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1. General procedure for synthesis of trifluoromethyl dihydrobenzoazepino-
indoles

N NH, CICH,CH,CI, 50 °C N

TFAA, cat. DMAP POCI;, PPA
_—

7N AN /
X — > R~
CHJCly, RT rAL Ny NHCOCF;  Refiux ~N  CF
Z~N H 3
H 1a-g

To asolution of indoles (2.8 mmol, 0.4g) and 2-aminobenzyl acohol (1.4 mmol, 0.17 g) in DCE
(4 mL) was added TFA (0.41 mmol, 0.031 mL) at rt. The resulting solution was stirred at 50 °C
overnight. The reaction was quenched with saturated aqueous NaHCO; (50 mL) and diluted with
EtOAc (50 mL). The organic phase was washed with brine (100 mL), and then dried over N&SO..
Solvent was removed using a rotary evaporator, and the residue was purified by silica gel
chromatography to give 2-((1-indol-3-yl)methyl)anilines.

To a solution of 2-((1-indol-3-yl)methyl)anilines (15 mmol, 1.0 eq.), 4-dimethylaminopyridine
(DMAPR, 91.5 mg, 0.75 mmol, 0.05 eq.) in dichloromethane (30 mL) was added drop wise
trifluoroacetic anhydride (2.5 mL, 18 mmol, 1.2 eq.). The resulting mixture was stirred for 2 h at
room temperature in the air. After the reaction was complete, the reaction mixture was washed
with saturated brine (30 mL) and extracted with dichloromethane (3x20 mL). The organic layers
were dried by anhydrous N&,SO,4 and concentrated in vacuo. Purification of the residue by flash
column chromatography (petroleum ether/ethyl acetate = 6/1) afforded the desired
trifluoroacetamide compound.

trifluoroacetamide compound (10.9 mmol, 1.0 eg.) in PPA (30 mL) was added to a round
bottom flask(100 mL), and the flask was heated to 120°C; then phosphorus oxychloride (6.6 mL,
54.5 mmol, 5.0 egq.) was added into it. The resulting mixture was refluxed for 5 h. Upon
completion the reaction mixture was alowed to cool to room temperature and quenched with
water. Basify the agueous layer by the addition of saturated solution of NaHCO;. The resulting
solution was extracted four times with EtOAc. Organic layer was washed with brine, dried over
anhydrous N&S0O,, and solvent was removed in vacuo. Purification of the residue by flash column
chromatography (petroleum ether/ethyl acetate = 10/1) afforded the corresponding
6-trifluoromethyl-4,12-dihydroindol o[ 2,3-c][ 1] benzazepine (1).
1.1 General procedurefor synthesisof dihydrobenzoazepino-indoles

O Ny NH, cat. DMAP O POCI, PPA
- =

T
N R O° R cpon RT O Ny NHCOR;  Reflux
N
R = CF,H: 1h Th-i
R1=CH3: 1i

To a solution of 2-((1-indol-3-yl)methyl)anilines (15 mmol, 1.0 eq.), 4-dimethylaminopyridine
(DMAPR, 91.5 mg, 0.75 mmol, 0.05 eq.) in dichloromethane (30 mL) was added drop wise an
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anhydride ( 18 mmol, 1.2 eg.). The resulting mixture was stirred for 2 h at room temperature in the
air. After the reaction was complete, the reaction mixture was washed with saturated brine (30 mL)
and extracted with dichloromethane (3x20 mL). The organic layers were dried by anhydrous
N&,SO, and concentrated in vacuo. Purification of the residue by flash column chromatography
(petroleum ether/ethyl acetate = 6/1) afforded the desired acetamide compound.

acetamide compound (10.9 mmol, 1.0 eq.) in PPA (30 mL) was added to  round bottom flask
(100 mL), and the flask was heated to 120°C, then phosphorus oxychloride ( 54.5 mmol, 5.0 eq.)
was added into it. The resulting mixture was refluxed for 5 h. Upon completion the reaction
mixture was alowed to cool to room temperature and quenched with water. Basify the aqueous
layer by the addition of saturated solution of NaHCOs. The resulting solution was extracted four
times with EtOAc. Organic layer was washed with brine, dried over anhydrous N&S0O,, and
solvent was removed in vacuo. Purification of the residue by flash column chromatography
(petroleum ether/ethyl acetate = 10/1) afforded the 6-trifluoromethyl-4,12-dihydroindolo[2,3-c]
[1]benzazepine (1h-i).

