl
Subject:

Here are the chiral purity results for the Phosphate salt and ML's from NB#70316-039

Solids = 96.02% major  3.98% minor
ML's = 94.22% major  5.78% minor

Jason

Merck Exhibit 2129, Page 163
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Data file :C:\HPCHEM\HPLCO157\DATA\067-0101.D Sample Name: 70316-039
agqueous washes ->
Injection Date 02/14/2002 12:42:50 PM Seq Line : 1
Sample Name 70316-039 Vial No 67
Acg Operator hansen Inj. No. : 1

Inj. Vol. 2 pl
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed 01/14/2002 1:00:57 PM
75/25 0.1% HClO4/Acetonitrile, 1lml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (067-0101.D)
E >
] sk CON
600 3
500 3 -
400 - =
E [(e]
300 3 . s
E M~
200—E 8 o © o © 8 © © o ,z_
100 o 2335 @ ~ 3 33
03 ! Pl Sl A\, L2, /\
(‘) é ‘It (IS 8 1|0 1|2 1‘4 min
DAD1 E, Sig=268,16 Ref=360,100 (067-0101 D)
mAU 3
600—§
500 -
400 3
300
200 3 ~
3 - ~ ©
100 8 3 <
04 a, - Ao
e . | : ] —— | .
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Modified 01/14/2002 1:00:30 PM
Multiplier 1.000000
Signal: 1 DADl C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
¥ [min] [min] [(mAU*s] % ng/ml
1 2.06 BV 0.081 94.62 463.151 0.77 0.000000
2 2.20 vV 0.046 1.77e3 5194.654 8.63 0.000000
3 2.27 W 0.120 2.34e3 2.129%e4 35.39 0.000000
4 2.51 vV 0.176 2.09e3 2.414e4 40.12 0.000000
5 2.63 VvV 0.095 1.02e3 5797.346 9.64 0.000000
6 3.19 vv 0.079 10.37 56.353 0.09 0.000000
7 3.29 VvV 0.115 12.32 102.662 0.17 0.000000
8 3.64 VB 0.086 9.89 57.430 0.10 0.000000
9 4.02 BV 0.111 1.45 11.322 0.02 0.000000
10 5.67 BV 0.076 10.94 54.555 0.09 0.011273 1-224,715
11 5.87 vV 0.076 2.17 10.401 0.02 0.000000
12 6.12 vB 0.088 318.25 1791.939 2.98 0.000000
13 7.01 BP 0.104 85.48 613.774 1.02 0.000000
14 8.60 VB 0.084 6.19 33.679 0.06 0.000000
15 9.39 BB 0.105 4.35 33.252 0.06 0.000000
HPLCO157 02/14/2002 12:56:00 PM Page 1 of 2
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Data file :C:\HPCHEM\HPLCO0157\DATA\067-0101.D

Sample Name: 70316-039

Peak RT Type Width Height Area Area Amount Name
# [min) [min] [MAU*s] % ng/ml
16 9.90 PP 0.082 2.83 14.608 0.02 0.000000
17 12.09 VB 0.078 99.20 496.372 0.83 0.000000
Signal: 2 DAD1 E, Sig=268,16 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [mAU*s) % mg/ml
1 2.05 BV 0.072 4.51 21.712 22.52 0.000000
2 0.00 0.000 0.00 0.000 0.00 0.011273 L-224,715
3 7.01 BB 0.104 4.85 34.697 35.98 0.000000
4 12.09 BB 0.078 8.01 40.019 41.50 0.000000
*** End of Report ***
HPLCO0157 02/14/2002 12:56:00 PM Page 2 of 2
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Data file :C:\HPCHEM\HPLCO157\DATA\068-0101.D Sample Name: 70316-039
5.07g/50ml of 50.00g ml and wash ->
Injection Date 02/19/2002 10:46:47 AM Seq Line 1
Sample Name 70316-039 Vial No 68
Acqg Operator hansen Inj. No. 1

Inj. Vol. 2 nl
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed 01/14/2002 1:00:57 PM
75/25 0.1% HClO4/Acetonitrile, 1ml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (068-0101.D)
mAU 2
[\
[T
600
500
400
300
200 - g T o o <
1004 § s ¢ 238 |ls R583 § 5 8 = 58
o : y -~
03—~ M&—J i T/\'J—a—ﬁ‘——a—w——lwﬁr—: e T :
(IJ 2 4 é é 1|0 1|2 1I4 min
DAD1 E, Sig=268,16 Ref=360,100 (068-0101.D)
mAU J
600
500 3
400
300 -
200 3 o o~ ©
E (] © «© ~ [s e} o w I [Ys]
100 - 3 83 =& N5 8 < = -
0 E f\' 1 Y.__ ;f,.... L ln/\ (P., {\ — 9’,_’__0}),“ A ) '—__.
R . . . 'I T . T i II i : T i i i T i r j ‘
(I) é "1 (:'3 é 1IO 1|2 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Modified 01/14/2002 1:00:30 PM
Multiplier 1.000000
Signal: 1 DAD1 C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [mAU*s) % mg/ml
1 0.47 BV 0.106 8.68 60.632 0.50 0.000000
2 0.68 VP 0.107 4.08 28.938 0.24 0.000000
3 2.61 BV 0.123 33.82 256.923 2.13 0.000000
4 2.94 v 0.149 7.44 82.116 0.68 0.000000
5 3.14 vV 0.132 9.65 97.780 0.81 0.000000
6 4.01 VvV 0.496 17.12 683.647 5.66 0.000000
7 4.45 VV 0.131 67.86 608.926 5.04 0.000000
8 4.75 Vv 0.133 9.61 89.556 0.74 0.000000
9 4.97 VvV 0.163 9.37 115.106 0.95 0.000000
10 5.37 VB 0.089 1.54e3 8643.102 71.60 0.000000
11 0.00 0.000 0.00 0.000 0.00 0.000000 L-224,715
12 5.93 BV 0.282 6.93 154.725 1.28 0.000000
13 6.45 VV 0.144 8.21 85.602 0.71 0.000000
14 6.73 VV 0.116 15.35 128.594 1.07 0.000000
15 6.90 vv 0.070 4.66 22.367 0.19 0.000000
HPLCO157 02/19/2002 10:59:38 AM Page 1 of 2
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Data file :C:\HPCHEM\HPLCO0157\DATA\068-0101.D Sample Name: 70316-039
Peak RT Type Width Height Area Area Amount Name
# (min] [min] [mMAU*s) % mg/ml
16 9.66 PV 0.161 1.00 12.317 0.12 0.000000
17 9.96 Vv 0.100 15.46 108.147 1.05 0.000000
18 10.09 vv 0.077 7.07 36.859 0.36 0.000000
19 10.18 vv 0.075 4.37 21.152 0.20 0.000000
20 10.37 VB 0.079 51.84 260.206 2.52 0.000000
21 10.89 BB 0.095 1.22 7.651 0.07. 0.000000
22 11.89 vv 0.118 2.30 19.265 0.19 0.00000G0
23 12.07 vV 0.077 12.96 66.009 0.64 0.000000
24 12.16 VV 0.097 10.05 70.204 0.68 0.000000
25 12.44 vV 0.121 1.62 13.435 0.13 0.000000
26 12.67 VV 0.121 2.41 20.793 0.20 0.000000
27 12.91 vV 0.127 2.32 21.691 0.21 0.000000
28 13.12 VB 0.145 6.01 58.331 0.56 0.000000
Signal: 2 DADl E, Sig=268,16 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [(min] {min] [mAU*s] 3 ng/ml
1 4.12 BB 0.088 1.62 9.190 3.00 0.000000
2 5.13 BB 0.085 3.33 17.950 5.87 0.000000
3 5.63 BV 0.080 15.60 80.034 26.16 0.182926 L-224,715
4 5.87 VP 0.078 21.00 107.740 35.21 0.000000
5 7.91 BP 0.086 1.75 10.195 3.33 0.000000
6 8.22 BB 0.084 2.60 15.164 4.96 0.000000
7 9.96 BV 0.085 2.21 12.245 4.00 0.000000
8 10.37 VB 0.079 6.18 31.036 10.14 0.000000
9 13.12 BB 0.127 2.76 22.397 7.32 0.000000
*** End of Report ***
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Data file :C:\HPCHEM\HPLCO0157\DATA\068-0101.D Sample Name: 70316-039
5.07g/50ml of 50.00g ml and wash ->
Injection Date 02/19/2002 11:22:57 AM Seq Line 1
Sample Name 70316-039 Vial No 68
Acqg Operator hansen Inj. No. 1

Inj. Vol. 2 pl
Method C:\HPCHEM\HPLC0157\METHODS\715.M
Last Changed : 01/14/2002 1:00:57 PM
75/25 0.1% HC1l04/Acetonitrile, 1lml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, $1g=210,8 Ref=360,100 (068-0101.D)
mAU 3 N
P O
3 [Te)
600
500 3
4003
300 <
3 @ S o
o0 ] § s g 39y 22 ¢ go8§ § 88
100 - N = \ [\ o5 2 @< 5 N N @
03 ISR M 1 g Pt A T T T
; : a : ; % 7 T ”
DAD1 E, S1g=268,16 Ref=360,100 (068-0101 D)
mAU 7
600—§
500
400
300 -
200_2 o < NS © © 0 R S
100 4 g e = &~ 8 3 -
0 § o »° K 3 S 2
-l | I T T T | l T I T T T l T Ll T | T T T
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Mecdified 01/14/2002 1:00:30 PM
Multiplier 1.000000
Signal: 1 DAD1 C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min) [MAU*s) % mg/ml
1 2.43 VP 0.058 48.45 184.439 1.78 0.000000
2 3.15 BV 0.091 2.32 13.726 0.13 0.000000
3 4.12 BP 0.088 5.26 29.849 0.29 0.000000
4 5.13 BV 0.085 10.91 58.757 0.57 0.000000
5 5.28 vp 0.077 1.68 8.590 0.08 0.000000
6 5.63 BV 0.080 136.26 700.828 6.78 0.182926 1-224,715
7 5.87 VvV 0.082 1.62e3 8255.455 79.81 0.000000
8 6.19 VB 0.109 2.77 21.703 0.21 0.000000 (Torv
9 7.62 BV 0.110 5.79 45.499 0.44 0.000000 ~
10 7.90 vv 0.094 12.82 83.163 0.80 0.000000
11 8.06 Vv 0.053 1.56 5.439 0.05 0.000000
12 8.22 VvV 0.101 22.52 159.956 1.55 0.000000
13 8.50 VB 0.101 3.56 25.411 0.25 0.000000
14 8.87 BV 0.102 4.00 28.711 0.28 0.000000
15 9.05 VB 0.073 1.26 5.976 0.06 0.000000
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Data file :C:\HPCHEM\HPLCO157\DATA\068-0101.D Sample Name: 70316-039

Peak RT Type Width Height Area Area Amount Name
# [min] [min) [mAU*s] % mg/ml
16 7.07 VB 0.123 20.84 183.348 1.52 0.000000
17 7.45 BV 0.138 4.07 39.146 0.32 0.000000
18 7.63 Vv 0.133 3.48 31.944 0.26 0.000000
19 7.92 vv 0.150 3.86 42.976 0.36 0.000000
20 8.11 VB 0.108 1.57 11.531 0.10 0.000000
21 9.07 BV 0.093 5.73 34.086 0.28 0.000000
22 9.22 VvV 0.091 11.81 70.083 0.58 0.000000
23 9.37 vv 0.089 5.84 34.695 0.29 0.000000
24 9.49 VvV 0.086 4.01 22.802 0.18 0.000000
25 9.71 VB 0.090 43.41 247.354 2.05 0.000000
26 10.29 PB 0.131 1.46 12.139 0.10 0.000000
27 11.51 BV 0.114 3.48 26.805 0.22 0.000000
28 11.73 vwv 0.092 13.42 80.036 0.66 0.000000
29 11.90 vP 0.118 9.35 78.452 0.65 0.000000
30 12.40 BV 0.111 1.16 8.880 0.07 0.000000
31 12.67 vV 0.095 1.50 9.658 0.08 0.000000
32 13.05 VB 0.365 2.72 78.748 0.65 0.000000

Signal: 2 DADl E, Sig=268,16 Ref=360,100

Peak RT Type Width Height Area Area Amount Name
# [min] [min] [(mMAU*s] % mg/ml
1 2.94 BP 0.122 1.65 14.471 4.53 0.000000
2 3.18 VB 0.104 1.38 9.700 3.03 0.000000
3 4.01 BB 0.163 1.83 21.120 6.61 0.000000
4 4.45 BP 0.114 6.97 52.463 16.41 0.000000
5 5.37 VB 0.086 19.02 104.015 32.54 0.000000
6 0.00 0.000 0.00 0.000 0.00 0.000000 L-224,715
7 6.73 vV 0.096 1.78 11.865 3.71 0.000000
8 7.07 VB 0.119 2.57 21.869 6.84 0.000000
9 9.22 BV 0.110 1.88 14.103 4.41 0.000000
10 9.38 vp 0.163 1.11 13.691 4.28 0.000000
11 9.71 VB 0.087 5.08 28.500 8.92 0.000000
12 11.73 BV 0.079 1.02 5.164 1.62 0.000000
13 13.06 PB 0.256 1.23 22.646 7.09 0.000000
*** End of Report ***
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Data file :C:\HPCHEM\HPLCO0157\DATA\062-0101.D

Sample Name:

70316—03’(2?

