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S1.
X-Ray Data collection and refinement statistics for 42

Table 1 Data collection and refinement statistics

Comp. 42
Data collection
Space group P21
Cell dimensions
a, b, c (A) 39.33, 135.94, 60.05
o, B,y () 90.00, 95.95, 90.00

Resolution (A)
Rsym or Rmerge

1.85 (1.85-1.88) *
0.04/0.05 (0.34/0.36)

1/aol 23.76 (2.27)
Completeness (%) 80.0 (70.3)
Redundancy 3.9 (2.7)
Refinement
Resolution (A) 1.85-30.0
No. reflections 42686
Rwork / Rfree 017/021
No. atoms

Protein 5396

Ligand 200

Water 424
B-factors (Ask for input)

Protein 35

Ligand 23

Water 28
R.m.s. deviations

Bond lengths (A) 0.006

Bond angles (°) 0.79

*Number of xtals for each structure should be noted in footnote. *Values in parentheses are for
highest-resolution shell.

[AU: Equations defining various R-values are standard and hence are no longer defined in the
footnotes.]

[AU: Ramachandran statistics should be in Methods section at the end of Refinement subsection.]
[AU: Wavelength of data collection, temperature and beamline should all be in Methods section.]
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S2. Evaluation of Mcl-1 Inhibitors with Proliferation Assay in Hematologic Cell
Line Panel; Comparison to MS-1 Activity

Methods: Intracellular BH3 (iBH3) profiling

The synthetic peptide for MS-1 (ac-RPEIWMTQGLRRLGDEINAYYAR-NH2), was
purchased (Genscript). Cytochrome c loss was measured by iBH3 profiling as
described earlier (Pan, R.; Hogdal, L. J., et al. Cancer Discov. 2014, 4, 362-375).
Following cell fixation and cell quenching, cells were stained with of 1:100 dilution
of anti-cytochrome c —Alexa647 (clone 6H2.B4; #612310, Biolegend) in a 10X
staining buffer (20% FBS, 10% BSA, 1% Saponin, 3 mM sodium azide in PBS) to
measure cytochrome c loss. Cytochrome c retention was measured on BD LSRII
after overnight incubation with antibody and cytochrome c retention was measured
using the following equation:

Cytochrome c loss = 100 — (% of cells within cytochrome c retention

gate)

Figure 1: In panels A, B we show the activity of compound 42 against a panel of
hematologic cell lines. In the proliferation experiments, we see differential
sensitivity in the various cell lines, which is consistent with different levels of cell
line priming to apoptosis. To test this hypothesis, we compared the cytochrome
c release caused by 42 in iBH3 profiling experiments (1C) to that produced by
the Mcl-1 specific MS-1 peptide in the same panel of hematologic cell lines show
in the proliferation studies. In general we find that cell lines that have greater
percent cytochrome c release after dosing with the Mcl-1 selective MS-1 peptide
have a similar cytochrome c release when dosed with the same concentration of
compound 42. Cell lines with high cytochrome c release in this experiment also

have lower Glsg in the proliferation studies.
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S3. Additional Data for Dosing Compound 42 in HCC-1187 Xenograft Model

S3 Figure Methods, Immunohistochemistry Analysis

Tumors were resected from mice, fixed in 10% neutral buffered formalin (Sigma), and
imaged in whole mount prior to paraffin embedding by the Histopathology Shared
Resource of the VICC Breast Cancer SPORE. Sections were rehydrated, followed by
trypsin-mediated antigen retrieval. Sections were blocked in 5% normal goat serum. IHC
on paraffin-embedded sections was performed using primary antibody against cleaved
caspase-3 (clone 5AE1 diluted at 1:500, Cell Signaling Technology). Immunodetection
was performed using Vectastain (Vector Laboratories) according to the manufacturer's
directions. Photomicrographs acquired on an Olympus CK40 inverted microscope through
an Optronics DEI-750C charge-coupled-device video camera using CellSens capture

software.

Figure S3. Further characterization of tumor growth studies of HCC-1187 xenographs. A)
Tumors extracted from animals at end of study (B) Immunohistochemistry analysis of
caspase activation in tumors after 14 days of dosing (100 mg/kg IP) or untreated controls

UTX (C) Average weight change of animals over course of study.
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S4. Additional Data for Co-Dosing Experiments with 42 in HCC-1187 Xenograft
Model

Figure S4. Co-dosing studies HCC-1187 TNBC

Treatment of HCC1187 with different drugs for 48 hours

p0.0048

6 o p0.0058

Doc VS Doc->vu p 0.0132
Doc VS vu->Doc p 0.0022

Docetaxel -50n M
Doxorubicin - 50 nM
vu.013 - 0.5 uM

Number of cells (x10,000)

Treatment of HCC1187 with different drugs for 48 hours

Figure S4: Quantification of the cells after treatment with different drugs for 48
hrs. 50,000 cells are plated and seeded overnight, and confirmed that cells are
attached before treatment. The cells are counted manually every 48 hrs. Again,
HCC-1187 cells are very sensitive to VU-013/42. Treatment with 42, or
combination treatment with 42+docetaxol and 42+doxorubicin resulted in
reduced number of cells.

S8



S5.