6-trifluoromethyl-5,12-dihydroindolo[2,3-c][1]benzazepine (1a). Yellowish solid, 80% over yield, m.p.
170-171°C. *H NMR (400 MHz, CDCl3) & 8.41 (s, 1H), 7.81 (d, J = 8.0 Hz, 1H), 7.53— 7.47 (m, 1H), 7.42 (d, J =
8.3 Hz, 1H), 7.38 (dd, J = 6.8, 0.9 Hz, 1H), 7.36 — 7.27 (m, 3H), 7.23 (ddd, J = 7.9, 6.9, 1.0 Hz, 1H), 3.92 (s,
2H);®®*C NMR (101 MHz, CDCl3) § 144.48, 138.15, 132.11, 129.64, 128.46, 128.25, 126.95, 126.16, 125.64,
124.79, 122.91, 120.81, 119.76, 112.00, 28.87; 1°F NMR (376 MHz, CDCl;) § -68.24 (s).

6-trifluoromethyl-4-methyl-5,12-dihydroindolo[ 2,3 c][1]benzazepine (1b).

Y ellowish solid, 85% over yield, m.p. 150-151°C. *H NMR (400 MHz, CDCl3) & 8.20 (s, 1H), 7.67 — 7.62
(m, 1H), 7.49 (dd, J= 7.4, 1.5 Hz, 1H), 7.39 — 7.26 (m, 3H), 7.20 — 7.10 (m, 2H), 3.90 (s, 2H), 2.50 (s, 3H);
13C NMR (101 MHz, CDCl3) & 144.50, 137.90, 132.16, 129.57, 128.44, 128.15, 126.90, 126.48, 126.31,
124.40, 122.71, 122.30, 121.23, 121.07, 117.42, 29.02, 16.49; °F NMR (376 MHz, CDCl,) & -68.13 (9).
6-trifluoromethyl-1-methyl-5,12-dihydroindol o[ 2,3-c][ 1] benzazepine (1c).

Y ellowish solid, 83% over yield, m.p. 140-141°C. *H NMR (400 MHz, CDCl5) & 8.45 (s, 1H), 7.93 (d, J =
1.5 Hz, 1H), 7.50 (dd, J = 7.6, 1.5 Hz, 1H), 7.43 (dd, J = 8.7, 1.7 Hz, 1H), 7.40 — 7.32 (m, 2H), 7.32 - 7.30
(d, 1H), 7.30-7.28 (s, 1H), 3.86 (s, 2H).; °C NMR (101 MHz, CDCl3) § 144.49, 138.53, 132.82, 132.16,
129.33, 128.00, 127.55, 126.88, 126.29, 126.06, 123.31, 122.99, 122.52, 110.00, 30.33, 21.08; °F NMR
(376 MHz, CDCl3) 6 -68.07 (S).
6-trifluor omethyl-2-methyl-5,12-dihydr oindol o[ 2,3-c][1] benzazepine (1d).

Y ellowish solid, 85% over yield, m.p. 145-146°C. *H NMR (400 MHz, CDCl3) & 8.26 (s, 1H), 7.76 (d, J = 8.0 Hz,
1H), 7.36 (dd, J= 7.9, 2.7 Hz, 2H), 7.28 (t, J = 7.6 Hz, 1H), 7.25— 7.22 (m, 2H), 7.22— 7.13 (m, 3H), 3.85 (s, 2H),
2.67 (s, 3H); *C NMR (101 MHz, CDCl5)  144.55, 136.67, 132.19, 130.22, 129.53, 128.43, 128.21, 128.09,
126.88, 125.22, 125.01, 123.06, 119.05, 111.67, 28.86, 21.52; *°F NMR (376 MHz, CDCl5)  -68.21 (3).
6-trifluoromethyl-3-fluor o-5,12-dihydroindol o 2,3-c][ 1] benzazepine (1€).