EDC coupling 1h at 0 C ->
Injection Date 02/13/2002 8:29:32 AM Seq Line 1
Sample Name 70316-035 Vial No 62
Acqg Operator hansen Inj. No. 1
Inj. Vol. 2 pl
Method C:\HPCHEM\HPLC0157\METHODS\715.M
Last Changed 01/14/2002 1:00:57 PM
75/25 0.1% HClO4/Acetonitrile, 1lml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl18 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (062-0101 D)
mAU 3 b
3 o
3 o
600 = N
500 S
400 N
300 3 i
3 ; [{e}
200 - ~ 8
3 (2] o] © ™ .
100 4 ‘ JEW 2 &5 & w oz /\J l
E . ®© P P T
0 E| T=H1 ™ T T T ey T
O U L T L I T
0 2 4 6 8 10 12 14 min,
DAD1 E, Sig=268,16 Ref=360,100 (062-0101.D)
mAU _
600
500
400
300 o
3 o]
200 o
1 N
100 -
0] A
T T T L T T T T
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Modified 01/14/2002 1:00:30 PM
Multiplier 1.000000
Signal: 1 DAD1 C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# {min] [min] [mAU*s) % mg/ml
1 2.16 BV 0.062 3.18 13.010 0.16 0.000000
2 2.28 v 0.060 382.63 1520.607 18.91 0.000000
3 2.44 WV 0.061 116.66 449.003 5.59 0.000000
4 2.58 VB 0.088 20.46 125.811 1.56 0.000000
5 0.00 0.000 0.00 0.000 0.00 0.000000 L-224,715
6 8.59 BP 0.080 2.81 14.814 0.18 0.000000
7 95.38 PP 0.104 1.14 8.628 0.11 0.000000
8 9.89 BP 0.093 2.61 15.884 0.20 0.000000
9 11.54 BV 0.110 1.03 7.976 0.10 0.000000
10 11.91 vv 0.077 55.68 273.914 3.41 0.000000
11 12.08 VB 0.081 1.10e3 5609.710 69.78 0.000000
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Data file :C:\HPCHEM\HPLCO0157\DATA\062-0101.D Sample Name: 70316—0}5’3)3
Signal: 2 DAD1 E, Sig=268,16 Ref=360,100 ’

Peak RT Type Width Height Area Area Amount Name
# (min) {min] (mAU*s] % rag/ml
1 0.00 0.000 0.00 0.000 0.00 0.000000 L-224,715

2 11.81 BV 0.077 7.27 35.742 7.14 0.000000
3 12.08 VB 0.079 092.24 465.031 92.86 0.000000

*** End of Report ***
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Data file :C:\HPCHEM\HPLCO157\DATA\063-0101.D Sample Name: 70316-035
EDC coupling 2.75h at 0 C ->
Injection Date 02/13/2002 10:16:15 AM Seq Line : 1
Sample Name 70316-035 Vial No : 63
Acq Operator hansen Inj. No. : 1

Inj. Vol. : 2 pl
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed 01/14/2002 1:00:57 PM
75/25 0.1% HClO4/Acetonitrile, lml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (063-0101.D)
mAU 3 3
= (=]
] N N
600 R N
500 o
400
300 -
200 3 o~ x
E — ~ o~ M o ®
100 S 3 © 3 2 S’J L o
04 | K R Sl
T 1 i R T T — 1 T
0 2 4 6 8 10 12 14 min|
DAD1 E, Sig=268,16 Ref=360,100 (063-0101.D)
mAU 3
600 ]
500 3
400 =
300 - 9
2004 5
100 3
04 j\
-l | T T T I T T T l l l I T T T I T
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Modified 01/14/2002 1:00:30 PM
Multiplier 1.000000
Signal: 1 DAD1 C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [(min] [mAU*s ] % mg/ml
1 2.16 BV 0.067 2.98 13.452 0.13 0.000000
2 2.27 VvV 0.063 502.58 2004.184 19.60 0.000000
3 2.44 VV 0.061 144.18 561.382 5.49 0.000000
4 2.58 VB 0.075 94.13 473.539 4.63 0.000000
5 0.00 0.000 0.00 0.000 0.00 0.000000 L-224,715
6 7.02 BB 0.093 3.42 22.671 0.22 0.000000
7 8.60 BP 0.086 3.72 21.564 0.21 0.000000
8 9.38 BB 0.117 1.57 13.351 0.13 0.000000
9 9.90 BP 0.089 3.17 18.353 0.18 0.000000
10 11.54 BV 0.086 1.16 6.516 0.06 0.000000
11 11.91 vv 0.074 2.36 10.846 0.11 0.000000
12 12.09 VB 0.080 1.36e3 6971.021 68.16 0.000000
13 12.78 PB 0.204 8.22 111.157 1.09 0.000000
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Data file

HPLCO157

:C:\HPCHEM\HPLCO157\DATA\065-0101.D -Sample Name: 70316-039
0.3990gt/50ml of 74.83g methanol filtrate ->
Injection Date 02/14/2002 9:58:33 AM Seq Line 1
Sample Name 70316-039 Vial No 65 f
Acq Operator hansen Inj. No. 1

Inj. Vol. 2 nul
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed 01/14/2002 1:00:57 PM
75/25 0.1% HClO4/Acetonitrile, 1ml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters c¢l8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (065-0101.D)
mAU '
600 -
500 3
400 3 B
E ©
300 0
] . . ; s 3
1003 g 3 g 3 S a

E N 9 s Y AR

0 ] T h M a2 — T T T

T T T T 1 | T T T

0 2 4 6 8 10 12 14 min
DAD1 E, Sig=268,16 Ref=360,100 (065-0101.D)
mAU
600 -
500 3
400 3
3003
2003 o
z 2
100—: s
0 A\
T T T 7 T T T T
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Modified 01/14/2002 1:00:30 PM
Multiplier 1.000000
Signal: 1 DAD1l C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min} [min] [mAU*s] % mg/ml
1 2.43 BB 0.058 3.25 12.246 0.54 0.000000
2 5.15 BV 0.089 1.41 8.051 0.35 0.000000
3 5.65 BV 0.081 269.11 1411.016 61.92 0.371556 L-224,715
4 5.88 VB 0.078 136.67 676.410 29.68 0.000000
5 8.25 BP 0.090 2.33 14.869 0.65 0.000000
6 10.38 BB 0.083 3.87 20.999 0.92 0.000000
7 12.08 PB 0.101 1.09 7.926 0.35 0.000000
8 12.94 BB 0.089 22.77 127.373 5.59 0.000000
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Data file :C:\HPCHEM\HPLCO157\DATA\064-0101.D Sample Name: 70316-039
hydrog after 18h 50C, 40PSI ->
Injection Date 02/14/2002 9:33:56 AM Seq Line 1
Sample Name 70316-039 Vial No 64
Acq Operator hansen Inj. No. 1

Inj. Vol. 2 pl
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed 01/14/2002 1:00:57 PM
75/25 0.1% HClO4/Acetonitrile, 1ml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (064-0101.D)
mAU 3 I8
3 0|0
3 [faVs)
600
500 3
400 -
300 §
200 3 2 ango ¥
100 g 3 §JU§ 38 23 SZ% )
3 o . y v - - -
03 Lpn 2 A SN A ARES. L) Tk ;
6 é 5 é é 1b 15 1% min|
DAD1 E, Sig=268,16 Ref=360,100 (064-0101.D)
mAU 3
600
500 4
400 3
300 <
E ©
200 o © o 2 s
0 o T T T T ¥
T ] T ] | T T " T L
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Modified 01/14/2002 1:00:30 PM
Multiplier 1.000000
Signal: 1 DAD1 C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [MAU*s] mg/ml
1 2.17 BV 0.060 1.33 5.278 0.04 0.000000
2 2.43 VB 0.055 19.89 70.466 0.55 0.000000
3 3.14 BB 0.111 1.27 9.055 0.07 0.000000
4 5.15 BV 0.088 8.07 45.540 0.36 0.000000
5 5.31 VP 0.079 2.18 11.385 0.09 0.000000
6 5.64 BV 0.088 1.36e3 7478.898 58.36 1.983213 L-224,715
7 5.89 VB 0.078 779.93 3891.804 30.37 0.000000
8 6.22 BB 0.113 1.21 9.728 0.08 0.000000
9 7.94 pV 0.088 5.18 31.008 0.24 0.000000
10 8.26 VV 0.099 14.25 99.158 0.77 0.000000
11 8.52 VB 0.086 1.35 7.644 0.06 0.000000
12 9.91 PV 0.081 2.68 14.072 0.11 0.000000
13 10.11 vv 0.079 1.91 9.602 0.07 0.000000
14 10.40 VP 0.079 20.55 104.739 0.82 0.000000
15 11.70 BV 0.091 1.16 7.237 0.06 0.000000
HPLCO157 02/14/2002 9:47:07 AM Page 1 of 2

Merck Exhibit 2129, Page 174
Mylan v. Merck, IPR2020-00040



Data file :C:\HPCHEM\HPLCO157\DATA\064-0101.D

Sample Name: 70316-039

Peak RT Type Width Height Area Area Amount Name
# [min] [min) [mAU*s) % mg/ml
16 11.93 vv 0.118 1.74 14.323 0.11 0.000000
17 12.10 vV 0.080 5.87 31.169 0.24 0.000000
18 12.18 VB 0.074 4.10 21.077 0.16 0.000000
19 12.46 BV 0.106 1.40 10.325 0.08 0.000000
20 12.95 VB 0.096 148.23 942.241 7.35 0.000000
Signal: 2 DAD1 E, Sig=268,16 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [mMAU*s) % mg/ml
1 5.16 BB 0.088 2.07 11.680 1.15 0.000000
2 5.64 BV 0.082 171.21 913.134 89.54 1.983213 L-224,715
3 5.89 VB 0.080 9.45 48.453 4.75 0.000000
4 8.26 BB 0.099 1.83 12.758 1.25 0.000000
5 10.40 PP 0.077 2.42 11.930 1.17 0.000000
6 12.96 BB 0.098 3.36 21.860 2.14 0.000000
*** End of Report ***
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2002022054.001 2/20/02 -2/21/02
Jr0202205%.9/
HYDROGENATION OR HIGH PRESSURE REACTION D0 WO WRTTE T SPACE
LAY 4 \ e I’ 2 7
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- ! - . -
PROJECT NO 200915 PROJECT My 27 NOTEBOOK-PAGENO.___« * [+
; ERIA!
CHECK HERE IF REACTION IS GMP/GLP O —STARTING MATERIAL_
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M.W. AMOUNT G. MOLES 2 sm~ t || Mw. AMOUNT G. MOLES
1 v I
STRUCTURAL FORMULA: CATALYST L G. OF elic
) ] ~
SOLVENT ML. OF
: . ue C© MOLES OF HYDROGEN REQUIRED ;
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y’ (FS M0, T C
PRECAUTIONS:
EMPIRICAL FORMULA:
TO BE FILLED IN BY HYDROGENATION LABORATORY
v £.0(24/ NO.2: G. MOLES
NO. 1 (o G. MOLES 4 2 _
CATALYST /. 2 6. oF L% A __Jo /7 <o0 57015
SOLVENT L ML OF _theol
OTHER MATERIALS =
CELL NO_—__ HEATER NO REC. POINT INTERNAL ______ EXTERNAL BOMB NO VESSEL SIZE______L__; ML.
SHAKER NO_S 4/ LINER SHAKERTANK /777 ___ AUX. TANK SYSTEM VOLUM/E_______7 ML.
gL C'D H, PRESSURE DROP = 1y 2 LBS.IMOLE_. A3/ 7 ¢/ moles= L7 Y/ LBS.
‘mmons HRS. AT__5D _ C. MISC.DATA: AL o va. Hor
7T
PRESSURE PRESSURE P PRESSURE
TIME TEMP. 0BS. OROP TIME TEMP. 0BS. DROP TIME TEMP. oBS. DROP
09:10 17.2 40 2 15:34 485 39 o 21:58 485 40 15
09:22 269 4o 2 15:46 485 39 0 22:10 485 40 15
09:34 334 a1 P 15:58 485 39 0 22:22 485 40 15
09:46 3838 42 b 16:10 485 39 0 2:4 485 40 15
09:58 443 h2 2 16:22 485 39 0 22:46 485 40 15
10:10 480 h2 2 16:34 485 39 1 22:58 485 40 15
10:22 480 h2 2 16:46 485 39 1 23:10 485 40 hs
10:34 485 b2 P 16:58 485 39 2 23:22 485 40 15
10:46 485 1 2 17:10 485 39 2 23:34 485 40 15
10:58 485 ko P! 17:22 485 39 2 23:46 485 40 i5
11:10 485 39 7 17:34 485 39 2 23:58 485 40 15
11:22 485 B9 p! 17:46 485 39 2 00:10 485 40 16
11:34 485 B9 4 17:58 485 39 2 00:22 485 40 16
11:46 485 ) 4 18:10 485 39 3 00:34 485 40 6
11:58 485 B9 4 18:22 485 39 3 00:46 485 40 16
12:10 485 b9 5 18:34 485 39 4 00:58 485 40 6
12:22 485 B9 P 18:46 485 39 4 01:10 485 40 16
12:34 485 b9 § 18:58 485 40 4 01:22 485 40 16
12:46 485 B9 g 19:10 485 40 14 01:34 485 40 16
12:58 485 B9 6 19:22 485 40 14 01:46 485 40 6
13:10 485 B9 8 19:34 485 40 4 01:58 485 40 16
13:22 485 B9 8 19:46 485 40 1 02:10 485 40 6
13:34 485 B9 8 19:58 485 40 % 02:22 485 40 6
13:46 485 B9 8 20:10 485 40 % 02:34 485 40 6
13:58 485 B9 8 20:22 485 40 14 02:46 485 40 16
14:10 485 B9 9 20:34 485 40 1 02:58 485 40 6
14:22 485 B9 9 20:46 485 40 1
14:34 485 B9 9 20:58 485 40 e
14:46 485 B9 1 21:10 485 40 Hh
4:58 485 B9 1 A0 485 40 ®
10 485 B9 1 2:34 485 40 th
522 485 B9 19 21:46 485 40 i1
1) ¥
RUN BYJ‘ A0z ONTET L) V0 Q007
2 7
RUN BY DATE

MERCK & CO,, INC.
RARLN RFV RMA
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2002022054.001

¢ psi psi
100.00— 50.00- 100.00
7500 37.50- 75.00
5004 2500 50.00 — = = Y ° Y ® N
v v v v v hd v v
- - » .— = & & =
e &—
500— 1250+ 25.00 I_I_._J__,_._,_,_/ E'_‘—_—.’_
000~ 000- 000
9.09:13 13:39:18 18.09:26 2239:32
2/20/02 2120102 2/20/02 2120102
Hist.FIX PT5407.F_CV - ShkrS4 Pressr
Hist.FIX DT5409.F_CV Shkr54 H2 Uptake
Shkr54 Product Temp

‘ist.FlX'lE5403.F_CV
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Data file

:C:\HPCHEM\HPLC0157\DATA\083-0101.D

12.50g/100ml of 66.25 g ML's

Sample Name: 70316-041

Injection Date 02/21/2002 2:00:19 PM Seq Line 1
Sample Name 70316-041 Vial No 83
Acq Operator hansen Inj. No. 1
Inj. Vol. 2 pl
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed 02/21/2002 7:13:49 AM
75/25 0.1% HClO4/Acetonitrile, 1lml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (083-0101.D)
mAU 3 p
- O
3 n
600 =
500 4
400 4
300 4 o .
E 5 < =) Q - -
2007 3 e b 2% 5 39 S 5 B 3
100 3 N 2 = fM L__ 0 O o = ¥ J e o
03 i, FAW SN ' R =\ V.. R S A ol AT TESUEE—.Y P
0 2 4 T 12 14 min
DAD1 E, Sig=268,16 Ref=360,100 (083-0101.D)
mAU 3
6003
500
400
300
‘ 200-5 © :{, O (=) 8 © 8
100 e o 8 & 5 o e =
0% u‘). T—v‘u})/\l ,\I'iw'l‘l o;’.I‘—l T g‘ F :rl-) T
T T T 1 " T T T T
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Modified 02/20/2002 3:33:04 PM
Multiplier 1.000000
Signal: 1 DAD1l C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min) [min] [MAU*s] mg/ml
1 2.43 VB 0.059 35.38 135.757 0.97 0.000000
2 3.64 PB 0.080 105.11 540.202 3.86 0.000000
3 4.14 PP 0.085 2.19 11.908 0.09 0.000000
4 5.17 VP 0.084 20.69 113.330 0.81 0.000000
5 5.66 BV 0.097 71.88 451.690 3.23 0.116754 L-224,715
6 5.88 VB 0.088 2.02e3 1.106e4 79.07 0.000000 ‘f%
7 7.64 BV 0.117 2.46 20.081 0.14 0.000000 CDO‘S f‘\){
8 7.74 VvV 0.072 4.15 20.054 0.14 0.000000 )
9 7.90 VW 0.111 14.58 118.122 0.84  0.000000 (LR.Om
10 8.08 vv 0.091 41.70 259.979 1.86 0.000000 \j
11 8.23 wv 0.095 46.06 305.568 2.18 0.000000
12 8.51 vv 0.102 1.49 10.709 0.08 0.000000
13 8.89 VvV 0.148 1.65 18.654 0.13 0.000000
14 9.05 VB 0.095 2.94 18.810 0.13 0.000000
15 9.97 PV 0.097 14.34 94.398 0.67 0.000000
HPLCO0157 02/21/2002 2:12:58 PM Page 1 of 2
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Data file :C:\HPCHEM\HPLCO0157\DATA\083-0101.D Sample Name: 70316-041
Peak RT Type Width Height Area Area Amount Name
# [min) [min] [(mAU*s] 3 mg/ml
16 10.10 VvV 0.062 3.13 12.846 0.09 0.000000
17 10.20 vv 0.082 5.72 30.532 0.22 0.000000
18 10.38 VB 0.078 61.39 305.114 2.18 0.000000
19 11.81 vv 0.090 4.32 26.748 0.19 0.000000
20 12.08 VB 0.085 38.72 215.145 1.54 0.040783 benzyloxy amide
21 12.67 BB 0.097 2.54 16.712 0.12 0.000000
22 12.91 BV 0.092 2.81 17.402 0.12 0.000000
23 13.05 vv 0.088 1.53 9.184 0.07 0.000000
24 13.15 vV 0.117 1.47 11.522 0.08 0.000000
25 13.34 vV 0.086 2.54 14.823 0.11 0.000000
26 13.46 VV 0.071 2.01 9.566 0.07 0.000000
27 13.58 VB 0.090 7.88 46.094 0.33 0.000000
28 15.45 BB 0.120 11.96 92.362 0.66 0.000000
Signal: 2 DADl E, Sig=268,16 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [mAU*s] % mg/ml
1 5.17 BP 0.084 6.35 33.503 8.40 0.000000
2 5.66 BV 0.094 7.93 47.519 11.91 0.116754 L-224,715
3 5.88 VB 0.078 30.86 153.100 38.37 0.000000
4 7.91 v 0.108 2.03 16.102 4.04 0.000000
5 8.08 vV 0.089 5.28 32.237 8.08 0.000000
6 8.23 VB 0.095 6.00 40.393 10.12 0.000000
7 9.97 BV 0.084 2.06 11.407 2.86 0.000000
8 10.38 VB 0.078 7.27 36.250 9.08 0.000000
9 12.08 BB 0.086 3.12 17.737 4.44 0.040783 benzyloxy amide
10 15.45 BB 0.121 1.39 10.807 2.71 0.000000
*** End of Report ***
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Data file :C:\HPCHEM\HPLCO157\DATA\070-0101.D Sample Name: 70316-041