Table S5: Growth Inhibition Assays in Multiple Tumor Cell Lines

/

Screening of compounds 35-43 in Mcl-1 sensitive cell line panel

N—N
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Cl
35-43 44
Glso (UM)
Comp. R H929 AMO-1 MV-411 HCC1187 BT-20 H1703
35 ,.J@ch 4.4+0.01 3.3+0.01 2.3+0.2 >12.5 12+1 6.9+0.5
(o]
36 @_{’) 4.0+0.1 2.540.4 2.4+0.01 >12.5 1142 4.740.6
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37 . 0.82+0.01 0.55+0.09 0.37+0.1 5.540.6 7.0+0.9 4.140.2
Me;\‘
COOH
38 QE% 2.140.2 7.147 1.0+0.07 >12.5 9.4+4 1140.2
>~ N e
CgLH
39 1.7+0.1 1.4+0.05 0.58+0.06 7.340.1 7.742 6.4+0.3
O\/O
40 "COOH 0.65+0.1 0.36+0.07 0.27+0.03 5.240.4 4340.5 2.8+0.2
i N.Me
41 & 0.29+0.07 0.22+0.07 0.12+0.02 2.740.2 3.3+0.3 2.0+0.1
COOH
L N_Me
42 % 0.19+0.03 0.14+0.03 0.067+0.004 1.3+0.04 2.140.6 1.1+0.1
HOOC
A N,Me
P-42 % 0.12+0.01 0.10+0.02 0.088+0.001 0.92+0.03 1.8+0.7 0.83+0.08
HOOC
M-42 % 0.12+0.02 0.097+0.02 0.075+0.01 0.88+0.04 1.6+0.4 0.72+0.02
HOOC
L N_Me
43 % 3.6+0.1 2.3+0.1 1.8+0.08 >12.5 >12.5 >12.5
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S6. Synthesis and Characterization of Compounds

Compounds 1-5: Synthesis and characterization as described in Shaw et al., J. Med.

Chem., 2018, 61 (6), pp. 2410-2421 (Ref 39).
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8-chloro-11-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-5-methyl-7-(1,3,5-trimethyl-
1H-pyrazol-4-yl)-2,3,4,5-tetrahydro-1H-[1,4]diazepino[1,2-a]indol-1-one (6):
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8-chloro-11-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-7-(1,3,5-trimethyl-
1H-pyrazol-4-yl)-2,3,4,5-tetrahydro-1H-[1,4]diazepino[1,2-a]indol-1-one (7):

Cl
3-((8-chloro-11-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-1-oxo-7-(1,3,5-
trimethyl-1H-pyrazol-4-yl)-4,5-dihydro-1H-[1,4]diazepino[1,2-a]indol-2(3H)-

yl)methyl)benzoic acid (8):
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4-((8-chloro-11-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-1-oxo-7-(1,3,5-

COH

trimethyl-1H-pyrazol-4-yl)-4,5-dihydro-1H-[1,4]diazepino[1,2-a]indol-2(3H)-
yl)methyl)benzoic acid (9):
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5-((8-chloro-11-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-1-oxo-7-(1,3,5-
trimethyl-1H-pyrazol-4-yl)-4,5-dihydro-1H-[1,4]diazepino|[1,2-a]indol-2(3H)-
yl)methyl)furan-2-carboxylic acid (10):
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8-chloro-11-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-3-methyl-7-(1,3,5-trimethyl-

1H-pyrazol-4-yl)-2,3,4,5-tetrahydro-1H-[1,4]diazepino[1,2-a]indol-1-one (11):

VONDO/Syncors MRB12410 Agilent 1200 LOWS VONDO/Syncors MRBA12410 Agilont 1200 LOWS
Sample Name: PC-15-018-LCMS Acquired: 1/2/2019 10:18 AM Method 1 MIN NONPOLAR.M Description: Easy-Access Method: 1 ‘Sample Name: PC-15-018-LCMS Acquired: 1/2/2019 10:18 AM Method 1 MIN NONPOLAR M Description: Easy-Access Method: 1
st Fianame: Locanon: 13RS Wiis Nowpola 5525 ittt Fioname: Locaon 13RS Vit Nonpar 6500
S DATAPLAVEN. CHRISTOVID S DATAPLAVEN. CHRISTOVID
PR o LCMS 12070 PR orE NS 12070
SRESRE LSS SICORE Lo,
s peen mas oonts mnnos Aeosstn oy 2SI Peakt @127 min) 27666 1. 2:MS() Peakz 0758 ) 267022
Peakt  Tme Uvats  Uvase  Tce)  seM wvts  uvse T o .
T oom a0 o0 74 owa . o ez o o s
> om 70 00 ms  sws 1w o omssaso S “ wbo
s oms w0 00 4 sme  2;mas 25 1600145 o o1 o2 o Ao
4 13w 00 00 19 3917 o o0 30893347 | 8593 . | 7911
.
1 DADY A, 2150m(+14) NoRer s 02 s 20 a0 e 0 meD I TR a—
100 N
0 oese 100 2:MS(+) Peak 3 (0.854 min) 1014610 5. 2 MS(+) Peak 4 (1.362 min) 53236
B20% 5536 3917
&0 0 58 a0 2144
<0 60 60 187
20 F40 56 0. 8035
sohe 1023 39
o » A = 7 s T
v 2144
L 8573 sl dos,
w50 % o % = ™ iz o T a0 m o e e
100 1: DAD1 B, 254nm(+/-4) NoRef uv254 130.2
o
©
®a
©
wn B8 ™ % % = =
o 2MSDITIC () o) 15476960
©
©
a\A(]
»
e 56 o % % P =
o 2 EICE) 5520 M #1.0 =530 Eic-t 5507200
Ve5530
w 5
©
“\Aﬂ
»
e 58 ™ % % P =

cl K\( CO.H

Cl
3-((8-chloro-11-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-3-methyl-1-oxo0-7-(1,3,5
trimethyl-1H-pyrazol-4-yl)-4,5-dihydro-1H-[1,4]diazepino[1,2-a]indol-2(3H)-
yl)methyl)benzoic acid (12):
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4-((8-chloro-11-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-3-methyl-1-oxo-7-(1,3,5-
trimethyl-1H-pyrazol-4-yl)-4,5-dihydro-1H-[1,4]diazepino[1,2-a]indol-2(3H)-
yl)methyl)benzoic acid (13):
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5-((8-chloro-11-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-3-methyl-1-oxo-7-(1,3,5-

trimethyl-1H-pyrazol-4-yl)-4,5-dihydro-1H-[1,4]diazepino[1,2-a]indol-2(3H)-

yl)methyl)furan-2-carboxylic acid (14):
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7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-6-(1,3,5-trimethyl-1H-

pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-1(2H)-one (15):

Cl
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VCNDDISyncors MRE4-12410 Agilent 1200 LCHS VCNDDISyncors MRE4-12410 Agilnt 1200 LCMS
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Page 1012 Printed: 12812015 8:11 A Pago20(2 Printed: 12812015 8:11 AM.