Y ellowish solid, 75% over yield, m.p. 161-162°C. *H NMR (400 MHz, CDCl3) & 8.42 (s, 1H), 7.70 (d, J =
8.6 Hz, 1H), 7.50 (dd, J = 7.5, 1.4 Hz, 1H), 7.41 (d, J = 1.5 Hz, 1H), 7.35 (ddd, J = 10.1, 7.7, 1.7 Hz, 2H),
7.31—7.27 (m, 1H), 7.19 (dd, J = 8.6, 1.7 Hz, 1H), 3.88 (s, 2H); *C NMR (101 MHz, CDCl;) § 163.33,
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160.90, 144.43, 138.30, 131.82, 129.73, 128.46, 128.33, 127.07, 125.60, 121.58, 121.15, 121.04, 110.52,
110.26, 98.22, 97.96, 28.88; 1°F NMR (376 MHz, CDCl;) & -68.23 (s).
6-trifluoromethyl-3-chloro-5,12-dihydr cindol o[ 2,3-c][ 1] benzazepine (1f).

Y ellowish solid, 78% over yield, m.p. 175-176°C. *H NMR (400 MHz, CDCl3) & 8.42 (s, 1H), 7.70 (d, J =
Hz, 1H), 7.50 (dd, J= 7.5, 1.4 Hz, 1H), 7.41 (d, J = 1.5 Hz, 1H), 7.34 (pd, J = 7.3, 1.7 Hz, 2H), 7.29 (dd, J
7.1, 1.7 Hz, 1H), 7.19 (dd, J = 8.6, 1.7 Hz, 1H), 3.88 (s, 2H); **C NMR (101 MHz, CDCl;) 5 144.37,
138.25, 136.90, 132.03, 131.79, 131.11, 129.83, 129.38, 128.49, 128.38, 127.99, 127.12, 126.95, 125.39,
123.93, 123.40, 121.87, 120.74, 115.21, 111.84, 28.80; °F NMR (376 MHz, CDCl5) & -68.24.
6-trifluoromethyl-2-bromo-5,12-dihydroindolo[ 2,3-c][1]benzazepine (1g).

Y ellowish solid, 75% over yield, m.p. 225-226 °C. *H NMR (400 MHz, CDCl3) & 8.41 (s, 1H), 7.49 (dd,
=57, 3.6 Hz, 1H), 7.38 — 7.28 (m, 3H), 7.21 (dd, J = 11.5, 5.1 Hz, 2H), 6.92 (d, J = 6.2 Hz, 1H), 4.06 (s,
2H), 2.89 (s, 3H); *C NMR (101 MHz, CDCls) & 144.30, 136.54, 131.77, 129.93, 128.99, 128.52, 128.39,
127.14, 126.40, 124.51, 122.33, 121.93, 113.99, 113.50, 28.72; °F NMR (376 MHz, CDCl5) & -68.25 (d, J
=3.9H2).
6-difluoromethyl-5,12-dihydr oindolo[ 2,3-c][ 1]benzazepine (1h).

Y ellowish solid, 90% over yield, m.p. 151-152°C. *H NMR (400 MHz, CDCl3) § 8.41 (s, 1H), 7.73 (dd, J
= 8.8, 5.3 Hz, 1H), 7.50 (dd, J = 7.5, 1.6 Hz, 1H), 7.38 — 7.31 (m, 2H), 7.31 — 7.27 (m, 1H), 7.08 (dd, J =
9.3, 2.2 Hz, 2H), 7.00 (td, J = 9.1, 2.2 Hz, 1H), 3.89 (s, 1H); **C NMR (101 MHz, CDCl;) 5 145.27,
138.02, 132.29, 129.18, 128.63, 128.17, 127.90, 126.87, 125.71, 124.84, 124.70, 123.88, 123.28, 120.49,
120.28, 119.64, 117.86, 115.02, 111.98, 29.00; °F NMR (376 MHz, CDCl3) 5 -114.46 (d, J= 55.1 HZ).
6-methyl-5,12-dihydroindol o[ 2,3-c][1] benzazepine (1i).