coupling after 1.5 h ->
Injection Date : 02/19/2002 1:13:25 PM Seq Line : 1
Sample Name : 70316-041 . Vial No : 70
Acq Operator : hansen Inj. No. : 1
Inj. Vol. : 2 nl
Method : C:\HPCHEM\HPLCO0157\METHODS\715.M
Last Changed : 01/14/2002 1:00:57 PM

75/25 0.1% HClO4/Acetonitrile, 1lml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm

DAD1 C, Sig=210,8 Ref=360,100 (070-0101.D)
mAU 3 2
3 o
E o
600 3 ]
500 3
4003
E N
3005 Q
3 N
200 o . o || g
100 o g 8 g 2] &
OE t B Sy “? T ,'\ T q,—T_O?—I "_I r"- } u
T - - 71 - - 71 ' I v v T r 1 T 1T 7
0 2 4 6 8 10 12 14 min
DAD1 E, Sig=268,16 Ref=360,100 (070-0101 D)
mAU 7
eoo-f
500 3
400 -
300 3 ©
200 3 o
100 3 -
0 : /\
) T - T U | A T
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By : Signal
Calib. Data Modified : 01/14/2002 1:00:30 PM
Multiplier : 1.000000
Signal: 1 DAD1 C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min) [mAU*s] % mg/ml -
1 2.28 BV 0.070 202.28 933.038 10.87 0.000000
2 2.44 VV 0.059 72.72 280.741 3.27 0.000000
3 2.57 VB 0.081 42.70 237.644 2.77 0.000000
4 3.63 BB 0.083 18.74 101.496 1.18 = 0.000000
5 0.00 0.000 0.00 0.000 0.00 0.000000 L-224,715
6 7.00 BP 0.095 8.00 52.590 0.61 0.000000
7 9.36 BB 0.107 1.65 12.585 0.15 0.000000
8 9.89 PP 0.082 1.56 8.025 0.09 0.000000
9 11.90 PV 0.081 10.91 56.839 0.66 0.000000
10 12.08 VB 0.082 1.30e3 6678.729 77.83 0.000000
11 12.75 BV 0.177 8.63 109.855 1.28 0.000000
12 13.03 VB 0.199 8.10 110.137 1.28 0.000000
HPLCO0157 02/19/2002 1:26:11 PM Page 1 of 2
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Data file :C:\HPCHEM\HPLCO157\DATA\070-0101.D Sample Name: 70316-041
Signal: 2 DAD1l E, Sig=268,16 Ref=360,100

Peak RT Type Width Height Area Area Amount Name
# [min] [min) [mAU*s] % mg/ml
1 0.00 0.000 0.00 0.000 0.00 0.000000 L-224,715

2 11.90 BV 0.077 1.40 6.766 1.20 0.000000
3 12.08 VB 0.079 111.20 559.139 98.80 0.000000

*** End of Report ***
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Data file :C:\HPCHEM\HPLCO0157\DATA\069-0101.D Sample Name: 70316-041
coupling after 0.5 h ->
Injection Date 02/19/2002 12:17:24 PM Seq Line : 1
Sample Name 70316-041 Vial No 69
Acq Operator hansen Inj. No. 1

Inj. Vol. 2 pl
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed 01/14/2002 1:00:57 PM
75/25 0.1% HC1lO4/Acetonitrile, -1ml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (069-0101.D)
mAU 3 Q
E o
1 o~
600 3 -
500 3
400 3 ©
E N @
300 3 S '8
200 > ° © = -3
100 3 8 3 8 3 N N
02 L *‘v"“f"\l «? T q"‘”rg)'“‘l i r‘_l ¥
0 2 i 6 8 10 12 14 mir
DAD1 E, Sig=268,16 Ref=360,100 (069-0101 D)
mAU 3
600—§
500 3
400
300—; ©
200 =
100 4 =
03 e
T | T T " T T T T T
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Modified 01/14/2002 1:00:30 PM
Multiplier 1.000000
Signal: 1 DADl C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [mMAU*s] % mg/ml
1 2.28 BV 0.068 239.06 1065.164 15.07 0.000000
2 2.43 vV 0.061 67.64 262.453 3.71 0.000000
3 2.57 VB 0.095 14.23 98.965 1.40 0.000000
4 3.63 BB 0.083 8.92 48.279 0.68 0.000000
5 0.00 0.000 0.00 0.000 0.00 0.000000 L-224,715
6 9.36 BB 0.108 1.32 10.144 0.14 0.000000
7 9.89 PP 0.083 1.34 6.998 0.10 0.000000
8 11.90 PV 0.078 131.70 654.250 9.26 0.000000
9 12.08 VB 0.079 968.34 4912.232 69.52 0.000000
10 12.75 BB 0.085 1.41 7.865 0.11 0.0000060
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Data file :C:\HPCHEM\HPLCO157\DATA\069-0101.D
Signal: 2 DADL E, Sig=268,16 Ref=360,100

Sample Name: 70316-041

Peak RT Type Width Height Area Area Amount Name
# [min] [min] [(mAU*s] % ng/ml
1 0.00 0.000 0.00 0.000 0.00 0.000000 L-224,715
2 11.90 BV 0.078 17.39 86.368 17.56 0.000000
3 12.08 VB 0.079 80.51 405.441 82.44 0.000000
*** End of Report ***
'
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Data file :C:\HPCHEM\HPLCO157\DATA\(082-0101.D Sample Name: 70316-041

0.4506g/50ml of 68.30g of methanol filtrate ->
Injection Date : 02/21/2002 9:45:19 AM Seq Line : 1
Sample Name : 70316-041 Vial No : 82
Acq Operator : hansen Inj. No. : 1
Inj. Vol. : 2 pl
Method : C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed : 02/21/2002 7:13:49 AM

75/25 0.1% HClO4/Acetonitrile, 1lml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm

DAD1 C, Sig=210,8 Ref=360,100 (082-0101.D)
mAU 3
600—% ©
s g
500 @
= i
400 3 ©
300 3 &
200 3 - © o ° 14 i~ § 2
100 ¢ 8 8 8 2 S & 3
0; N; ‘?x ll?"r—' r 'wil ‘_‘r v'-x ‘/\T"‘r'l
0 2 4 6 8 10 12 14 i
DAD1 E, Sig=268,16 Ref=360,100 (082-0101.D)
mAU 3
600 —
500
400 3
300 3
200 — 5
100 3 s
E -,
-I T T T I T T T l T T T l T T T | T T T | T L T ' T T T I T T T
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By : Signal
Calib. Data Modified : 02/20/2002 3:33:04 PM
Multiplier : 1.000000
Signal: 1 DADl C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount |, Name
# [min] [min] [mAU*s] % ng/ml
1 2.43 BB 0.057 2.95 10.963 0.29 0.000000
2 3.63 BB 0.083 8.33 45.204 1.21 0.000000
3 5.16 BV 0.086 1.92 10.511 0.28 0.000000
4 5.66 BV 0.081 434.68 2269.569 60.74 0.599591 ngq L-224,715
5 5.88 VB 0.076 230.45 1141.925 30.56 0.000000 ' 3
6 8.09 Vv 0.086 3.21 19.348 0.52 0.000000
7 8.25 VB 0.090 3.73 23.083 0.62 0.000000
8 10.38 PB 0.081 5.21 27.294 0.73 0.000000
9 12.08 PP 0.083 3.18 17.037 0.46 0.000000 benzyloxy amide
10 12.93 BB 0.089 27.88 160.147 4.29 0.000000
11 13.58 BP 0.094 1.91 11.748 0.31 0.000000
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Data file :C:\HPCHEM\HPLCO0157\DATA\082-0101.D Sample Name: 70316-041
Signal: 2 DADl E, Sig=268,16 Ref=360,100

Peak RT Type Width Height Area Area Amount Name

# {min] [min] [mAU*s] % mg/ml
1 5.66 BV 0.081 50.44 262.624 94.93 0.599591 L-224,715
2 5.88 VB 0.078 2.72 14.039 5.07 0.000000
3 0.00 0.000 0.00 0.000 0.00 0.000000 benzyloxy amide

*** End of Report ***
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Data file :C:\HPCHEM\HPLCO0157\DATA\081-0101.D Sample Name: 70316-041

hydrog on racemate : ->
Injection Date : 02/21/2002 9:21:28 AM Seq Line : 1
Sample Name : 70316-041 Vial No : 81
Acqg Operator : hansen Inj. No. : 1
Inj. Vol. : 2 pnl
Method : C:\HPCHEM\HPLC0157\METHODS\715.M
Last Changed : 02/21/2002 7:13:49 AM

75/25 0.1% HClO4/Acetonitrile, 1lml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm

DAD1 C, Sig=210,8 Ref=360,100 (081-0101 D)
mAU 3 i)
3 @0 O
E ) )
600 3
500—; 0
400 4 P
3003 o
3 o]
2004 g 3 g 3 5z g5 g5 g8
1004 S0 - 5y 2 Be BoE)lg
0 i, A, oy J LA AN UL SN AP, SR - SR L W
0 2 4 6 8 10 12 14 min
DAD1 E, Sig=268,16 Ref=360,100 (081-0101 D)
mAU .
6005
3 wn
500 - 5
400 ©
300
2003 . - o © 8 9
1003 T 0% &S 2 s @ w©
04 FEAA A = S
| T | T T ¥ 1 T T T | | 1 T ’ ’ T ' T
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By : Signal
Calib. Data Modified : 02/20/2002 3:33:04 PM
Multiplier : 1.000000
Signal: 1 DAD1 C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [MAU*s) % mg/ml
1 2.43 VB 0.053 28.36 95.220 0.36 0.000000
2 3.64 BB 0.081 72.37 381.358 1.44 0.000000
3 5.15 vv 0.088 16.12 91.591 0.35 0.000000
4 5.29 VP 0.078 3.67 18.855 0.07 0.000000
5 5.62 BV 0.110 2.10e3 1.40%e4 53.34 3.738111 L-224,715
6 5.87 VB 0.083 1.74e3 9085.580 34.40 0.000000
7 7.74 BV 0.099 2.88 20.088 0.08 0.000000
8 7.91 vv 0.108 9.92 78.003 0.30 0.000000
9 8.09 vv 0.091 29.76 186.235 0.71 0.000000
10 8.24 VB 0.093 33.32 215.009 0.81 0.000000
11 9.05 PB 0.097 1.66 11.296 0.04 0.000000
12 9.89 PV 0.084 4.22 23.219 0.09 0.000000
13 10.10 vv 0.084 1.69 9.284 0.04 0.000000
14 10.38 VB 0.079 43.09 219.777 0.83 0.000000
15 11.68 BV 0.083 1.60 8.868 0.03 0.000000
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Data file :C:\HPCHEM\HPLCO157\DATA\081-0101.D Sample Name: 70316-041
Peak RT Type Width Height Area Area Amount Name
# [min] [min) [mAU*s] % mg/ml
16 11.81 vV 0.107 3.81 28.506 0.11 0.000000 .
17 12.08 VB 0.086 30.21 175.365 0.66 0.032219 benzyloxy amide
18 12.44 BV 0.117 1.71 14.520 0.05 0.000000
19 12.67 vV 0.122 2.63 22.953 0.09 0.000000
20 12.93 VB 0.089 270.87 1503.265 5.69 0.000000
21 13.33 BV 0.093 2.28 14.770 0.06 0.000000
22 13.47 vV 0.067 3.63 16.643 0.06 0.000000
23 13.58 VB 0.089 17.33 101.970 0.39 0.000000
Signal: 2 DADl1l E, Sig=268,16 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [(mAU*s) % mg/ml
1 5.15 BB 0.084 4.65 25.595 1.03 0.000000
2 5.62 BV 0.087 392.31 2192.617 88.52 3.738111 L-224,715
3 5.87 VB 0.080 23.08 118.492 4.78 0.000000
4 7.92 VvV 0.105 1.41 11.020 0.44 0.000000
5 8.09 vv 0.090 3.79 23.358 0.94 0.000000
6 8.24 VB 0.092 4.36 27.529 1.11 0.000000
7 10.38 BB 0.077 5.05 24.679 1.00 0.000000
8 12.08 BP 0.081 2.33 12.660 0.51 0.032219 benzyloxy amide
9 12.93 PP 0.087 5.61 30.491 1.23 0.000000
10 13.58 BP 0.093 1.73 10.563 0.43 0.000000
**%* End of Report ***
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2002021354.001 2/13702 - 2/14/02

HYDROGENATION OR HIGH PRESSURE REACTION

Q.00 1264 1 0l

DO NOT WRITE IN THIS SPACE

i 2 G > [ T ’
bues*rsoav Hunoe A BLDG/AM £ 44 ext. O0¢S L pate I
-~ N . - - s R
PROJECTNO—____* ' ! *_ PROJECT - NOTEBOOK-PAGENO___ £/ ¢
CHECK HERE IF REACTION IS GMP/GLP O —STARTING MATERIAL
NO. 1 NO. 2
MW._ /3 amount _£/S g motes— 2 || mw. AMOUNT G. MOLES
STRUCTURAL FORMULA: CATALYST A G. OF Y ‘
SOLVENT o~ ML. OF P
N -~ o C MOLES OF HYDROGEN REQUIRED =
? \ OTHER MATERIALS
. ‘\ Vg g , ) t . 1
‘\ )\/ ‘}% . 3 - [
L\, ' “\' REACT!ON CONDITIONS, ETC.
(T- N ,
)
PRECAUTIONS:
EMPIRICAL FORMULA:
TO BE FILLED IN BY HYDROGENATION LABORATORY
NO. 1: Z.-/5 & wowes 017 NO.2: G. MOLES
CATALYST /4 G. OF <% e Imf H# S @ PHaL
SOLVENT “/i ML OF _sMrnl
OTHER MATERIALS —
CELL NO—__ HEATER NO REC. POINT INTERNAL _____ EXTERNAL BOMB NO VESSELSIZE___ Y52 wmL.
SHAKER NO—_- LINER SHAKER TANK ___ ~ 7/ . AUX. TANK SYSTEMVOLUME_ZZ ML
C'D H, PRESSURE DROP = JpZ 5 esamoe_0 22/ 2 MoLES= LZnR LBS.
DITIONS /2 HRS. AT_90  c. MSC.DATA: 2~ . - 4
!
PRESSURE PRESSURE PRESSURE
TIME TEMP.