CO.H

Cl N N

(0]
Cl
3-((7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-1-oxo-6-(1,3,5-trimethyl-
1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-yl)methyl)benzoic acid (16):
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VCNDDISyncors MREA-12410 Agilent 1200 LCMS,
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4-((7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-1-oxo-6-(1,3,5-trimethyl-
1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-yl)methyl)benzoic acid (17):
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5-((7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-1-ox0-6-(1,3,5-trimethyl-
1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-yl)methyl)furan-2-
carboxylic acid (18):
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VCNDDISyncore MRBA-12410 Agilent 1200 LCMS
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User: christp Filename: ocation: 1,1:£3 Minute Nonpolar® 649,00
PLAMEN_CHRISTOVIO
1-161PC 713241112410 LMCS-

Aeat  Aweath  Awa% AreaMbs  AweaAbs  Area Abs
Peak#  Tme  UV215  UV254  TIC) BPM wv21s Uvzsa TIcE)
1 oges 00 00 39 6492 0 3706379
2 o8 1000 1000 9.1 6492 954,68 84416 92073181
1002 DAD1 A, 2150m(+1-4) NoRef w215 1299.1

® oo

min 0D 3] 123 2] 2 s

100., 2 DAD1 B, 254nm(+/-4) NoRef uv2ss 11628
@
8 0005

min 00 03 06 09 2 23
1:MSD1TIC (+) TicE) 672094.0

min 0D 33 23 123 2 23

100 EIC(+)849.0M + 1.0 =650.0 EIC-1 90960.0
o M=650.0

1:MS(+) Peak 1(0.885 min) 616652 g0 1:MS(+) Peak 2 (0.885 min) 270032
6192 6492
&0. o2 &0,
2144 6512
0. &0
sz esp2
o 2184 6sp2 esp2
1522 o2
I 71 1 lors
mz 0 200 40 &0 800 100 mz 0 200 400 00 800 1000

Page10f2 Printed: 1/28/2015 8:09 AM

(8)-7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-6-(1,3,5-
yl)-3,4-dihydropyrazino[1,2-a]indol-1(2H)-one (19):

trimethyl-1H-pyrazol-4
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(5)-3-((7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-1-0x0-6-
(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-
yl)methyl)benzoic acid (20):
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(8)-4-((7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-1-oxo0-6-
(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-
yl)methyl)benzoic acid (21):
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VCNDDISyncore MRB412410 Agilent 1200 LCMS

VCNDD/Syncore MRB4-12410 Agilent 1200 LCWS
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(5)-5-((7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-1-0x0-6-
(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-
yl)methyl)furan-2-carboxylic acid (22):
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VCNDDISyncors MRE4-12410 Agilent 1200 LCHS
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Cl
(R)-7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-6-(1,3,5-
trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-1(2H)-one (23):
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(R)-3-((7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-1-oxo0-6-
(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-

yl)methyl)benzoic acid (24):
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(R)-4-((7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-1-0x0-6-

(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-

yl)methyl)benzoic acid (25):
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(R)-5-((7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-1-oxo0-6-
(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-

yl)methyl)furan-2-carboxylic acid (26):
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mn 00 o8 oo 2 " 100, 1:MS0) Peak 5 (1.107 min) 98603 gy 1:MS(H) Peak 6 (1.341 min) 100213
100, 2 DADI B, 2540m(+/4) NoRef Uv2ss 3525 2143| s 2z
- 4N £ a3 .
& R 1 Faod o2
® s 474 E « 591
g sebat 25 309 il ¢ a4
- me 20 w00 oo ma £ £ £ e %0
mn 0 5 73 S 133
10, 1:MSDTTIC (4) TICH) 450590
.
0
=
.
«
mn W W% 3 w
o0 T EICE) 6630 M + 10 Eic1 427920
o, M=664.0
- oo
.
Fa
.
min 00 19 Te W (5} 3
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\

cl N NH

Cl
(R)-7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-3-methyl-6-(1,3,5-
yl)-3,4-dihydropyrazino[1,2-a]indol-1(2H)-one (27):