Yellowish soid, 87% over yield, m.p. 172-173 °C. *H NMR (400 MHz, CDCl3) & 8.31 (s, 1H), 7.57 (s,
1H), 7.52 — 7.45 (m, 1H), 7.37 — 7.27 (m, 4H), 7.19 (dd, J = 8.4, 1.2 Hz, 1H), 3.88 (s, 2H), 2.49 (s, 3H);
13C NMR (101 MHz, CDCl3) & 157.49, 146.78, 137.16, 133.38, 132.89, 131.83, 129.08, 128.22, 127.14,
126.81, 126.57, 125.65, 125.33, 125.20, 124.77, 121.75, 120.33, 119.64, 111.61, 28.96, 26.40.
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1. Copies of *H NMR, **C NMR and *°F NMR spectra
6-trifluoromethyl-5,12-dihydroindol o[ 2,3-c][ 1]benzazepine (1a)
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6-trifluoromethyl-4-methyl-5,12-dihydroindol o[ 2,3-c][ 1]benzaz- epine (1b)
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6-trifluoromethyl-1-methyl-5,12-dihydroindolo[2,3-c][ 1]benzaz- epine (1c)
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1¢ "F-NMR (376 MHz, CDCls)
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6-trifluoromethyl-3-fluoro-5,12-dihydroindolo[2,3-c][ 1]benzaze- pine (1€)
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6-trifluoromethyl-3-chloro-5,12-dihydroindol o[ 2,3-c][ 1]]benzaze- pine (1f)
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6-difluoromethyl-5,12-dihydroindol o[ 2,3-c][ 1]benzazepine (1h)
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(9)-6-(2-pyrrolyl)-6-trifluoromethyl-4-methyl-5,6,7,12-tetr ahydroindol o[ 2,3-c][ 1] benzazepine
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(9)-6-(2-pyrrolyl)-6-trifluoromethyl-1-methyl-5,6,7,12-tetr ahydroin-

dolo[2,3-c][1]benzazepine (3c)
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(9)-6-(2-pyrrolyl)-6-trifluoromethyl-2-methyl-5,6,7,12-tetr anydroin-

dolo[2,3-c][1]benzazepine (3d)
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CHs
3d °F-NMR (376 MHz, CDCl3)
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(9)-6-(2-pyrrolyl)-6-trifluoromethyl-3-chlor 0-5,6,7,12-tetr ahydroin-

dolo[2,3-c][1]benzazepine (3f)
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3f F-NVIR (376 MHz, CDCly)
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(9)-6-(2-pyrrolyl-5’-methyl)-6-trifluoromethyl-5,6,7,12-tetr ahydroi-

ndolo[2,3-c][1]benzazepine (3h)
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3h "°F-NMR (376 MHz, CDCls)
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(9)-6-(3-indolyl-)-6-trifluoromethyl-5,6,7,12-tetr ahydroindol o[ 2, 3-c][1]benzazepine (8a)
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8a "*F-NMR (376 MHz, CDClg)
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(9)-6-(3-indolyl-)-6-trifluoromethyl-2-methyl-5,6,7,12-tetr ahydroindol o[ 2,3-c] [ 1] benzazepine
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CH,
8d "°F-NMR (376 MHz, CDCl3)
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(9)-6-(3-indolyl-5’-methoxy)-6-trifluoromethyl-5,6,7,12-tetr ahydroindol o[ 2,3-c][ 1]benzazepi

ne (8f)
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8f “SF-NMR (376 MHz, CDCl,)
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(9)-6-(3-indolyl-7>-methyl)-6-trifluoromethyl-3-chloro-5,6,7,12-tetrahydroindol o[ 2,3-c][ 1] ben

zazepine (8h)
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8h "F-NMR (376 MHz, CDClg)
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6-(2-pyrrolyl)-6-trifluoromethyl-5,6,7,12-tetr ahydroindol o[ 2,3-c][ 1] benzazepine (3a).
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6-(2-pyrrolyl)-6-trifluor omethyl-4-methyl-5,6,7,12-tetr ahydr oindol o[ 2,3-c][ 1]benzazepine
(3b).
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JI 'l.l I|i "&
-] Jllll \1" ,‘I’ '«_\
1 y X
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0 e — — -:‘."—P'/ —
_m_