TIME TEMP. oBs. — TIME TEMP. oS, OROP S T DROP
T35 189 ) PIEE 502 e 7 0535 502~ |4l 6
1330 293 41 ] 21:50 50.2 40 ? 05:50 50.2 at 16

125 384 a2 p 22:05 50.2 40 12 06:05 50.2 2 o> |16
¢ 14:20 451 43 ] 22:20 50.2 40 13 06:20 50.2 ar. e
P 50.2 43 ] 22:35 50.2 40 i3 06:35 50.2 41 16
13250 502 43 ] 22:50 50.2 40 13 06:50 50.2 a 16
15:05 50.2 42 ] 23:05 50.2 40 / ! ha 07:05 50.2 41 16
1520 50.2 41 ] 23:20 502 a'l; ke 07:20 50.2 41 16
535 50.2 40 ] 2335 50.2 " 4
15:50 50.2 39 3 2350 50.2 41 4
16:05 50.2 39 4 00:05 50.2 41 4
16:20 50.2 39 4 00:20 50.2 41 ha '
16:35 50.2 39 g 00:35 50.2 4 14 {
16:50 50.2 39 4 00:50 50.2 41 14 / j
17:05 50.2 39 ¢ 01:05 50.2 4t 4 ,
17:20 50.2 39 ¢ 01:20 50.2 41 4 L
17:35 50.2 40 g 01:35 50.2 41 4
17:50 50.2 40 g 01:50 50.2 41 4 ,
18:05 50.2 40 g 02:05 50.2 41 4 .
18:20 50.2 40 1o 02:20 50.2 41 ha 17
18:35 50.2 40 10 02:35 50.2 41 4 v
18:50 50.2 40 10 02:50 502 a1 15\ _ |
19:05 50.2 40 10 03:05 50.2 41 is ; .
19:20 50.2 40 10 03:20 50.2 41 is
19:35 50.2 40 11 03:35 502 41 s
19:50 50.2 40 i 03:50 50.2 41 i
20:05 50.2 40 2 04:05 50.2 4 5
20:20 50.2 40 12 04:20 50.2 41 6
20:35 50.2 40 12 04:35 50.2 41 6

0:50 50.2 40 12 04:50 50.2 41 6

:05 50.2 40 12 05:05 50.2 41 6

120 50.2 40 PP 05:20 50.2 41 I6

[ r

P ‘ P4 "
RUNBY'\I i\{jl”;fDATE'—v'x,gl |> 0%
RUN BY DATE

MERCK & CO., INC.
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¢ psi psi

100.00— 50.00— 100.00

15.00-{ 3750 75.00

50.00— 2500~ 50.00 g + . g + » - L g 4+
I
L i —— L B L B

%00 12504 2500 J_,_._/_,_F

0.00- 000- 0.00

13:34:47 18:04:54 22:35:02 3.05:08 7.35:;
2113/02 213102 2/13/02 214102 2/14/0
Hist.FIXPT5407.F_CV Shkr54 Pressr
Hist.FIX.DT5409.F_CV Shkr54 H2 Uptake
"-ﬁst.FIXTES403.F_CV Shkr54 Product Temp
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Data file :C:\HPCHEM\HPLCO157\DATA\077-0401.D

Sample Name: 70316-043

0.3914g/50ml of 72.29g ethylacetate extractions ->
Injection Date 02/20/2002 3:35:32 PM Seqg Line 4
Sample Name 70316-043 Vial No 77
Acg Operator hansen Inj. No. 1
Inj. Vol. 2 pl
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed : 02/20/2002 3:33:04 PM
75/25 0.1% HClO4/Acetonitrile, 1lml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (077-0401 D)
mAU 3
3 ~
E S
600 3 N
500 3
4003
300 -
200 3 © 0 ®
] 7] o ) el N
100 3 @ 3 o <
0 f ‘\f T ll\l o? T ! T'““L T "_ T
-' T T I T T T | T T T l T T | T T | I T T ‘ T
0 2 4 8 10 12 14 min
DAD1 E, Sig=268,16 Ref=360,100 (077-0401.D)
mAU J
600 —
500 4
400
300 3
200 g 2
100 3 o i
E A T
T T T T L AN R S " T
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By : Signal
Calib. Data Modified : 02/20/2002 3:33:04 PM
Multiplier : 1.000000
Signal: 1 DAD1l C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min) [min] [mAU*s) % mg/ml
1 2.44 VB 0.062 5.04 20.045 0.62 0.000000
2 0.00 0.000 0.00 0.000 0.00 0.000000 L-224,715
3 6.13 PB 0.085 55.19 297.730 9.14 0.000000
4 9.89 BP 0.083 11.55 60.718 1.86 0.000000
5 12.08 BB 0.081 534.91 2701.141 82.95 0.575947 benzyloxy amide
6 12.75 PB 0.192 7.05 89.539 2.75 0.000000
7 14.74 BB 0.102 13.40 87.158 2.68 0.000000
Signal: 2 DADl E, Sig=268,16 Ref=360,100
_ Peak RT Type Width Height Area Area Amount Name
# [min] [min] [MAU*s) % mg/ml
1 0.00 0.000 0.00 0.000 0.00 0.000000 L-224,715
2 12.08 BB 0.079 43.72 220.113 95.09 0.575947 benzyloxy amide
HPLCO157 02/20/2002 3:48:15 PM Page 1 of 2
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Data file :C:\HPCHEM\HPLCO157\DATA\077-0401.D Sample Name:

Peak RT Type Width Height Area Area Amount Name
# [min] [min]) (mAU*s] $ mg/ml

3 14.74 BB 0.102 1.75 11.361 4.91 0.000000

70316-043

*** End of Report ***

HPLCO157 . 02/20/2002 3:48:15 PM Page 2 of 2
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Data file :C:\HPCHEM\HPLCO157\DATA\094-0101.D Sample Name: 70316-043

28.0mg/50ml of isolated solids ->
Injection Date : 02/26/2002 8:20:46 AM Seq Line : 1
.Sample Name : 70316-043 Vial No : 94
IAcq Operator : hansen Inj. No. : 1
Inj. Vol. : 2 pl
Method : C:\HPCHEM\HPLC0157\METHODS\715.M
Last Changed : 02/21/2002 7:13:49 AM

75/25 0.1% HClO4/Acetonitrile, 1ml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm

DAD1 C, Sig=210,8 Ref=360,100 (094-0101.D)
mAU 3

600 3
500 3
400 -
300 3
2003
100 3
0- . -
R L A T

0 2 4 6 8 10 12 14 min|
DAD1 E, Sig=268,16 Ref=360,100 (094-0101.D)

5672

13.234

mAU 3
600 3
500 3
4003
300 4
200 4
100 3

0 -

5.672

0 2 4 6 8 10 12 14 min|

Sorted By : Signal
Calib. Data Modified : 02/20/2002 3:33:04 PM
Multiplier : 1.000000

Signal: 1 DADl C, Sig=210,8 Ref=360,100

Peak RT Type Width Height Area Area Amount Name

# [min] [min] [(mAU*s] % ng/ml
1 5.67 PB 0.079 334.10 1698.536 98.28 0.447922 L-224,715
2 0.00 0.000 0.00 0.000 0.00 0.000000 benzyloxy amide
3 13.23 BP 0.241 1.73 29.746 1.72 0.000000

Signal: 2 DADl E, Sig=268,16 Ref=360,100

Peak RT Type Width Height Area Area Amount Name

# (min) [min) [mAU*s) % mg/ml
1 5.67 BB 0.077 38.65 195.850 100.00 0.447922 L-224,715
2 0.00 0.000 0.00 0.000 0.00 0.000000 benzyloxy amide

*** End of Report ***

HPLCO0157 02/26/2002 8:37:09 AM Page 1 of 1
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Data file :C:\HPCHEM\HPLCO0157\DATA\(093-0101.D Sample Name: 70316-043
6.54g/50ml of 64.0g ML's ->
Injection Date 02/25/2002 3:30:29 PM Seq Line : 1
Sample Name 70316-043 Vial No : 93
Acg Operator hansen Inj. No. : 1

Inj. Vol. : 2 pl
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed : 02/21/2002 7:13:49 AM
75/25 0.1% HClO4/Acetonitrile, 1lml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (093-0101 D)
mAU 7 3
] o«
9 n
600
500 3
400
300 3 N 3 8 ©
2004 3 3 © o 2 0 N 3
; ; s sk 83 5 Eg8 g€ st foB
100 3 \ - N w Qo O - o < o © S
03 ; S Er—r-———-'lﬁﬂf-\i/—\-f%.——t e Pt /N e
0 2 2 6 8 10 12 14 min
DAD1 E, Sig=268,16 Ref=360,100 (093-0101.D)
mAU 7
600 -
500
400
300 3
200 0 ~ @ o
100 5z 2 3 22 g 8 5o 8
] b G w N o S oo i
0 : T T ‘Aﬁ‘ :Al '\l |l T 1 T . T “_{ T . T 4 T
b | I ' ' T ' | T I T T ' ] T
0 2 4 6 8 10 12 14 min|
Customized Report:karlo
Sorted By . Signal
Calib. Data Modified 02/20/2002 3:33:04 PM
Multiplier 1.000000
Signal: 1 DAD1 C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min} [min] [mAU*s] % mg/ml
1 2.44 VP 0.062 100.35 399.745 2.37 0.000000
2 4.15 BP 0.088 3.78 21.346 0.13 0.000000
3 5.16 BP 0.085 89.17 494.252 2.93 0.000000
4 5.66 BV 0.080 165.85 859.408 5.09 0.225046 L-224,715
5 5.88 VvV 0.091 2.04e3 1.131e4 66.98 0.000000
6 6.22 VB 0.123 3.40 30.151 0.18 0.000000 I();Z ~ ,
7 7.54 BV 0.070 1.10 5.238 0.03 0.000000 >‘>
8 7.67 VV 0.075 4.89 25.506 0.15 0.000000
9 7.74 VV 0.074 4.70 23.529 0.14 0.000000 é),l'o
10 7.94 vV 0.090 20.18 124.658 0.74 0.000000 S
11 8.25 vV 0.099 54.88 380.229 2.25 0.000000
12 8.53 VB 0.099 1.37 9.805 0.06 0.000000
13 8.90 BV 0.097 1.98 13.309 0.08 0.000000
14 9.06 VB 0.080 2.74 14.594 0.09 0.000000
15 9.90 BV 0.087 163.33 914.935 5.42 0.000000
HPLCQ0157 02/25/2002 3:46:55 PM Page 1 of 2
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Data file :C:\HPCHEM\HPLCO0157\DATA\093-0101.D Sample Name: 70316-043
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [mAU*s) % mg/ml
16 10.10 vv 0.108 7.02 55.271 0.33 0.000000
17 10.38 VB 0.081 54.56 286.981 1.70 0.000000
18 10.90 BB 0.113 8.67 67.731 0.40 0.000000
19 11.57 BV 0.142 1.79 18.071 0.11 0.000000
20 11.91 vv 0.136 2.06 20.573 0.12 0.000000
21 12.09 vV 0.076 20.89 103.631 0.61 0.016777 benzyloxy amide
22 12.18 VB 0.092 18.75 122.682 0.73 0.000000
23 12.78 BV 0.227 85.14 1251.309 7.41 0.000000
24 13.31 vV 0.096 2.36 15.820 0.09 0.000000
25 13.47 VB 0.162 2.40 28.458 0.17 0.000000
26 14.75 BB 0.102 42.57 279.042 1.65 0.000000
27 15.51 BB 0.140 1.38 13.025 0.08 0.000000
Signal: 2 DADl E, Sig=268,16 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] (min] [mAU*s] % mg/ml
1 4.15 BP 0.086 1.16 6.528 0.90 0.000000
2 5.16 BB 0.083 27.76 149.995 20.78 0.000000,
3 5.66 BV 0.080 18.97 97.838 13.55 0.225046 L-224,715
4 5.88 VP 0.079 32.06 163.229 22.61 0.000000
5 7.94 VB 0.088 2.94 17.512 2.43 0.000000
6 8.25 BB 0.101 7.16 51.024 7.07 0.000000
7 9.80 BV 0.092 7.35 45.228 6.27 0.000000
8 10.38 BB 0.078 6.34 31.447 4.36 0.000000
9 12.09 PV 0.069 1.61 7.265 1.01 0.016777 benzyloxy amide
10 12.18 VB 0.085 2.00 11.552 1.60 0.000000
11 12.78 PB 0.215 7.50 103.610 14.35 0.000000
12 14.75 BB 0.102 5.59 36.648 5.08 0.000000
***% End of Report ***
HPLCO157 02/25/2002 3:46:55 PM Page 2 of 2
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2002022260.001 2/22/02 - 2/23/02

HYDROGENATION OR HIGH PRESSURE REACTION

"¢ eden2260 00!

DO NOT WRITE IN THIS SPACE

> e ~o AT, AN
UESTED BY Py BLDG/RM L BxT. DATE ‘
I hi > N -t
PROJECT NO._= "' 1 PROJECT ~3 NOTEBOOK-PAGENO._ - [l <
CHECK HERE IF REACTION IS GMP/GLP O —STARTING MATERIAL
NO. 1 NO. 2
Mw.__ 4 . AMOUNT _-_'“ _ G. MOLES__{ M.W. AMOUNT G. MOLES
—~ . t
STRUCTURAL FORMULA: CATALYST G. OF — A4S
SOLVENT ML. OF A Ot
~ - MOLES OF HYDROGEN REQUIRED !
PPN ' OTHER MATERIALS
T T A ' A\e)‘ . ; . / r N \ /\'\( . r‘
LA - REACTION CONDITIONS, ETC. -
Ce L7 M
J
PRECAUTIONS:
EMPIRICAL FORMULA:
TO BE FILLED IN BY HYDROGENATION LABORATORY
— . 0/03
NO. 1: .32 G MOLES x NO.2: G. MOLES
CATALYST /e 2 G. OF _ A p/////' ,//‘/2{ ,)(J(' cf “( 2 5
SOLVENT e wmL. OF _stlma ff
OTHER MATERIALS
250
CELL NO——_ HEATER NO REC. POINTINTERNAL _______ EXTERNAL_________ BOMB NO. VESSELSIZE___ 2 2C wmL.
SHAKER NO.__(=2>  LINER SHAKER TANK £ 7 Z - 7 AUX. TANK SYSTEM VOLUME___Z/- 7 ML.
C'D H, PRESSURE DROP = sele2  esmoe - 20 2 MoLES= £S5 LBS.
DITIONS HRS. AT_“. C. MISC. DATA: _4/7) s ,//;\
PRESSURE PRESSURE PRESSURE
TIME TEMP.