trimethyl-1H-pyrazol-4

VCNDDISyncore MRB4-12410 Agilent 1200 LCMS

Samplo Name: PC-7-050 Acquired: 10282014 8:47 A Method 1 MIN NONPOLAR M Description: Easy-Access Mothod: 1
User: christp1 Filename: Location: 1,286 Minute Nonpolar' 538,00 VCNDD/Syncore MRB4-12410 Agilent 1200 LCMS
CALOVSIDATAPLAMEN_CHRISTOVI Samplo Name: PC-7-050 Acquired: 10282014 817 A Method 1 MIN NONPOLAR M Description: Easy-Accoss Mothod: 1
G-14PC.T-05011-12410 LMCS 616130 User chistpt Filaname: Location: 1.28.6 Minute Nonpolar 53800
CILOVSIDATAPLAMEN_CHRISTOV
G-141PC.7-05011-12410 LMCS 616130
Mea%  Awa%  Area% Aeabs  Aeadbs  AreaAbs
Peak#  Time  UV215  UV2s4  TIC() BPM wv21s uv2ss i), 1005 1:MS() Peak 1(0.202 min) 186722 g 1:MS(+) Peak 2 (0.950 min) 67040.0
1 0.202 513 00 0.0 2143 2316.35 0 0 80 2143 0. saet
2 o2 487 100 560 S94 20250 124744 201236450 o o sho
s s 00 oo 06 213 o o 303500 . A
4 1222 00 00 88 2144 0 0 315920.75 “o 1573 7o 40 2143
I sz
5 1329 00 00 118 2143 0 0 42258891 2 Lok 22 5190 05 2. 101
6 tam 00 00 ws 23 0 o suoirs LLLAGE 1P L !
e 20 o o0 w00 oo e 200 @ w0 o o0
100 2 DAD1 A, 215nm(+/-4) NoRef uv215. 20245
o " oo, T:MS() Peaka3 (1.167 min) 202369 g 1:MS() Peak 4 (1222 min) 191600
w S e 23| 224 i
S5 ke w w0
o 60 0. 3525
4 =, 3525 =,
40 40 0 " i
130, 539, B E 33
) » sdos = 21ho
2 aoa
.\iu \k{\ mr &0 Y 2 .
me'o ED 3 E3 w00 o mz o 20 00 E3 w0 o0
o 5 W M m 2 T
2: DAD1 B, 254nm(+/-4) NoRef uv2s4 1198.8 1005 1:MS(H) Peak 5 (1.329 min) 211825 o 1:MS(+) Peak 6 (1.399 min) 20033.3
100 @ 2143 23| %25
e & 1524 s
@ s
60 0- 014
60 R Fyo. 8032
! o S0r2
a0 0] 1024 o, 3 . 20y 1023
" BTN Y =< u Gl TN I 1 T
e £ 40 w0 w00 oo me 200 400 E3 w0 o0
o 58 13 M m 7 T
100 1:MSDTTIC (+) TIC(+) 1068564.0
®
@
Fio @ o
e 10
2 o
o 55 3 M M g T
100 1-EIC(+)538.0M + 1.0 = 639.0 EIC-1 526400.0
o M=530.0
w e
@
0
»
mn 50 % m M 2 T

NN QCOZH
L
cl N

Cl
(R)-3-((7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-3-methyl-1-0x0-6-
(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-
yl)methyl)benzoic acid (28):

S28



‘Sample Name: PC-7-055-2
User: christp Filenam

VCNDDISyncore MRBA-12410 Agilent 1200 LCMS

Acquired: 10/29/2014 5:32 PM

CILCMSIDATAIPLAMEN_CHRISTOW\1
0-141PC-7.055-211-12410 LMCS-

Method 1 MIN NONPOLARM
Location: 1,1:F.5

Description: Easy-Access Method: "1

Minute Nonpolar' 674.00

Aea%  Aea%  Aea% Areadbs  AeaAbs  AreaAbs
Peak#  Tme V215  UV2se  TICE) BPM wv2ts Uvass o)
1 05 00 00 58 1574 3 0 as26adt
2 o6 00 00 174 1574 0 0 13665827
3 oem 00 00 160 1574 o 0 12614368
4 1009 1000 1000 8 1573 43027 22088 38378088
5 110 00 00 61 1574 3 0 4802305
6 17 00 00 60 1574 0 o 43215
1002 DAD1 A, 215nm(+1-4) NoRef wv215 1845.2
8
&
40
2
min 00 3 % N 2 s
100, 2 DAD1 B, 254nm(+/-4) NoRef Uvzs4 2985
@
fort
o fo00%
6
0
2
min 00 33 0% 0% 2 5
100, 1:MSDTTIC (+) TiCE) 301137.0
8
&
® @ @ ©
W0 0355 s borz
S T To0%
PSS RPN PN
2
min 0D o5 0% 0% 2
100 T EIC(+) 6740M + 1.0 = 6750 EIC-1
"
Ko7
0 0%
&0
Fa
2
min 00 03 05 08 2 5

N

Cl

=z
p=4

X
o

Cl

‘Sample Name: PC-7-055-2

VCNDDISyncore MRBA-12410 Agilent 1200 LCMS
Method 1 MIN NOI
F,

Acquired: 10/20/2014 5:32 PM

NPOLAR M

Description: Easy-Access Method: ‘1

User: chisip! Filename: Location: 1,1 Minute Nonpolar 674,00
CALCMSIDATAIPLAMEN CHRISTOVIT
0-141PC-7-055-211-12410 LMCS-
617580
1005 1:MS(4) Peak 1(0.395 min) 386218 g 1:MS(+) Peak 2 (0.625 min) 35445.1
1574 1574
& &
o0 &
2, ®,
“o 2 40 2144
. 153 S 153
o o 10 219
me ED %o 0 me 20 4o ED 850
100, 1:MS(4) Peak 3 (0.912 min) 37510 g 1:MS(H Peak 4 (1.007 min) 260778
1574 1573
.
oz
. & ity
=a0: 2144 2. 214 P
» 153 2] 1025 | 2 o2
L . 3 sa3a Lokl L
mz 0 20 a0 0 0 00 me 20 0 o0 00 1000
1005 1:MS(4) Peak 5 (1.104 min) 271853 g 1:MS(H Peak 6 (1.178 min) 249958
1574 1574
& &
* > 2144
S0 2144 240
n] 1025 n] 1026 | 0
I S 6730 wopy fregs” | 6342
me 200 4o ED ED 00 e 200 %o o0 850 1000