B 3 10 11 12 15 ﬁ mir
# [min] [min] mAU *3 [mAU ] %
-— |- |- | ————————— |-
1 10.158 vv 0.5660 2776.41748 T76.52430 49,8100
2 11.762 VB 0.6567 2797.59448 66.51501 50.1900

VWD A, # w254 nm (ABDLULYZ0181024000022.0)

Morm,
ol
350 4 ix
- &
|
200 ‘ |
; \
150 | |
' !
1 |
100 | x
13
= o T
llli| ".".\ ﬁsh#ﬁ
ﬂ _I-\-‘-_ e -.l' -\L-‘-\-_-— e —— _UJ-F'-_ _‘-\--‘--h_
B 9 10 1 12 1
# [min] [min] mAU *5 [mAU ] %
————|m—————— | ====| === | ===—————— | ===—————— | ==—————— I
1 10.778 vV 0.3358 8901.45508 408.49533 96.15889

2 12.881 MM 0.4157 355.57443 14.25768 3.8411
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6-(2-pyrrolyl)-6-trifluoromethyl-1-methyl-5,6,7,12-tetr ahydroindol o[ 2,3-c][ 1]benzazepine (3c).
VWD A, % i- =254 nm [ABDULAR-E88-15400014 0)
Il

350

B A e

00

1 10.231 MM 0.8393 1.06154e4 210.78658 49.8142
2 19.506 MM 1.4739 1.06946e4 120.93382 50.1858

VWD A, B 15=254 nam (ABDULIAR-BEBE-15600015.D)
I

asn -}

= 10,388
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'IEU-_ |I
: gl at
100 - ‘ |
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m_ | I|| (<] ‘éP
|| | ﬂﬁﬁ'
A N / A\ o
n__—l" o — e e — i —
5 15 10 s 15 175 20 s i
7 [min] [min] mAU *3 [mAU ] %

1 10.388 vv 0.9193 1.78246e4 308.21487 95.4172
2 19.928 MM 1.3045 856.09534 10.93736 4.5828
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6-(2-pyrrolyl)-6-trifluoromethyl-2-methyl-5,6,7,12-tetr ahydr oindol o[ 2,3-c][ 1] benzazepine (3d).

VIND A, =254 nen (ABDUIL\AO 1601 DROO00 4.0

1 7.082 v 0.3994 4346.13428 165.57120 50.8805
2 21.082 BB 1.4783 4195.71045 42.70297 49,1155

VWD A, B (=254 nm (ABDULIZ0TE0108000015.00
horm. | P %

“1
|
200 - ﬂ fﬁ
\ 20
| S
n_./ e " _ el "'-FF'_‘-"'—-'-_ —
5 I i"IE- 'I::I 'I.EIE- 1I5 WIE- J:II 2.':'5 min
# [min] [min] mAU *3 [mAU ] %
- m————— | ====|======= | === | ====————— | === I
1 6.993 MM 0.4789 2.82528e4 983.34473 92.138Z2

2 21.066 MM 1.3678 2410.70410 29.37412 7.8618
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6-(2-pyrrolyl)-6-trifluoromethyl-3-fluoro-5,6,7,12-tetr ahydroindol o[ 2,3-c][ 1] benzazepine (3€).