TIME TEMP. oBS. DROP TIME TEMP. 0BS. DROP oBsS. DROP
08:34 205 39 16:34 484 ) 14 00:34 479 40 19
08:49 365 a1 16:49 484 40 14 00:49 479 40 19
09:04 46.8 a2 17:04 484 40 14 01:04 479 40 19
09:19 479 42 17:19 479 40 14 01:19 479 40 19
09:34 479 42 17:34 479 40 14 01:34 479 40 19
09:49 479 a1 17:49 479 40 15 01:49 479 40 20
10:04 484 40 18:04 479 40 15 02:04 479 40 20
10:19 484 40 ) 18:19 479 40 16 02:19 479 40 20
10:34 484 " 1 18:34 479 40 16
10:49 484 40 18:49 479 40 16
11:04 48.4 40 19:04 479 40 16
11:19 484 40 19:19 479 40 16
11:34 484 40 4 19:34 479 40 16
11:49 484 40 ] 19:49 479 40 16
12:04 484 ) 20:04 479 23 16
12:19 484 40 20:19 479 y 16
12:34 484 40 b 20:34 479 40 17
12:49 484 40 0 20:49 429 40 17
13:04 484 40 0 2204|479 40 17
13:19 484 " 0 21:19 479 ¥ 40 18
13:34 484 40 0 :36 479 ! 18
13:49 484 40 1 21:49 479, 18
14:04 484 40 1 2:04 790 ~ 18
14:19 48.4 40 2 22:19 47.9 40 18
14:34 484 40 2 2:34 479 4 18
14:49 484 40 2 22:49 479 40 18
15:04 484 4o 2 23:04 47.9 18
15:19 484 40 2 23:19 47.9 ‘ 18
15:34 484 40 2 23:34 479 i 18

5:49 48.4 40 2 23:49 479 18

104 484 40 3 00:04 479 18
%:19 48.4 40 3 00:19 479 / 18
T
) “ Al
runev! L Nasiots oate o 8, 99, Juo
RUN BY DATE

MERCK & CO., INC.
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2002022260.001

c psi psi
100.00— 50.00— 100.00

75.00- 3750~ 75.00

— - 50.00
R 2500 * * . * . > . .
. = = . . = = »

500 12504 25.00

0.00- 000- 000

8:33:45 13:03:50 17.33:56 . 220401 2:34.07
22202 2022102 222102 222102 . 2/23/02
Hist.FIXPT6007.F_CV Shkr60 Pressr
" |Hist.FIX.DT6009.F_CV Shkr60 H2 Uptake
‘Hist.F IXTE6003.F_CV Shkr60 Praduct Temp
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Data file :C:\HPCHEM\HPLCOQ0157\DATA\090-0101.D Sample Name: 70316-043
0.1744g/50ml of 64.14g methanol filtrate ->
Injection Date 02/25/2002 10:12:22 AM Seq Line : 1
Sample Name 70316-043 Vial No : 90

cq Operator hansen Inj. No. 1
Inj. Vol. 2 pl
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed : 02/21/2002 7:13:49 AM
75/25 0.1% HClO4/Acetonitrile, 1lml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (090-0101.D)
mAU ]
600—5
500 =
400 3
300—; %
200 < ~ @ o 3 ¢ 3 3
100 Q e | & & o NI i
04 N ol — %P R e M Y
A T T T ¥ T T T T T T T T T T l T T T | T
(l) é tli é é 1|0 12 14 min
DAD1 E, Sig=268,16 Ref=360,100 (090-0101.D)
mAU 3
600—5
500 -
400
300 3
200 5
100 ©
3 [Te]
04 i
L U A L L UL A
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Modified 02/20/2002 3:33:04 PM
Multiplier 1.000000
Signal: 1 DADl C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [MAU*s] ng/ml
1 2.43 BB 0.057 2.90 10.762 0.83 0.000000
2 5.17 BB 0.088 2.76 15.633 1.21 0.000000
3 5.67 BV 0.082 144.63 749.983 58.09 0.195982 1L-224,715
4 5.88 VB 0.078 81.24 400.525 31.02 0.00000073 (,0
5 8.26 PB 0.092 1.55 9.788 0.76 0.000000 S
6 9.90 BP 0.084 4.63 24.548 1.90 0.000000 )
7 10.38 BP 0.078 1.49 7.378 0.57 0.000000
8 0.00 0.000 0.00 0.000 0.00 0.000000 benzyloxy amide
9 12.45 BB 0.140 1.79 17.502 1.36 0.000000
10 12.94 BB 0.088 8.13 45,7717 3.55 0.000000
11 14.75 BP 0.107 1.34 9.136 0.71 0.000000
HPLCO157 02/25/2002 10:28:49 AM Page 1 of 2
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Data file :C:\HPCHEM\HPLCO0157\DATA\(090-0101.D Sample Name: 70316-043
Signal: 2 DADl E, Sig=268,16 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [(mAU*s) % mg/ml
1 5.67 BV 0.083 16.60 86.143 100.00 0.195982 L-224,715
2 0.000 0.00 0.000 0.00 0.000000 benzyloxy amide
*** End of Report ***
HPLCO157 02/25/2002 10:28:49 AM Page 2 of 2
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Data file :C:\HPCHEM\HPLCO0157\DATA\089-0101.D Sample Name: 70316-043
hydrog ->
Injection Date 02/25/2002 8:42:59 AM Seq Line : 1
Sample Name 70316-043 Vial No : 89
Acq Operator hansen Inj. No. 01

Inj. Vol. 2 pl
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed 02/21/2002 7:13:49 AM
75/25 0.1% HClO4/Acetonitrile, 1lml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (089-0101 D)
mAU 3 >
ol &
600 @
500
400
300 3
200 © > R ~
E -~ (o] ~
100 3 S 23 g2 S 8 5 o 8
3 H . . o -
Oz 'c\;/\l ?’ IJ T "T 'II\ T o?/\ﬁ"_ ';T T ‘-'+I""J‘\_l iy
— ——— — . : e ———
(l) é ll4 é é 1|0 1|2 14 min
DAD1 E, Sig=268,16 Ref=360,100 (089-0101.D)
mAU 3
600 -
500 3
400
300 3
200 4 ® ~ o - ~
3 2w 2 s 8 N 3
100 ™~ /\‘D. © v o N ™ <
0 E Y T . :i? T I\I T c? T ‘_l T YT 11‘_ T ‘T
-' T l T T T I T ' T T T I T T I T I T T T l T
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Modified 02/20/2002 3:33:04 PM
Multiplier 1.000000
Signal: 1 DADl C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [{min) [min) [mMAU*s] 3 mg/ml
1 2.28 pV 0.086 1.76 9.927 0.11 0.000000
2 2.50 VB 0.058 21.32 81.013 0.93 0.000000
3 4.72 BP 0.111 14.65 106.944 1.22 0.000000
4 5.18 BB 0.093 B831.88 4938.364 56.51 0.000000
5 5.62 BB 0.079 537.14 2722.693 31.16 0.719943 L-224,715
6 7.35 BV 0.109 1.09 8.329 0.10 0.000000
7 7.55 VB 0.094 3.89 26.057 0.30 0.000000
8 7.88 BB 0.099 10.52 74.879 0.86 0.000000
9 9.56 PV 0.085 30.55 165.244 1.89 0.000000
10 10.09 vpP 0.085 9.73 52.162 0.60 0.000000
11 10.63 BP 0.098 1.51 9.630 0.11 0.000000
12 11.92 vv 0.078 4.14 20.502 0.23 0.000000
13 12.04 VB 0.075 3.05 14.919 0.17 0.000000 benzyloxy amide
14 12.78 PB 0.106 62.85 451.544 5.17 0.000000
15 14.66 BP 0.102 8.77 56.785 0.65 0.000000
HPLCO0157 02/25/2002 8:59:26 AM Page 1 of 2

Merck Exhibit 2129, Page 205
Mylan v. Merck, IPR2020-00040



Data file :C:\HPCHEM\HPLCO0157\DATA\089-0101.D Sample Name: 70316-043
Signal: 2 DADl1l E, Sig=268,16 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min} [mAU*s] % mg/ml
1 4.72 BB 0.106 4.52 31.146 4.40 0.000000
2 5.18 BB 0.091 8.83 580.864 82.03 0.000000
3 5.62 BB 0.080 6.19 31.558 4.46 0.719943 L-224,715
4 7.88 BB 0.096 1.36 9.316 1.32 0.000000
5 9.56 PP 0.082 1.33 6.833 0.97 0.000000
6 10.09 PB 0.079 1.14 5.754 0.81 0.000000
7 0.00 0.000 0.00 0.000 0.00 0.000000 benzyloxy amide
8 12.78 BB 0.104 1.38 9.697 1.37 0.000000
9 13.17 BB 0.224 1.61 25.462 3.60 0.000000
10 14.66 BP 0.102 1.15 7.487 1.06 0.000000
*x* End of Report ***
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Data file :C:\HPCHEM\HPLCO0157\DATA\080-0301.D Sample Name: 70316-043
5.00g/50m} of 26.6g ag-3 ->
Injection Date 02/21/2002 7:58:18 AM Seq Line : 3

ample Name 70316-043 Vial No 80
cq Operator hansen Inj. No. : 1
. Inj. Vol. 2 pl
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed : 02/21/2002 7:13:49 AM
75/25 0.1% HClO4/Acetonitrile, 1lml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (080-0301.D)
mMAU 3
600 -
500
400
300
200 3 ©
3 N ~— ©
1005 g%
0 S N,
— — — ,
(l) é 4I1 é é 1|0 12 14 min
DAD1 E, Sig=268,16 Ref=360,100 (080-0301.D)
mAU 7
600 -
500 -
400 3
300 4
200 3
100
0
T T T T T L FERLE T S
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Modified 02/20/2002 3:33:04 PM
Multiplier 1.000000
Signal: 1 DADl C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [mAU*s) mng/ml
1 2.06 BB 0.071 8.68 39.545 8.03 0.000000
2 2.29 BV 0.061 34.53 134.026 27.20 0.000000
3 2.42 W 0.084 41.81 223.706 45.40 0.000000
4 2.57 VW 0.073 7.42 35.957 7.30 0.000000
5 2.68 Vv 0.071 7.35 36.103 7.33 0.000000
6 2.75 VB 0.056 6.26 23.382 4.75 0.000000
7 0.00 "0.000 0.00 0.000 0.00 0.000000 L-224,715
8 0.00 0.000 0.00 0.000 0.00 0.000000 benzyloxy amide
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Data file :C:\HPCHEM\HPLCO157\DATA\080-0301.D Sample Name: 70316-043
Signal: 2 DADl E, Sig=268,16 Ref=360,100

Peak RT Type Width Height Area Area Amount Name

# [min] [min] [mAU*s] % mg/ml
1 0.00 0.000 0.00 0.000 0.00 0.000000 L-224,715
2 0.00 0.000 0.00 0.000 0.00 0.000000 benzyloxy amide

*** End of Report ***
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Data file :C:\HPCHEM\HPLCO0157\DATA\078-0101.D Sample Name: 70316-043

4.174g/50ml of 22.34g ag-1 ->
Injection Date : 02/21/2002 7:21:08 AM Seq Line : 1
ample Name : 70316-043 Vial No : 78
mcq Operator : hansen Inj. No. : 1
Inj. Vol. : 2 pl
Method : C:\HPCHEM\HPLCQO157\METHODS\715.M
Last Changed : 02/21/2002 7:13:49 AM

75/25 0.1% HClO4/Acetonitrile, 1ml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm

DAD1 C, Sig=210,8 Ref=360,100 (078-0101.D)
E [Te]
E ANJ| N
600 5
500
400 3
3003
1 o«
100 N’\J ‘ LS 5 < ° & N oo
0 ; o ‘? A= "‘? l‘ol'\l' . r o" T 'AT-‘L‘_ "l_ T
(I) é tlt é é 1|0 1'2 1|4 min|
DAD1 E, Sig=268,16 Ref=360,100 (078-0101.D)
mAU 3
600 4
500 4
400 -
300 3
200 3 © o
3 o 0 [o2] (=]
100 3 S 2 -
0 a, e hr S
-l ' T T T | I T T | T l ' T T I T
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By : Signal
Calib. Data Modified : 02/20/2002 3:33:04 PM
Multiplier : 1.000000
Signal: 1 DAD1l C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min} [min] [mAU*s] $ mg/ml
1 2.08 BV 0.055 86.77 301.853 0.93 0.000000
2 2.24 VWV 0.081 B854.52 4797.196 14.77 0.000000
3 2.61 VB 0.186 2.27e3 2.677e4 82.44 0.000000
4 3.37 BV 0.168 1.67 21.506 0.07 0.000000
5 3.64 VB 0.122 1.54 13.788 0.04 0.000000
6 5.68 BB 0.075 3.29 16.163 0.05 0.001076 L-224,715
7 6.14 BB 0.085 11.30 60.641 0.19 0.000000
8 7.02 BB 0.099 32.89 229.618 0.71 0.000000
9 9.90 BP 0.084 6.42 33.853 0.10 0.000000
10 12.09 BP 0.079 22.02 110.462 0.34 0.018247 benzyloxy amide
11 12.77 BV 0.290 3.92 74.723 0.23 0.000000 A
12 13.18 VB 0.252 2.28 41.770 0.13 0.000000 ) >
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Data file

:C:\HPCHEM\HPLCO157\DATA\078~-0101.D

Sample Name: 70316-043

Signal: 2 DADl1 E, Sig=268,16 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [mAU*s) $ mg/ml
1 2.08 BB 0.051 2.79 9.329 19.58 0.000000
2 0.00 0.000 0.00 0.000 0.00 0.001076 L-224,715
3 7.02 BB 0.099 1.86 12.905 27.09 . 0.000000
4 12.09 BP 0.079 1.78 8.962 18.81 0.018247 benzyloxy amide
5 13.19 PP 0.266 1.01 16.445 34.52 0.000000
*** End of Report ***
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Data file :C:\HPCHEM\HPLCO0157\DATA\079-0201.D Sample Name: 70316-043
4.364g/50ml of 28.75g aq-2 ->
Injection Date 02/21/2002 7:39:41 AM Seq Line 2
Sample Name 70316-043 Vial No 79
Acq Operator hansen Inj. No. 1

Inj. Vol. 2 pl
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed 02/21/2002 7:13:49 AM
75/25 0.1% HClO4/Acetonitrile, 1lml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (079-0201.D)
mAU 3
600 -
500
400
300
1 [o)]
200 5 R ©
: N ® o °
100 3 © o S
03 AN <. i
T 1 | T T T ]
0 2 4 6 8 10 12 14 min
DAD1 E, Sig=268,16 Ref=360,100 (079-0201.D)
mAU 3
600 -
500 -
400 3
300 4
200 -
100 3
E
T T T T T T T L
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Modified 02/20/2002 3:33:04 PM
Multiplier 1.000000
Signal: 1 DADl C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] {min] [mAU*s) % mg/ml
1 2.06 PV 0.064 1.83 7.524 0.48 0.000000
2 2.29 w 0.057 108.42 398.594 25.37 0.000000
3 2.44 VWV 0.102 97.73 735.912 46.85 0.000000
4 2.54 v 0.064 26.57 113.909 7.25 0.000000
5 2.69 Vv 0.072 29.52 142.506 9.07 0.000000
6 2.75 VB 0.057 26.93 98.471 6.27 0.000000
7 0.00 0.000 0.00 0.000 0.00 0.000000 1-224,715
8 6.13 PB 0.082 8.30 44.053 2.80 0.000000
9 12.07 VB 0.079 5.94 29.912 1.90 0.000907 benzyloxy amide
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Data file :C:\HPCHEM\HPLCO157\DATA\079-0201.D Sample Name: 70316-043
Signal: 2 DAD1 E, Sig=268,16 Ref=360,100