(R)-4-((7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-3-methyl-1-oxo0-6-
(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-
yl)methyl)benzoic acid (29):

S29



VENDDISyncors WRE4-12410 Aglent 1200 LCMS VCNDDISyncors WRBA-12410 Agilent 200 LCHS
SamleMare: PC7.0551 Aol (70 S40PM  Natod IMINNONPOLARM - Batrpon: e Aoonts e SompleNam: PG7.055.1 Acauied: 00920145460 Wehad | MNNONPOLARM  Desrptn:Eoy Acees thos: 1
o e TAPLAMEN, CHRISTOW! " User: christp? Filoname: Location: 1.1, Minute Nonpolar 574,00
SLCMSDATARLAEN. CHELS CLOUSDATAPLAVEN CHRISTOV!
Crare CAPCT 055 11112410 LHCS
Neaw  Ama% Aot Aeans  Aeabs  Aeadss oo, 1M Peak 10,192 min) 278684 g TMSE Peak 2 (0913 min) 25207
Peak # Time w215 Uv254 TIee) BPM uv21s. uv2se TIC() s 1ra 0. e
©owr s o0 18 w4 mws o teisear
PR 00 00 7 1574 o o 2057755 £ 210 o 2140
3 1009 431 1000 605 6732 252320 197316 664897.75 o o0
T R P PR o o timastss p b _ 0] ws| | w2 s
) e ) i I sc01
s w00 00 e 13 o o swmasos
oo 2 DADT A, 2150mi{.-4) NoRel w215 26559
« 100, 1:MS(+) Peak 3 (1.006 min) 456404 00 1:MS(H Peak 4 (1.076 min) 204150
2 e
w o
s - a2 .
w E LS ot w0 2144
=0 Fao o7p2 Fao!
» » 213 ey 2] t0es| | e o2
ol oy o2y,
) ] o 0 ™ 0
1004 2 DAD1 B, 254nm(+/-4) NoRef Uvasa 24151 1005 " l‘ASSYV; Peak 5 (1.400 min) 183707
i 5.
0. 0o 2144
0. Fao
#, 1025 2022 3914
w0 © v w
wop | sfs
w b Ll
e P 3 E3 w0
o G 3] T ™ T
10, 1MSDTTC () Tic() 4664950
w
w
a0
P
o 08 % 0 = T
TEIC(H 6740 M+ 10 Eict 1170720
o
o 50
w
=
.
P
in 55 3 T 0] = T

VY ’);/
Cl N

Cl
(R)-5-((7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-3-methyl-1-0x0-6-
(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-
y)methyl)furan-2-carboxylic acid (30):
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VCNDDISyncore MRBA-12410 Agilent 1200 LCMS
‘Sample Name: PC-7-055-4 Acquired: 1012912014 5:48 PM Method 1 MIN NONPOLAR M Description: Easy-Access Method: |
User: chisip? Filoname: Location: 1,1:7.8 Minute Nonpolar” 663.00
CALCMSIDATAPLAMEN _CHRISTOV!
0-14IPC.7-055-411-12410 LMCS-

Mea%  Areat%  Awea% Aeasbs  Aeadbs  Areafbs

Peak#  Tme  UV215  Uv2se  TICK) £ wvzis vzsa TICE)
1 0es 1000 1000 1000 1574 143901 125353 915663.38

2: DAD1 A, 215nm(+/-4) NoRef uv21s 1750.4

min 00 1 123

2: DAD1 B, 254nm(+/-4) NoRef Uvzss 14015

2 [

1] 13 123 ]
501001.0

1:MSD1 TIC (+) Tio)

33
1LEIC(*) 6630 M + 1.0 =664.0 EiCt 721680

o M=664.0
& oo

1:MS(H Peak 1 (0.953 min) 208843
1574 632

o 6652

o 2144

mz 0 200 a0 &0 a0 000

Page 1011 Printed: 1012912014 5:50 PM

Cl

(8)-7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-3-methyl-6-(1,3,5-

trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-1(2H)-one (31):

S31



‘Sample Name: PC-7-060-PURE
User: christp

VCNDDISyncore MRBA-12410 Agilent 1200 LCMS
Acquired: 11/12/2014 2:27 PM Method 1 MIN NONPOLARM Description: Easy-Access Method: 't
Filenam fon: 1,1:E.6 Minute Nonpolar' 533,00
CILCMSIDATAIPLAMEN_CHRISTOW\1
1.141PC 7-060-PURE11-12410 LMCS-

Aeat  Aweath  Awat AreaMbs  AwaAbs  Arca Abs
Peak#  Tme  UV215  UV2s4  TIC) BPM wv21s Uvzsa TIcE)
1 o163 559 00 19 2144 698.36 0 1459566
2 ose7 441 1000 8.9 5302 55121 31079 66612188
3 1o0m 00 00 12 2144 o 8578865
2:DAD1 A, 215nm(+/-4) NoRef w215 586.7

00 03

2:DAD1 B, 254nm(+/-4) NoRef uv2ss

15
4865110

1) 3]

1:MSD1 TIC (+) TIc(+)

i3
168448.0
@ M=539.0

1)

1:EIC(+) 538.0M + 1 Elc-1

fa0c

CO.H

Cl

(5)-3-((7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-3-methyl-1-0x0-6-

‘Sample Name: PC-7-060-PURE
User: christp

1:MS(+)

2144

1574

1
L

Peak 1 (0.143 min)

2123 2922

VCNDDISyncore MRBA-12410 Agilent 1200 LCMS
Acquired: 11/12/2014 2:27 PM Method 1 MIN NONPOLAR M
Filename: Location: 1,16
CALCMSIDATAIPLAMEN_ CHRISTOV\1
1:141PC.7-060-PURE1-12410 LMCS-
62680.0