Peak RT Type Width Height Area Area Amount Name
# (min) [min] [mAU*s] % mg/ml
1 0.00 0.000 0.00 0.000 0.00 0.000000 L-224,715

2 0.00 0.000 0.00 0.000 0.00 0.000907 benzyloxy amide

**% End of Report ***
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Data file :C:\HPCHEM\HPLC0157\DATA\(072-0101.D Sample Name: 70316-043
coupling after 1.5h ->
Injection Date 02/20/2002 10:55:16 AM Seq Line : 1
Sample Name 70316-043 Vial No : 72
Acq Operator hansen Inj. No. : 1

Inj. Vol. : 2 pl
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed : 01/14/2002 1:00:57 PM
75/25 0.1% HClO4/Acetonitrile, 1ml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (072-0101.D)
mAU 7 3
3 o
E ~ N
600 N N
500 3 o
400 =
300 3
E ; 21 o 3
200 E o o § S o 0 > ™~
100 4 Py 5 o © ::AJ t N i
Of Lo A g ,'\ T q)"l"ll\l ‘-'ﬁ' II‘- ‘_: '/\n
~I T T | T T ¥ I T T T I T T T I T T T | I T T l T T
0 2 4 6 8 10 12 14 min
DAD1 E, Sig=268,16 Ref=360,100 (072-0101 D)
mAU 3
600—3
500 3
400 3
300 g
200-3 - N o E
100 3 2 J\ ~ <
03 ol’ T I| T b T ‘T ¥
—I T T I T T T ' T T T I T T T l T l I T T ' T
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Modified 01/14/2002 1:00:30 PM
Multiplier 1.000000
Signal: 1 DAD1l C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [(min] [min) [mMAU*s) % mg/ml
1 2.17 BV 0.080 2.12 12.378 0.10 0.000000
2 2.28 vV 0.067 493.08 2139.813 16.89 0.000000
3 2.45 VvV 0.060 152.36 585.936 4.70 0.000000
4 2.58 VB 0.084 51.15 298.751 2.36 0.000000
5 0.00 0.000 0.00 0.000 0.00 0.000000 L-224,715
6 7.01 BB 0.093 1.76 11.615 0.08 0.000000
7 9.37 PB 0.109 2.02 15.761 0.12 0.000000
8 9.89 BB 0.084 41.45 219.022 1.73 0.000000
9 11.53 BV 0.090 1.07 6.194 0.05 0.000000
10 11.80 vv 0.077 48.72 238.873 1.89 0.000000
11 12.08 VB 0.083 1.64e3 8593.731 67.82 0.000000
12 12.76 BV 0.225 12.63 215.780 1.70 0.000000
13 13.20 VB 0.167 1.46 17.628 0.14 0.000000
14 14.74 BB 0.102 47.02 305.960 2.41 0.000000
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Data file :C:\HPCHEM\HPLCO0157\DATA\072-0101.D Sample Name: 70316-043
Signal: 2 DADl E, Sig=268,16 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# (min] [min) [mAU*s) % mg/ml
1 0.00 0.000 0.00 0.000 0.00 0.000000 L-224,715
2 9.89 BB 0.084 1.85 9.894 1.18 0.000000
3 11.90 pV 0.077 6.34 30.915 3.70 0.000000
4 12.08 VB 0.081 147.52 742.571 88.82 0.000000
5 12.76 BB 0.169 1.02 12.595 1.51 0.000000
6 14.74 BB 0.102 6.17 40.098 4.80 0.000000
*** End of Report ***
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Data file :C:\HPCHEM\HPLCO0157\DATA\073-0101.D Sample Name: 70316-043

coupling after 2.5h ->
Injection Date : 02/20/2002 12:19:34 PM Seq Line : 1
Sample Name : 70316-043 Vial No : 73
Acq Operator : hansen Inj. No. : 1 .
Inj. Vol. : 2 ul
Method : C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed : 01/14/2002 1:00:57 PM

75/25 0.1% HClO4/Acetonitrile, 1ml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm

DAD1 C, Sig=210,8 Ref=360,100 (073-0101.D)
mAU N
3 < (=
E ~ o
600 ~ N
500 -
400
300 : ¥
200 3 = coll 5 @ NS
E o) ~ -~ o D ™M O R 3 ™~
100 3 @ W\ s 5 e 3 22 8 G ¥
0 i “II i T lr? T ’]\ T q,— '—J/\l l‘_—:‘J i T I/\i
o 2 i & 8 0 12 14 i
DAD1 E, Sig=268,16 Ref=360,100 (073-0101 D)
mAU 3
600
500 3
400 3 ~
3 ~
3004 <
] (3]
: I
0 E cl) T . T l‘- T ‘T T
T T T T T v v T ] T T ’ ] T v T 1 T T ' T i ' T T i T v T T ' '
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By : Signal
Calib. Data Modified : 01/14/2002 1:00:30 PM
Multiplier : 1.000000
Signal: 1 DAD1l C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min) [MAU*s) % mg/ml
1 2.08 BV 0.063 1.39 5.813 0.04 0.000000
2 2.17 vv 0.056 2.30 8.618 0.06 0.000000
3 2.27 VW 0.067 544.27 2378.625 15.47 0.000000
4 2.45 vV 0.062 191.69 753.968 4.90 0.000000
5 2.58 VB 0.077 151.21 768.366 5.00 0.000000
6 5.65 PB 0.080 1.07 5.540 0.04 0.000000 L-224,715
7 7.01 BB 0.096 5.92 39.536 0.26 0.000000
8 9.37 BB 0.111 2.57 20.348 0.13 0.000000
9 9.89 BB 0.083 51.06 265.063 1.75 0.000000
10 11.53 BV 0.136 1.62 15.797 0.10 0.000000
11 11.90 vV 0.080 5.68 29.136 0.19 0.000000
12 12.08 VB 0.087 1.92e3 1.040e4 67.64 0.000000
13 12.75 BV 0.194 20.13 278.900 1.81 0.000000
14 13.20 VB 0.185 1.79 24.781 0.16 0.000000
15 14.74 BP 0.102 57.88 376.318 2.45 0.000000
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Data file :C:\HPCHEM\HPLCO0157\DATA\073-0101.D Sample Name: 70316-043
i
Signal: 2 DADl E, Sig=268,16 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [mAU*s] % mg/ml
1 0.00 0.000 0.00 0.000 0.00 0.000000 L-224,715
2 9.89 BP 0.084 2.28 12.040 1.17 0.000000
3 12.08 VB 0.079 188.11 947.726 92.09 0.000000
4 12.75 BP 0.164 1.71 20.023 1.95 0.000000
5 14.74 BB 0.102 7.60 49.333 4.79 0.000000
*** End of Report ***
\
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Data file :C:\HPCHEM\HPLCO157\DATA\087-0101.D Sample Name: 70316-045

coupling after 4h in etoac ->
Injection Date : 02/22/2002 2:48:18 PM Seq Line : 1
Sample Name : 70316-045 Vial No : 87
Acqg Operator : hansen Inj. No. : 1
Inj. Vol. : 2 pnl
Method : C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed : 02/21/2002 7:13:49 AM

75/25 0.1% HC10O4/Acetonitrile, 1ml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm

DAD1 C, Sig=210,8 Ref=360,100 (087-0101.D)
mAU 3 B
3 S
3 an
600 3 & |
500 3 -
400 3
3003 <
3 3 . - o
2004 ~ - o Q © © & N
100 JL 2o 8 o 8 ® i { N @
0 AV | VR A e T P, D A ERNFR WA
T T Y T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 min
DAD1 E, Sig=268,16 Ref=360,100 (087-0101.D)
mAU 3
600-§
500
400 - g
3 o
300 g_i
200 ° © =
100 3 & @ -
0 .:. “i F q) T ) Al T ‘_. T
-‘ T T T l T T T | T T T I T T T I T T T l T T T I T T T I T T T
0 2 4 6 8 10 12 14 min|
Customized Report:karlo
Sorted By : Signal
Calib. Data Modified : 02/20/2002 3:33:04 PM
Multiplier : 1.000000
Signal: 1 DAD1l C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount ' Name
# {min] [min] [mMAU*s]) % mg/ml
1 2.30 BV 0.062 37.12 153.019 0.96 0.000000
2 2.44 VvV 0.061 138.68 537.543 3.39 0.000000
3 2.58 VB 0.086 13.54 79.231 0.50 0.000000
4 5.66 PV 0.097 2.58 17.000 0.11 0.001298 1L-224,715
5 6.12 VB 0.086 59.89 329.918 2.08 0.000000
6 7.01 BB 0.754 3.10 195.944 1.24 0.000000
7 8.33 PB 0.085 25.37 137.690 0.87 0.000000
8 9.36 BB 0.099 12.45 86.794 0.55 0.000000
9 9.88 BP 0.086 9.84 56.023 0.35 0.000000
10 11.54 BV 0.247 2.85 51.619 0.33 0.000000
11 11.89 Vv 0.080 466.76 2339.157 14.75 0.000000
12 12.07 VB 0.092 2.06e3 1.16%e4 73.68 2.510658 benzyloxy amide
13 12.46 BV 0.118 3.43 29.866 0.19 0.000000
14 12.74 VvV 0.156 4.93 56.704 0.36 0.000000
15 12.92 vv 0.114 4.31 34.073 0.21 0.000000
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Data file :C:\HPCHEM\HPLCO0157\DATA\087-0101.D Sample Name: 70316-045
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [mAU*s} % mg/ml

16 13.20 VB 0.088 12.19 71.015 0.45 0.000000
Signal: 2 DADl E, Sig=268,16 Ref=360,100

Peak RT Type Width Height Area Area Amount Name

# {min] [min] [mAU*s] % mg/ml

1 0 0 0.001298 L-224,715
2 .33 BB 0 2 0.000000

3 9.36 BP 0. . 0. 0.000000

4 11.89 pV 0.080 61.78 308.323 20.70 0.000000

5 12.07 VB 0 75 2.510658 benzyloxy amide
6 13.20 BB 0 0 0.000000

*** End of Report ***
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Data file :C:\HPCHEM\HPLCO0157\DATA\091-0201.D Sample Name: 70316-045
ethyl acetate coupling ->
Injection Date 02/25/2002 10:30:56 AM Seq Line 2
Sample Name 70316-045 Vial No 91

cq Operator hansen Inj. No. 1
Inj. Vol. 2 pl
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed : 02/21/2002 7:13:49 AM
75/25 0.1% HC1lO04/Acetonitrile, 1ml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (091-0201.D)
mAU 3 &
- O,
3 N
600 7]
500 3
400 3 «
3 o)
300 g ©
200 - o - o Sl o @
0 i 1 te T ! IS_ "\ 4 T q’ ‘c’ T I/\.Jm H-"_—l—‘_lA r
0 2 2 6 8 10 12 14 i
DAD1 E, Sig=268,16 Ref=360,100 (091-0201.D)
mAU 3
600
500
400 3
300—; 2
200 o
E [ o
100 3 & 3 |
03 =i 2 AN
-' T T T I T T l T T T I ' T I T I T T | T
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Modified 02/20/2002 3:33:04 PM
Multiplier 1.000000
Signal: 1 DADl C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [mMAU*s] mg/ml
1 2.30 BV 0.073 195.40 950.818 7.58 0.000000
2 2.45 vV 0.062 100.34 394.214 3.14 0.000000
3 2.60 VB 0.073 387.11 1812.854 14.45 0.000000
4 5.67 BV 0.084 21.78 119.197 0.95 0.028443 L-224,715
5 6.13 VB 0.082 3.23 17.278 0.14 0.000000
6 7.04 BP 0.094 9.64 64.835 0.52 0.000000
7 8.34 BB 0.085 19.50 105.895 0.84 0.000000
8 9.40 BB 0.101 8.65 61.667 0.49 0.000000
9 9.90 BB 0.098 5.72 38.179 0.30 0.000000
10 11.91 vV 0.078 80.32 3%87.029 3.16 0.000000
11 12.08 vB 0.083 1.62e3 8509.132 67.83 1.826243 benzyloxy amide
12 12.51 BV 0.101 1.26 8.967 0.07 0.000000
13 12.77 VvV 0.112 1.47 11.767 0.08 0.000000
14 12.94 vV 0.124 1.26 11.040 0.09 0.000000
15 13.22 VB 0.086 7.48 42.338 0.34 0.000000
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Data file :C:\HPCHEM\HPLCO157\DATA\091-0201.D Sample Name: 70316-045

Signal: 2 DAD1l E, Sig=268,16 Ref=360,100

Peak RT Type Width Height Area Area Amount Name
# [min) [min) [mAU*s] % mg/ml
1 . 0.028443 L-224,715
2 8.34 BB 0.085 4.88 26.532 3.21 0.000000
3 11.81 BV 0.078 10.54 52.106 6.30 0.000000
4 12.08 VB 0.079 145.35 734.345 88.85 1.826243 benzyloxy amide

*** EFnd of Report ***

HPLC0157 - 02/25/2002 10:47:23 AM Page 2 of 2
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Data file

HPLCO157

:C:\HPCHEM\HPLC0157\DATA\085-0101.D Sample Name: 70316-045
coupling after 45 min in etoac ->
Injection Date 02/22/2002 9:58:50 AM Seq Line 1
Sample Name 70316-045 Vial No 85
Acq Operator hansen Inj. No. 1

Inj. Vol. 2 pl
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed 02/21/2002 7:13:49 AM
75/25 0.1% HClO4/Acetonitrile, 1lml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (085-0101.D)
mAU P
3 o
600 - N -
] N
500 N
400 3 h 0
] D
300 5 (N
3 A [eed "
200 3 . . = < o ow S
100 3 © \jL 8 ‘°/\ 8 3 8 J ~
°§ TR LA i *_ 2 A
I D T T 12 14 mi
DAD1 E, Sig=268,16 Ref=360,100 (085-0101 D)
mAU 3
600—3
500 3
400 3
300 3 ~
] o
200 3_’
100 3 -
0 8 A,
T T T T T T T T
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Modified 02/20/2002 3:33:04 PM
Multiplier 1.000000
Signal: 1 DADl C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [mAU*s]) % ng/ml
1 2.16 BV 0.071 1.32 6.709 0.08 0.000000
2 2.28 VvV 0.061 472.07 1910.312 23.89 0.000000
3 2.44 VV 0.062 182.15 718.248 8.98 0.000000
4 2.63 VB 0.097 9.40 65.652 0.82 0.000000
5 5.66 BP 0.081 5.59 29.326 0.37 0.004572 L-224,715
6 6.13 PB 0.086 101.69 555.724 6.95 0.000000
7 8.35 BP 0.086 8.41 45.821 0.57 0.000000
8 9.38 BB 0.111 1.45 11.775 0.15 0.000000
9 9.90 BP 0.081 3.38 17.705 0.22 0.000000
10 11.90 PV 0.080 665.47 3333.534 41.69 0.000000
11 12.08 VB 0.079 230.83 1168.709 14.62 0.246058 benzyloxy amide
12 12.75 BV 0.147 6.80 73.801 0.92 0.000000
13 12.93 VB 0.257 2.84 57.753 0.72 0.000000
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Data file

:C:\HPCHEM\HPLCO157\DATA\085-0101.D

Sample Name: 70316-045

Signal: 2 DADl1 E, Sig=268,16 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [mAU*s]) % mg/ml
1 0.00 0.000 0.00 0.000 0.00 0.004572 L-224,715
2 8.35 BP 0.086 2.12 11.631 2.11 0.000000
3 11.90 BV 0.080 88.88 444.325 80.58 0.000000
4 12.08 VB 0.079 18.82 95.472 17.31 0.246058 benzyloxy amide
*** End of Report ***
HPLCO0157 02/22/2002 10:15:31 AM Page 2 of 2
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Data file :C:\HPCHEM\HPLCO157\DATA\088-0201.D Sample Name: 70316-047
coupling after 4h in IPAC ->
Injection Date : 02/22/2002 3:06:48 PM Seq Line 2
Sample Name 70316-047 Vial No 88
Acq Operator hansen Inj. No. 1

Inj. Vol. 2 pl
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed 02/21/2002 7:13:49 AM
75/25 0.1% HClO4/Acetonitrile, 1lml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (088-0201.D)
mAU 3
; 5
600 - o
500 -
400 -
300 4
200 o 8
100 3 S N
E Nu\ A o o
0 - ! T L If T T T
T L R T T T T T A
0 2 4 6 8 10 12 14 min
DAD1 E, S1g=268,16 Ref=360,100 (088-0201 D)
mAU ]
600-5
500 -
400
300
2003 8,
E o o —
100 S S K
0 2 oA e
T 7 T T T T ] T v ' T T ¥ T ' T
0 2 4 6 10 12 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Modified : 02/20/2002 3:33:04 PM
Multiplier 1.000000
Signal: 1 DAD1 C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min) [mMAU*s) ng/ml
1 2.31 w 0.069 2.77 12.113 0.26 0.000000
2 2.44 VB 0.061 24.44 95.093 2.02 0.000000
3 0.00 0.000 0.00 0.000 0.00 0.000000 L-224,715
4 8.06 PV 0.085 45.01 243.129 5.15 0.000000
5 8.33 VB 0.089 5.01 28.698 0.61 0.000000
6 9.38 BB 0.096 2.61 17.372 0.37 0.000000
7 9.89 BP 0.081 1.85 9.612 0.20 0.000000
8 11.61 BV 0.290 8.75 161.938 3.43 0.000000
9 11.89 VvV 0.079 90.78 461.469 9.78 0.000000
10 12.07 VB 0.079 508.99 2573.583 54.56 0.548488 benzyloxy amide
11 12.71 BV 0.210 80.76 1096.948 23.25 0.000000
12 13.20 VB 0.091 2.86 17.433 0.37 0.000000
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Data file :C:\HPCHEM\HPLCO157\DATA\088-0201.D Sample Name: 70316-047
Signal: 2 DADl E, Sig=268,16 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [MAU*s] % mg/ml
1 0.00 0.000 0.00 0.000 0.00 0.000000 L-224,715
2 8.33 BB 0.084 1.20 6.400 1.76 0.000000
3 11.89 pV 0.077 11.60 56.616 15.55 0.000000
4 12.07 vP 0.078 41.38 207.166 56.90 0.548488 benzyloxy amide
5 12.72 BP 0.206 7.13 93.933 25.80 0.000000
*** End of Report ***
HPLCO0157 02/22/2002 3:23:28 PM Page 2 of 2
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Data file :C:\HPCHEM\HPLCO157\DATA\086-0201.D Sample Name: 70316-047
coupling after 45min in IPAC ->
Injection Date 02/22/2002 10:17:21 AM Seq Line 2
Sample Name 70316-047 Vial No 86

cq Operator hansen Inj. No. 1
Inj. Vol. 2 pl
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed 02/21/2002 7:13:49 AM
75/25 0.1% HClO4/Acetonitrile, 1lml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (086-0201.D)
mAU 3
600-5 >
3 «©
500 :
400
300 § .
200 4 N © 3 o s 8
100 [\“? 3 5 3 © 5
0 = '“'m{_ u? T I/\‘r ¥ o" T I'“‘_ e 1_"— T
O U — T T 1 T
0 2 4 6 8 10 12 14 min
DAD1 E, Sig=268,16 Ref=360,100 (086-0201.D)
mAU 3
600
500 4
400 3
300 3
200 3 o 2
100 3 p] pad
04 - Do
——eeee— ————— — — T . , . T .
0 2 4 6 10 12 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Modified 02/20/2002 3:33:04 PM
Multiplier 1.000000
Signal: 1 DADl C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [mMAU*s) % ng/ml
1 2.29 v 0.064 184.28 764.608 16.42 0.000000
2 2.44 VV 0.062 98.19 383.809 8.24 0.000000
3 2.63 VP 0.097 5.10 34.321 0.74 0.000000
4 5.65 BB 0.082 2.34 12.497 0.27 0.000103 L-224,715
5 8.05 BV 0.085 52.64 284.718 6.11 0.000000
6 8.33 VB 0.089 5.95 34.245 0.74 0.000000
7 9.37 BP 0.097 4.83 32.747 0.70 0.000000
8 9.88 BP 0.083 2.30 12.011 0.26 0.000000
9 11.62 PV 0.272 3.19 55.255 1.19 0.000000
10 11.89 vV 0.079 426.56 2150.606 46.19 0.000000
11 12.07 VB 0.079 166.15 843.336 18.11 0.176014 benzyloxy amide
12 12.76 BB 0.127 5.28 48.297 1.04 0.000000
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Data file

:C: \HPCHEM\HPLC0157\DATA\086-0201.D

Sample Name: 70316-047

Signal: 2 DADl E, Sig=268,16 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [mMAU*s] % ng/ml
1 0.00 0.000 0.00 0.000 0.00 0.000103 L-224,715
2 8.33 BB 0.086 1.41 7.717 2.16 0.000000
3 11.89 BV 0.078 56.43 282.570 78.98 0.000000
4 12.07 VP 0.079 13.40 67.481 18.86 0.176014 benzyloxy amide
*** End of Report ***
HPLCO0157 02/22/2002 10:34:02 AM Page 2 of 2
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Data file :C:\HPCHEM\HPLCO0157\DATA\092-0301.D Sample Name: 70316-047
IPAC coupling ->
Injection Date 02/25/2002 10:49:27 AM Seqg Line 3
Sample Name 70316-047 Vial No 92
Acqg Operator hansen Inj. No. 1

Inj. Vol. 2 pl
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed : 02/21/2002 7:13:49 AM
75/25 0.1% HClO4/Acetonitrile, lml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters c¢l8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (092-0301 D)
mAU 3 P
3 o
3 N
600 N
500
400 3
300 3 2
2003 8 < ol|| 8~
100 N8 2 8 & 31l 8§
0 E |/M (? l!?“' ,I\., (TN} (IJ') cnh 1 :___J__‘ ____*_
o 2 " a4 6 8 0 12 14 min
DAD1 E, Sig=268,16 Ref=360,100 (092-0301.D)
mAU 3
5oo—§
500 3
4003 ©
s 2
300—E o
200 5 )
] © [v0] 0
1003 3 ¥ /\ S @
0 E “i T q’ T . lir_ ‘_l‘ F
T T 1 T - I L T T
0 2 4 6 8 10 12 14 min
Customized Report:karlo
Sorted By Signal
Calib. Data Modified 02/20/2002 3:33:04 PM
Multiplier 1.000000 °
Signal: 1 DADl1 C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min) [MAU*s) 3 mg/ml
1 2.31 BV 0.069 49.38 226.104 1.66 0.000000
2 2.45 WV 0.062 61.51 240.386 1.76 0.000000
3 2.61 VB 0.078 90.08 447.595 3.29 0.000000
4 3.63 BB 0.084 1.10 6.041 0.04 0.000000
5 5.68 PV 0.095 6.81 44.043 0.32 0.008481 1L-224,715
6 5.87 VB 0.093 1.41 9.077 0.07 0.000000
7 7.05 BP 0.097 4.06 27.405 0.20 ¢.000000
8 8.06 BV 0.086 159.70 878.847 6.45 0.000000
9 8.34 VB 0.091 22.96 135.377 0.99 0.000000
10 9.40 BB 0.099 15.39 106.218 0.78 0.000000
11 9.90 BP 0.093 7.20 45.320 0.33 0.000000
12 11.71 BV 0.210 1.58 25.655 0.19 0.000000
13 11.90 vV 0.087 3.72 21.349 0.16 0.000000
14 12.08 VB 0.088 1.95e3 1.066e4 78.27 2.289882 benzyloxy amide
15 12.51 BV 0.088 3.06 19.461 0.14 0.000000
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Data file :C:\HPCHEM\HPLCO157\DATA\092-0301.D Sample Name: 70316-047
Peak RT Type Width Height Area Area Amount Name
# (min] [(min] [mAU*s) % mg/ml
16 12.79 Vv 0.203 50.11 664.839 4.88 0.000000
17 13.22 VB 0.088 10.65 61.862 0.45 0.000000
Signal: 2 DADl E, Sig=268,16 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [mAU*s] % mg/ml
1 0.00 0.000 0.00 0.000 0.00 0.008481 L-224,715
2 8.34 PB 0.087 5.53 30.753 2.83 0.000000
3 9.40 BP 0.099 1.35 9.370 0.86 0.000000
4 12.08 VB 0.081 195.32 984.664 90.77 2.289882 benzyloxy amide
5 12.79 BP 0.194 4.33 53.989 4.98 0.000000
6 13.22 BB 0.082 1.13 5.983 0.55 0.000000
*** End of Report ***
HPLC0157 02/25/2002 11:05:53 AM Page 2 of 2
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Data file :C:\HPCHEM\HPLCO157\DATA\007-0701.D Sample Name: 70316-049
4.61g/50ml of 76.08g ML's ->
Injection Date 02/28/2002 10:07:18 AM Seq Line 7
Sample Name 70316-049 Vial No 7

cq Operator hansen Inj. No. 1
Inj. Vol. 2 pl
Method C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed : 02/28/2002 10:06:27 AM
75/25 0.1% HC1lO4/Acetonitrile, 1ml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm
DAD1 C, Sig=210,8 Ref=360,100 (007-0701.D)
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Customized Report:karlo
Sorted By Signal
Calib. Data Modified 02/28/2002 9:43:53 AM
Multiplier 1.000000
Signal: 1 DAD1l C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [mAU*s]) % mg/ml
1 2.45 VP 0.059 45.09 174.918 1.21 0.000000
2 4.17 BV 0.100 3.21 21.518 0.15 0.000000
3 5.18 vv 0.087 12.41 71.604 0.50 0.000000
4 5.33 vv 0.086 1.78 10.400 0.07 0.000000
5 5.68 VvV 0.081 145.17 761.632 5.28 0.199076 L-224,715
6 5.88 VB 0.084 1.84e3 9782.957 67.80 0.000000 :
7 6.25 BV 0.117 3.22 27.237 0.19 0.000000
8 6.42 VB 0.095 1.68 12.190 0.08 0.000000
9 6.70 BV 0.159 2.30 27.744 0.19 0.000000
10 6.95 Vv 0.114 1.71 15.267 0.11 0.000000
11 7.03 vB 0.079 1.55 8.826 0.06 0.000000
12. 7.14 BB 0.112 1.58 13.786 0.10 0.000000
13 7.29 BV 0.067 1.63 7.671 0.05 0.000000
14 7.45 VvV 0.103 1.82 14.479 0.10 0.000000
15 7.53 wv 0.070 2.06 10.265 0.07 0.000000
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Data file :C:\HPCHEM\HPLCO157\DATA\007-0701.D Sample Name: 70316-049
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [mAU*s) % mg/ml
16 7.74 VvV 0.126 8.02 75.636 0.52 0.000000
17 7.96 vV 0.092 29.91 195.048 1.35 0.000000
18 8.26 VB 0.103 135.21 984.369 6.82 0.000000
19 8.93 BV 0.139 4.86 48.017 0.33 0.000000
20 9.05 vB 0.150 4.35 49.336 0.34 0.000000
21 9.49 BV 0.134 2.21 24.259 0.17 0.000000
22 9.72 vV 0.166 3.24 42.302 0.29 0.000000
23 9.90 vv 0.105 21.63 154.736 1.07 0.000000
24 10.10 vv 0.109 13.54 103.450 0.72 0.000000
25 10.38 VB 0.089 39.93 236.877 1.64 0.000000
26 10.90 BV 0.258 4.83 95.319 0.66 0.000000
27 11.10 vv 0.063 2.86 12.999 0.09 0.000000
28 11.18 VB 0.113 2.81 24.435 0.17 0.000000
29 11.41 BV 0.113 2.85 25.630 0.18 0.000000
30 11.49 Vv 0.056 2.91 11.474 0.08 0.000000
31 11.57 vV 0.118 3.43 31.172 0.22 0.000000
32 11.77 v 0.110 3.65 28.745 0.20 0.000000
33 11.91 vV 0.106 7.67 55.507 0.38 0.000000
34 12.09 VB 0.094 76.01 479.292 3.32 0.097646 benzyloxy amide
35 12.49 BV 0.135 2.94 31.101 0.22 0.000000
36 12.68 VvV 0.162 4.13 49.521 0.34 0.000000
37 12.93 vV 0.126 4.72 39.504 0.27 0.000000
38 13.04 VvV 0.074 4.34 22.901 0.16 0.000000
39 13.21 vV 0.143 6.13 65.657 0.46 0.000000
40 13.47 VvV 0.108 22.51 164.959 1.14 0.000000
41 13.66 VV 0.120 3.37 31.278 0.22 0.000000
42 13.81 VB 0.090 3.03 20.206 0.14 0.000000
43 13.99 BV 0.148 2.80 32.099 0.22 0.000000
44 14.14 VvV 0.066 2.74 12.591 0.09 0.000000
45 14.22 VvV 0.118 2.74 24.848 0.17 0.000000
46 14.38 VB 0.109 2.73 22.807 0.16 0.000000
47 14.53 BV 0.073 2.69 14.134 0.10 0.000000
48 14.62 VV 0.119 2.78 25.429 0.18 0.000000
49 14.77 VvV 0.069 2.77 12.969 0.09 0.000000
50 14.89 VvV 0.114 2.89 26.799 0.19 0.000000
51 15.01 vV 0.067 2.62 11.778 0.08 0.000000
52 15.20 vv 0.191 3.31 50.773 0.35 0.000000
53 15.51 vV 0.162 8.75 103.219 0.72 0.000000
54 15.77 vV 0.142 2.49 27.831 0.19 0.000000
Signal: 2 DAD1l E, Sig=268,16 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [mAU*s] % mg/mk
1 4.17 BV 0.131 1.48 13.831 2.33 0.000000
2 5.18 VB 0.113 4:32 34.543 5.82 0.000000
3 5.68 VvV 0.085 17.16 95.348 16.06 0.199076 L-224,715
4 5.88 VB 0.080 25.55 136.411 22.97 0.000000
5 7.75 vv 0.124 1.69 16.219 2.73 0.000000
6 7.96 VV 0.097 4.61 31.904 5.37 0.000000
7 8.26 VV 0.106 18.09 136.200 22.94 0.000000
8 9.85 VvV 0.075 1.28 7.600 1.28 0.000000
9 10.11 vv 0.100 1.80 13.483 2.27 0.000000
10 10.39 vv 0.090 4.75 28.488 4.80 0.000000
11 10.80 VvV 0.200 1.27 21.208 3.57 0.000000
12 12.09 vV 0.096 6.24 40.792 6.87 0.097646 benzyloxy amide
13 13.48 VvV 0.120 2.26 17.791 3.00 0.000000
*x% End of Report ***
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Data file :C:\HPCHEM\HPLCO157\DATA\098-0101.D Sample Name: 70316-049