16242y, 1MSE)

144
1574

007 7980 L

Description: Easy-Access Method: “1

Minute Nonpolar’538.00

Peak 2 (0.894 min)
592

19045.4

20

1:MS(+)
2184

1574

L

Peak 3 (1.093 min)

400

800 20

174983

6710

00 1000

400

(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-

yD

methyl)benzoic acid (32):
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NDDISyncore MRE4-12410 Agilnt 1200 LCHS

"
‘Sample Name: PC.7-03:2 Acauired: 1111312014 4:31 PA Method 1 MIN NONPOLAR M
1 T4

VCNDDSyncore MRBA-12410 Agilent 1200

Description: Easy-Access Method: |

Lews
thod 1 MIN NONPOLAR M
TIEL

s Sample Name: PO-7-063.2 Acauked: 11132014 $31PM et Description: Easy-Access Method: 1
User: s laname: Location: 1 Minute Nongoiar 67400 User chrsip Fiename Location: Minule Nonpoiar 67400
GILCMSDATAPLAMEN CHRISTOWT CILCMSDATAPLAMEN CHRISTOW1
T14PC-7.063211-12410 LMCS. T-PC7.063211-12410 LMCS-
27900
Nea%  Amat A% Aeadbs  Aadbs  Aveahbs 100, 1SS Peak 1 (0671 min) 52613 gy 1MS(H Peak2 0773 min) 540987
Peakié  Tme W25 s TICW) BPM wts vase et w .
1 osn 00 00w 1574 o o T o w
2 om 00 00 118 1574 o 0 1uenz e S
3 0w 00 00 765 1674 9906 835 74256081
P 15pa 24 S wsha 2ua
o, s
© e 100 1S Peak3 (0,991 min) 430802
e o
o o he
E
=, otz
w 2144 o
E 15h3| w2z s
min 05 3 2 T 03 L
100, 2 DAD' B, 2540m(+/4) NoRef Uvass 6469 me 20 % ES o 000
3 oo
3
*
0
o
e 1 o W = T
10, 1:MSDTTIC (4) Tice) 5159260
a0
0
B
o
El
mn W W 7 T
100, EIC()6740M +10=6750 Eic1 1173760
I M=675.0
0
0
El
min 00 3 3 W 2 3

COH

Cl

$)-4-((7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-3-methyl-1-oxo0-6-
(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-
yl)methyl)benzoic acid (33):

VCNDDISyncore MRE4-12410 Agilent 1200 LCHS
Acauired: 1111312014 429 PA

VENDDISyncore MRE4-12410 Agilent 1200 LM

cus
Sample Neme: PC7-063:1 Method 1IN NONPOLAR M Description: Easy.fecess Method: | ‘Sample Name: PC-7-063-1 Acauired: 11/13/2014 4:29 PM. 1 MIN NONPOLAR M Description: Easy-Access Method: ‘1
User: chistp? oname: aton: 1.1£3 Minute Nonpolar 74.00 Samole Name 2 Method 1 MIN 1O Description: Easy-Acces
CILCMSDATAPLAMEN CHRISTOW1 e sl Ry icn o Nonpcle
C.7.063-111-12410 LMGS. WLCMSIDATAPLAMEN GHRISTOVI
TPC7.063111-12410 LMCS-
Nea%  Avat  Aat% Acadbs  Aeahbs  AvcaAbs 100, M) Peak 1(0.142 min) 538389 g 1:MS(H Peak 2 (0,394 min) 580650
Peakié  Tme W25 s TIGW) BPM wts vase Tice) ol w
1 ome  ses 00 22 e issam 0 anesi
2 osw 00 00 05 1574 o o0 120826 2 o
5 oser 00 00 2 1673 o0 esn20s . ae Fa
4 1 as 00 s o2 1o Baass  TouET04 ] e ot e o isha s wcor
5 1o 00 00 129 1574 o o 1izrse L Lo
6 1an 00 00 58 1674 o o rerrers e 1 E3 E3 ™ iz 20 w a0 a0 %0
7 00 00 62 1574 o o ez
ooy 1MS( Peak3 (0,867 min) 23647 g 1:MS() Paak 4 (0999 min) aw2n13
573 o 2
0% DADY A 218014 Noket w215 . 14144 o . 2
ey oy s o
a0 o
*, *
w0 a0
© s s @
N P =
o L. w0z e | o ey
£ me ES & oo B oo mz E) i a0 w0 0
oo, TMSE Peak (1,070 min) 458873 gy 1MS(H Peak s (1.311 min) 402039
min 00 3 5 2 = 2 tara
o o
100, 2 DAD' B, 2540m(+/4) NoRe vase 10447 . o
& o T 2144 o s
= 225 = hz| w2z
- % I b ° [ e
% me % ES w0 0o mie Ed o ) a0 o0
= ooy 1:MS() Peak 7 (1.420 min) 364263
e
min 50 13 T TS T2 3 o
s
1:MSD1TIC (+) TICH) 529604.0
o0 Fa. 21
a0 s | 2z w01a
“ | s
o me 2% o an o0
®
0
E
3 5 7 (3
Eic4 1180960
M=675.0
0
0
®
0
=
min 00 13 T W 2 T
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Cl

(8)-5-((7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-3-methyl-1-oxo0-6-
(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-

yl)methyl)furan-2-carboxylic acid (34):

¢

Name: PC-7-063-4
ristp

Acquired: 11/13/2014 4:35 PM

VCNDDISyncore MRBA-12410 Agilent 1200 LCMS
Method 1 MIN NONPOLARM
Location: 1,1:£.6
ATAIPLAVEN_CHRISTOIT

Access Method:

Description: Easy-Ac:
Minute Nonpolar'663.00

Sample.
User: chy

Name: PC-7-063-4
ristp1

VCNDDISyncore
Acquired: 11/13/2014 4:35 PM

c
1141PC 706341112410 LMCS
62792.0

ocation:
\TAIPLAVEN_CHRISTOWI1

o Easy-Ac
inute Nonpolar’ 663,00

Access Method: 1

T441PC.7.063-411-12410 LMCS.
621920
aeat  Aeath  Aeath noadbs  Aeanbs  AveaAbs 100, 1:MS(3) Peak 1 (0.700 min) 488457 0 1 MS(- Peak 2 (0.932 min) 451570
574 1574
Peak#  Tme V215 UV2s  TIGM) BPM wv2ts vzs i), & 8.
1 070 00 o 74 1574 o 0 4844098 ) &
2 08 1000 1000 619 1574 156,56 18814 42623484 2y N
s tom 00 00 188 1574 o 0 12847307 21e 2144 6032
2 1593 2 1o 12
100, 2: DAD1 A, 215nm(+/-4) NoRef uv21s 527.5 mz 200 “00 600 B0 mz 200 400 600 e00 1000
% ) Peak 3 (1.086 min) 406199 g, 1:MS( Peak 4 (1.408 min) 341302
1574 1574
& & 8.
<0 60 60,
2 Faol | 24 F 21ad
20 15pa 2 1oz | 2922
L f o e oo | =
mn 00 03 06 09 2 15 miz 100 300 500 700 e mz 200 00 e w00 1000
100, 2 DAD1 B, 254nm(+/-4) NoRef Uv2s4
5
&
®
w0
2
R P
min 00 0% 0%
100, 1:MSDTTIC (+) TICEH) 3212440
5
6
W0
2
in 00 0 % o 2 s
100, 1 EIC(+) 6630 M + 1.0 = 664.0 Eic-1 36336.0
M=664.0
%
&
2
W0
2
mia 00 s 23 2 5

(R)-3-(7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-1-0x0-6-
(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-yl)benzoic

acid (35):

S34



VCNDDISyncore MRBA-12410 Agilent 1200 LCMS

‘Sample Name: PC-8-013-2 Acquired: 1212019 9:25 AM Method 1 MIN NONPOLARM Description: Easy-Access Method: 1

User: chrisipt Filenam Location: 1,1:7.5 Minute Nonpolar 658.00
CALCMSIDATAPLAMEN_CHRISTOVIO
1491PC-8.013.211-12410 SYNCORE
Loms-D
Aeath  Amath  Aeat% Aeadbs  Acabs  AreaAbs
Peak#  Tme V215 UV2se  TIGM) BPM wv21s Uvzss Tie),
1 ozm 00 00 2143 o 0 16419239
2 oo 1000 1000 66.1 6615 166,12 5785 161175038
s t2m 00 00 124 2146 o 0 031850
4 s 00 00 77 014 o 0 18%07452
5 14 00 00 70 2144 0 0 17133073
100, 1 DAD1 A, 2150m(+/-4) NoRef uv21s 719
@)
o L
6
0
2
W
mn 00 03 05 03 2 s
100, 1 DAD1 B, 254nm(+/-4) NoRef Uv2s4 493
o
e
El Toobs
&
=0
2
min 00 03 % g 2 s
100, 2 MSDTTIC (+) TIC(H) 533368.0
5
&
=
w0
2
min 00 0% 0% 0% 2 (3
1002 EIC(+)658.0M + 1.0 =659.0 ] 3660000
@ M=659.0
5 fosos
6
Fa
2 P
min 00 s 2] 0 2 s

COH

Cl
(R)-4-(7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-1-0x0-6-
(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-yl)benzoic
acid (36):

VCNDDISyncore MRB4-12410 Agilent 1200 LCMS

‘Sample Name: PC-8-013-2
User: christp

Acquired: 11212019 925 AM
Filenam Location: 1,1:F.5
CILCMSIDATAIPLAMEN_CHRISTOVIO

1191PC 8.013-211-12410 SYNCORE

LoMS-

Method 1 MIN NONPOLAR M

Description: Easy-Access Method: ‘1
Minute Nonpolar'656.00

1005 2 MS() Peak 1(0.292 min) 33106 5. 2:MS(+) Peak 2 (0.971 min) 14850.7
2143 596
© ® e00
a 5o 2144 by
* =,
40 163.4 | 2157 - 65p.2
20: 101.4 1574 2046 20- 1054 2826
sa26 8509 o012 025
o 5 Luw L sort
e 20 400 00 00 00 e 200 6o st a0 1000
100, 2 MS(+) Peak 3 (1212 min) 0778 . 2 MS(+) Peak 4 (1.325 min) 83015
2 s914
£ 80 2144
o0 & he e
S Fao o
20 o3 (1544 6504 2. WIQ 19gfe 39 r 8036
J‘.L b N 859 (N0 TR § CIEE) L
me 0 ES a0 ED ED 000 mz 0 20 w0 0 w00 1000
1005 2 MS() Peak 5 (1.435 min) 119480
21
@
&
2 2140
107
*1 5552 05
s
e 20 4o ED D 1000

S35



‘Sample Name: KOJ-50-1
Usar: jeonk

Fesik 8th Floor Agilent 1200 SL LCMS

Acquired: 1212019 10:13 AM
Filenam
19IK0J-50-111-FESIK 8TH FLOOR-
817320

Method KINETEX 2 MINUTEM
EILCMSIKYUOK_JEONIO!- Location: 1,1:A.2

Description: Easy-Access Method
Kinetex 2 Minte' 658.00

100, 1 DADT A, 214nm(+/-16) NoRef uv2ia 12209
B oo
&
S0
2 ,_,JL
min 05 ) o 75 Y] 75
100, 1 DAD1 B, 254nm(+/-16) NoRef Uv2se 4448
B i
&
a0
2
o
mia 05 ] o 75 Y] 75
100, 2 MSDTTIC (+) TiCE) 2169694.0
B
6
Fo
2
min 05 s o 75 %5 75
100 2/ EIC(+)65B.0M + 1.0 =659.0 ElC-t 844224.0
wof e,  MB500
B o [l
6
Fo
2
min 05 s o 75 g1 %5
100, 3 ELSD, Voltage ELSD 155.3
% s
&
Fao
2
min 00 s o 5 %o %5

CO.H

-4

Cl

Fesik 8th Floor Agilent 1200 SL LCMS

SamploName: K0450.1 wired 1220101019 A . Motnod KINETEX2MNUTEN  Deserpion: Eay-Accos iethod
i Frcname. L EMSKIOk SEONG Loemton 1TAD e e 05558
OGRS 111 FESI BT FLOOR.
o 2MS) Peak 1 (1,349 min) W7B5 o 2MS()  Peak2 (2056 min) 107579
B 03
o o
ot o
F40 2831 F40.
2071 36 1302 6728
» s »
| R e wns
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(R)-6-(7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-1-0x0-6-
(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-yl)-1-
methyl-1H-indole-4-carboxylic acid (37):

S36



‘Sample Name: PC-5.013.4-

User:chvisip? Location: 1

D/Syncore MRBA-12410 Agilent 1200 LCWS
oM Method 1 MIN NONPOLAR M
T84

Description: Easy-Access Method: |
Minute Nongolar' 71200

Sample Name: PC-5.013-4-
T

venor
Acauired: 2262015 314 P

DISyncore MRBA-12410 Agilent 1200 LCWS

"
Mothod 1 MIN NONPOLAR M
84

Description: Easy-Access Method: |

venor
Acauired: 2262015 314
Filan:

c

CHSIDATAPLAMEN CHRISTOVI Uter ity i Locaton: 1 Minu Nonpolr 11200
Z15PCE.0T3.4.11-12410 LMCS. CALCMSIDATAPLAVEN CHRISTOVD
Bty Z15PC8.013.4.11.12410 LMCS.
Aeadk  eat  Areat AeaRbs  Aeadbs  Avea Abs 10, 1:MS() Peak 1 (0,835 min) BT g, 1S Peak2 (0973 min) 3208
Peks  Tme  Wats  was  TICW BPM wvais  uvese e 20 o
1 ome 00 100 w6 720 awm W e0z2s o 203 w0 s
2 o w o0 e 2us o 0 een & ho w0
PR w00 83 22 o 739827 S w2 b Sl s
4 ams o0 00 105 o o o s o] e e w0, . o | w22 wss
s w o0 a0 2uz o o sz [ " L L 000
6 tex 0 o0 w7 23 o 0 teosszs e 9 ra F9 P o me 0 W o o o
100, % DADT A, 215nm(+/-4) NoRef wv2is 1391 100, 1:MS() Peal3 (1.129 min) 96990 g 1:MS(H) Peak 4 (1.235 min) 90637
w s a4 w w2t
o 0 ) as24 2] w02
2 © ‘ aeas = | o 0
" L Gl FIT L
s %0 w0 w0 me 0 o w0 o
me 00 o3 os o 2 i o0y 1S Peak (1,323 min) BOT5 g, 1:MS() Peak s (1.424 min) 98117
2:DAD1 B, 254nmi(+/-4) NoRef vzse %9 U Gea
o o w n w0 25
o0 oo . o
N ] 02 ] s e
. " B FA. . he sm0 757
s 7550|7200
o l\ 1 L , I
P me 20 w0 ES ) w0 me 20 i o o w0
o B 13 T T =
1o, 1:MSDITIC (4 Tic() 2239860
w0
“a
o 03 13 o W T T
oo, T EICHT120M+ 10 EiC1 287440
k o M=7130
w0 i
w0
B
0
o
o 03 1 3 1 133 =

CO,H

Cl

(R)-4-(7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-1-0x0-6-
(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-yl)-1-
methyl-1H-indole-6-carboxylic acid (38):
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(R)-7-(7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-1-0x0-6-
(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-
yl)benzo|d][1,3]dioxole-5-carboxylic acid (39)
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5-(7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-1-o0xo0-6-(1,3,5-
trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-yl)-1-naphthoic

acid (40):
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(R)-3-(7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-1-0x0-6-
(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-yl)-1-
methyl-1H-indole-6-carboxylic acid (41):
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(R)-3-(7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-1-0x0-6-
(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-yl)-1-
methyl-1H-indole-5-carboxylic acid (42):
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Separation of lactam atropisomers:

(M)-(R)-7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-6-(1,3,5-

trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-1(2 H)-one

eluting atropisomer)
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(P)-(R)-7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-6-(1,3,5-
trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-1(2H)-one (first eluting
atropisomer)
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(M)-(R)-3-(7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-1-0x0-6-
(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1 H)-yl)-1-
methyl-1H-indole-5-carboxylic acid ((M)-42):

HO,C

(P)-(R)-3-(7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-1-ox0-6-
(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-yl)-1-
methyl-1H-indole-5-carboxylic acid ((P)-42):
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(8)-3-(7-chloro-10-(3-(4-chloro-3,5-dimethylphenoxy)propyl)-4-methyl-1-oxo0-6-
(1,3,5-trimethyl-1H-pyrazol-4-yl)-3,4-dihydropyrazino[1,2-a]indol-2(1H)-yl)-1-
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methyl-1H-indole-5-carboxylic acid (43):
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