0.3589g/50m)l of 66.47g methanol filtrate ->
Injection Date : 02/27/2002 9:33:49 AM Seq Line : 1
ample Name : 70316-049 Vial No : 98
‘cq Operator : hansen Inj. No. 1
Inj. Vol. : 2 pl
Method : C:\HPCHEM\HPLC0157\METHODS\715.M
Last Changed : 02/21/2002 7:13:49 AM

75/25 0.1% HClO4/Acetonitrile, 1lml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm

DAD1 C, Sig=210,8 Ref=360,100 (098-0101.D)
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Customized Report:karlo
Sorted By : Signal
Calib. Data Modified : 02/20/2002 3:33:04 PM
Multiplier : 1.000000
Signal: 1 DADl C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# (min] [min) [mAU*s] % mg/ml
1 2.43 BB 0.060 4.31 16.335 0.46 0.000000
2 5.16 BV 0.087 1.47 8.222 0.23 0.000000
3 5.66 BV 0.083 399.09 2102.453 59.08 0.555205 L-224,715
4 5.88 VB 0.078 219.10 1091.532 30.67 0.000000
5 7.94 VP 0.084 2.70 15.392 0.43 0.000000 s’ lq
6 8.26 BB 0.094 13.77 91.574 2.57 0.000000 ¢ j
7 9.90 PV 0.083 1.87 9.777 0.27 0.000000
8 10.10 VB 0.080 1.06 5.432 0.15 0.000000
9 10.38 BP 0.076 3.63 17.957 0.50 0.000000
10 12.08 VB 0.084 7.24 39.887 1.12 0.003055 benzyloxy amide
11 12.94 BB 0.087 25.97 144.038 4.05 0.000000
12 13.47 BB 0.087 2.86 15.842 0.45 0.000000
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Data file :C:\HPCHEM\HPLCO0157\DATA\098-0101.D Sample Name: 70316-049
Signal: 2 DADl E, Sig=268,16 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min) (min] [mAU*s) % mg/ml
1 5.66 BV 0.083 46.28 243.425 90.53 0.555205 L-224,715
2 5.88 VB 0.081 2.60 13.575 5.05 0.000000
3 8.26 BB 0.093 1.79 11.894 4.42 0.000000
4 0.00 0.000 0..00 0.000 0.00 0.003055 benzyloxy amide
*** End of Report ***
t
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L.224,715- Coupling, reduction and salt formation

F
P Ao L e DRI N e o
+ K/N 4 3. HyPO,_ Ethanoliwater N /\fN‘N
OH HCI CF, F K/N 4
F H,3PO, salt \<CF3
Reagent Source dens FW Amt Mole | eq
Benzyloxy aminoacid - 339.1 1.0
Triazolepyrazine-HCI 228.0 1.25
EDC 191.71 1.5
N-Methylmorpholine 0.920 101.15 1.0
Acetonitrile 0.786 41.05 82 | 10ml/g
Water 1 18 Sml/g
Ethyl Acetate 0.902 88.1 77 | 10ml/g
NaHCO; 84 Sml/g
NaCl,q (Sat.) 58.44 Sml/g
MeOH 0.791 32.04 65 | 10ml/g
10% Pd/C 20wt%
Ethanol 0.790 46.07 78 2“4 Smi/
Water 1 18 1.5ml/g

Benzyloxyamino acid was dissolved in 10 ml/g CH;CN. The solution is charged with 1.25 equiv. of
triazolopyrazine HC salt and then cooled to 0°C. EDC (1.5 equiv.) and N-methyl morpholine (1.0 equiv.)
are added sequentially to the heterogeneous mixture. The reaction is aged at 0°C for 2h at which point 99%
of the acid had converted to the amide. The slurry was diluted with Sml/g water water and 10ml/g EtOAc.
The layers are cut and the organic was washed with Sml/g saturated NaHCO; (some sat NaCl may be
needed to obtain a clear cut), then Sml/g saturated NaCl. The organics were concentrated to an oil, flushed
twice with methanol and finally re-dissolved in 10ml/g MeOH. 10% Pd/C was charged and the mixture was
subjected to 40PSI H, at 50C for 18h at which point the benzyloxy group had been cleaved. The mixture
was filtered though silkafloc, which was washed with 2ml/g methanol. The filtrate assayed to contain a9l
% assay yield of 715.

The methanol was removed in vacuo and the oil flushed twice with ethanol. The oil after flushing
was re-dissolved in 3.0 ml/gof ethanol and then filtered into a RBF. The filter was washed with 1ml/g
ethanol (total 40ml, ~4ml/g). 2.91¢g (1.0 equiv.) of phosphoric acid was dissolved in 1.5ml/g water. This
solution was added to the ethanol solution of 715 at 60°C, which had been seeded with 1% of the phosphate
salt. Solids formed immediately and the slurry was cooled to RT after complete addition of the acid
solution. The slurry was then diluted with 14.5ml/g ethanol dropwise. The concentration of 715 was 2.22
mg/g after 0.5 h and 2.34 mg/g after 3h. The slurry was filtered and washed with Sml/g EtOH.

11.81g of white crystalline solids were recovered (75% overall yield). A 96% mass-balance was
observed for crystallization. Solids are 80.6 wt% by HPLC (theoretical 80.6%).
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2002022660.001 2/26/02 - 2/27/02

HYDROGENATION OR HIGH PRESSURE REACTION
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MW. 2 ____ AMOUNT ' _ 2 G..-MOLES MW. AMOUNT G. MOLES
STRUCTURAL FORMULA: CATALYST T G. OF __- ’ \./\ C
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L.
| o R + MOLES OF HYDROGEN REQUIRED
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N - S
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\ - y REACTION CONDITIONS, ETC.
L} N\’/ L 3L . s J
\—\ Pd } - i L
T
’ PRECAUTIONS:
EMPIRICAL FORMULA:
TO BE FILLED IN BY HYDROGENATION LABORATORY
NO. 1 7. T0 g Mowes a0/ i/ /. NO.2: G. MOLES
CATALYST /. < G. OF _zn 4 77////' /py/ & S GCnacg
SOLVENT o ML oF _Nezol
OTHER MATERIALS
CELL NO_—_ HEATER NO REC. POINT INTERNAL —____ EXTERNAL BOMB NO VESSELSIZE___J</D ML
SHAKER NO %) LINER SHAKER TANK _%;_ AUX. TANK SYSTEMVOLUME__Z2 ML
C'D H, PRESSURE DROP = L¥n% D 1esmole L O 4L moLes= 1. 2 LBS.
DITIONS HRS. AT_S 0 ¢. MISC. DATA: 240 ’/’/Uzo U
PRESSURE PRESSURE PRESSURE
TIME TEMP.
TIME TEMP. oss. | DRoP TIME TEMP. 0BS. DROP 0BS. DROP
=70 AT ey IO 373 D 31 06:20 373 £y 37
14:35 36.0 " 4 22:35 473 4 2 06:35 473 40 27
14:50 460 a1 " 22:50 473 4 2 06:50 473 40 27
15:05 473 @2 " 23:05 473 40 2 07:05 473 40 27
15:20 478 41 3 23:20 473 40 2 07:20 473 40 27
15:35 47.8 40 4 23:35 473 4 2 07:35 473 40 27
15:50 47.8 40 4 23:50 473 40 3 07:50 473 40 27
16:05 478 40 5 00:05 473 40 23 08:05 473 4 27
16:20 478 " 7 00:20 473 4 23
16:35 47.8 40 B 00:35 473 4 23
16:50 47.8 40 3 00:50 473 40 3
17:05 478 40 h0 01:05 473 40 24
17:20 47.8 40 11 01:20 473 40 24
17:35 47.8 40 12 01:35 473 40 P!
17:50 47.8 40 13 01:50 473 40 24
18:05 478 40 13 02:05 473 40 2%
18:20 478 40 14 02:20 473 40 24
18:35 478 40 15 02:35 473 40 %
18:50 478 40 15 02:50 47.3 40 5
19:05 478 " 16 03:05 473 40 25
19:20 473 40 h7 03:20 473 40 25
19:35 473 40 h7 03:35 473 40 5
19:50 473 40 18 03:50 473 " 25
20:05 473 40 18 04:05 473 40 2
20:20 473 40 18 04:20 473 40 25
20:35 473 40 19 04:35 473 40 2%
20:50 473 40 19 04:50 473 40 2%
21:05 473 40 bo 05:05 473 " 2
21:20 473 40 Do 05:20 473 40 2%
21:35 473 40 Do 05:35 473 4 2
1:50 47.3 40 D1 05:50 473 40 2
2:05 473 4 D1 06:05 473 40 2%
H
RUN BY, I MUILUU’ DATE"?/Q. Mo J00F
RUN BY DATE

MERCK & CO., INC.
R.AS4.N RFV RMA
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Data file :C:\HPCHEM\HPLCO157\DATA\096-0101.D Sample Name: 70316-049

0.3591g/50ml of 79.84g etoac extratcs ->
Injection Date : 02/26/2002 1:31:53 PM Seq Line : 1
Sample Name : 70316-049 Vial No : 96
Acq Operator : hansen Inj. No. : 1
Inj. Vol. : 2 ul
Method : C:\HPCHEM\HPLCO157\METHODS\715.M
Last Changed : 02/21/2002 7:13:49 AM
75/25 0.1% HClO4/Acetonitrile, 1lml/min j? (9‘2
10min 25/75 water/acn; 75/25 from 10 to 14 min ! 5
waters cl18 symmetry, 250 nm . 7)
6‘\0\ /. %,’L/JA
DAD1 C, Sig=210,8 Ref=360,100 (096-0101.D)
mAU 3 S
3 o
E N
600 -
500 3
400 5
300 3 8
E «©
2907 P 8 2 ® R 3
100 3 Q ® S ) @
0 .:. N ¥ ‘/”\l 0? T Y o ‘_= T ]"‘-"
—I T T T ' T T T I T T T | T T T | T T T | T T T | T T T I T T T
0 2 4 6 8 10 12 14 min|
DAD1 E, Sig=268,16 Ref=360,100 (096-0101.D)
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Customized Report:karlo
Sorted By : Signal
Calib. Data Modified : 02/20/2002 3:33:04 PM
Multiplier : 1.000000
Signal: 1 DADl C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min]} [min]) [mMAU*s) % mg/ml
1 2.44 VB 0.061 2.91 11.225 0.21 0.000000
2 0.00 0.000 0.00 0.000 0.00 0.000000 L-224,715
3 6.14 BB 0.083 47.24 253.280 4.79 0.000000
4 9.91 BB 0.089 2.88 16.496 0.31 0.000000
5 12.09 VB 0.079 635.52 3206.216 60.66 0.684675 benzyloxy amide
6 12.80 BV 0.201 133.77 1729.025 32.71 0.000000
7 13.22 VB 0.139 1.81 18.425 0.35 0.000000
8 15.75 BBA 0.340 2.12 50.901 0.96 0.000000
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Data file

:C:\HPCHEM\HPLC0157\DATA\096-0101.D

Sample Name: 70316-049

Signal: 2 DADl E, Sig=268,16 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min] [min] [(MAU*s) 3 mg/ml
1 0.00 0.000 0.00 0.000 0.00 0.000000 L-224,715
2 12.09 BB 0.079 52.03 260.971 63.47 0.684675 benzyloxy amide
3 12.80 BP 0.198 11.84 150.173 36.53 0.000000
**% End of Report ***
HPLC0157 02/26/2002 1:48:14 PM
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Data file :C:\HPCHEM\HPLCO157\DATA\095-0101.D Sample Name: 70316-049

2.25 h coupling ->
Injection Date : 02/26/2002 12:59:23 PM Seq Line : 1
Sample Name : 70316-049 Vial No : 95
Acq Operator : hansen Inj. No. : 1
Inj. Vol. : 2 nl
Method : C:\HPCHEM\HPLC0157\METHODS\715.M
Last Changed : 02/21/2002 7:13:49 AM

75/25 0.1% HClO4/Acetonitrile, 1lml/min
10min 25/75 water/acn; 75/25 from 10 to 14 min
waters cl8 symmetry, 250 nm

DAD1 C, Sig=210,8 Ref=360,100 (095-0101 D)
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DAD1 E, Sig=268,16 Ref=360,100 (095-0101 D)
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Customized Report:karlo
Sorted By : Signal
Calib. Data Modified : 02/20/2002 3:33:04 PM
Multiplier : 1.000000
Signal: 1 DAD1l C, Sig=210,8 Ref=360,100
Peak RT Type Width Height Area Area Amount Name
# [min) [min) [mAU*s) % mg/ml
1 2.07 BV 0.058 3.17 12.046 0.06 0.000000
2 2.27 VvV 0.071 838.67 4062.625 18.62 0.000000
3 2.45 VV 0.062 155.00 611.290 2.80 0.000000
4 2.58 VB 0.083 144.77 800.680 3.67 0.000000
5 5.66 BV 0.083 6.38 33.342 0.15 0.005639 L-224,715
6 5.88 VB 0.078 2.20 11.023 0.05 0.000000
7 7.02 BB 0.094 8.17 54.257 0.25 0.000000
8 8.35 BV 0.084 6.51 34.570 0.16 0.000000
9 9.38 BB 0.103 6.89 50.258 0.23 0.000000
10 9.90 BP 0.084 24.01 132.439 0.61 0.000000
11 11.91 BV 0.074 9.53 44.426 0.20 0.000000
12 12.09 VB 0.112 2.31e3 1.583e4 72.54 3.401939 benzyloxy amide
13 12.77 BV 0.093 11.81 73.679 0.34 0.000000
14 12.93 vv 0.086 1.66 9.963 0.05 0.000000
15 13.04 vV 0.092 1.75 11.096 0.05 0.000000
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Data file :C:\HPCHEM\HPLCO157\DATA\095-0101.D Sample Name: 70316-049
Peak RT Type Width Height Area Area Amount Name
# (min] [min] [mAU*s] % mg/ml

16 13.22 VB 0.091 8.31 50.288 0.23 0.000000

Signal: 2 DADl E, Sig=268,16 Ref=360,100

Peak RT Type Width Height Area Area Amount Name
# [min] [min] [mAU*s] $ ng/ml
1 0.00 0.000 0.00 0.000 0.00 0.005639 L-224,715
2 8.35 BB 0.084 1.61 8.501 0.37 0.000000
3 9.%0 BP 0.083 1.09 5.874 0.26 0.000000
4 11.91 pv 0.074 1.19 5.498 0.24 0.000000
5 12.09 VB 0.079 446.26 2252.005 98.89 3.401939 benzyloxy amide
6 12.77 BP 0.076 1.12 5.385 0.24 0.000000
*** End of Report ***
HPLCO0157 02/26/2002 1:15:44 PM Page 2 of 2
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