VWD AL =25 nm (ABDULE 1 20160000040

Norm,

1 7.686 VV 0.3038 1.33024e4 671.87836 50.4197
2 9.585 vV 0.3972 1.3080%9%e4 502.06311 49.5803

YWD A =254 nm (ABDUILME 12016000005.0)

i
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50 Iﬂ
i\
| |
200 \
il 1
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] m
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" &ﬁ I \
Eﬁ" ! '||
50 ;f- I|I 'l.I
z__.' -\.I.\ I L1
/ 1 / ™,
I:I_--.____ = \"'-m 2 S — ——
§ 7 B 3 10 11 12 i
# [min] [min] mAU *3 [mAU ] %
————|m————— I | ===—————— | ===—————— | ===———— |
1 7.659 MM 0.3844 1012.28229 43,.89466 12.2578

2 9.555 VB 0.4031 7245.97217 275.36133 87.7422
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6-(2-pyrrolyl)-6-trifluoromethyl-3-chloro-5,6,7,12-tetrahydroindol o[ 2,3-c] [ 1] benzazepine (3f).

1 10.515 v 0.7187 1.95034e4 425.09225 48.9664
2 12.:337 VW 0.5718 2.03268e4 4891077 2l.0356

180
140

1204

m:-{

1 10.430 MM 0.4767 313.40686 10.95790 71.6551
2 12.456 VB 0.5409 3780.6901% 106.10232 92,3449
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6-(2-pyrrolyl)-6-trifluoromethyl-2-bromo-5,6,7,12-tetr ahydroindol o[ 2,3-c] [ 1] benzazepine (30).

Horm, |
500
o
] 0
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~ g
] A
200 [ g
] | '||I e {,_é.fg
\ e
100 - ‘ \ 3
| i 3 / \
u_--—"'_"'--l-" \\k ..-'"l \"“-a__._
;sr ] w12 14 18 w = 2 v
# [min] [min] mAU *g [mAU ] %
Sl b fiscr e s R | e e |
1 £.109 MM 0.7002 1.00938e4 240 .24622 52.8905
2 17.333 MM 1.3617 89580.52441 110.04254 47.1085
NI]TH_:
o |
50 ‘,f;a"“h
o e
: =a®
40 I
|
| )
g 5
20 || \ 4&5?
|\ ?e¥
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':I_,._.--”"-"“"I—--"fi \"‘H— ._.-'—""_"-:ﬁ"—-._
.xl-
8 & 0 12 14 1 18 20 2 -
# [min] [min] mAU *g [mAU ] %
o ] i e Bt b L | i i | e [ s i
1 B.102 MM 0.6690 1739.63550 43.33638 B84.9115
Z 17.432 MM 1.364E 309.12836 3.77490 15.0885
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6-(2-pyrrolyl-5-methyl)-6-trifluoromethyl-5,6,7,12-tetr ahydroindol o[ 2,3-c][ 1]benzazepine (3h).

WD A, #5254 o (ABDULSD 15121 7000020 0)

Form
178
115—f
-mn—f
’5'5 g 2
: & i
50 ;.-' N /-'"\\1
: il "l__‘ I.,l" ".“
5] .l'|l l"-\ / *
! ; / A
o i Llh"'_—.-—--.-h-—-""f —
25 T T T T T T T T
20 i T o6 bl a0 az ¥l mir
# [min] [min] mAU *g [mAU ] %
el EEEEEE | ==== | == == -~ R | =mmmm - | ==—mmm - !
1 27.583 BV 1.2962 4892 ,582725 57.29638 49.4370
2 32.578 VBA 1.4824 5004.37598 51.00946 50.5630
VAT A B Fo=25d4 nin (ARDUL0AS1 1 TO0O0A.0)
torm. ]
o
300 =
1 ||llﬁlll'n
1 |
300 | §
] -
f \
=] | II|
i : X
7] J/E‘\ fl "I‘
] % h!
: f_," hS "I‘I \‘
0-t— —y M'_'-T —|—*" %--‘__—-—_ o~ —
20 25 25 75 1 125 3 375 -

1 27.360 BV 1.3453 7167.05465 81.57762 20.9524
2 32.149 VB 1.4788 2.703%4e4 272.99588 79.0476
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6-(2-pyrrolyl-5-methyl)-6-trifluoromethyl-4-methyl-5,6,7,12-tetr ahydroindol o[ 2,3-c][ 1]benzazepi

ne (3i).

YWD AL =00 am (RSOULTNS1231000013.0)

- i
175 [
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1507 |f H| F".
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1254 [ [ 1
Hl |II IIIII
0 HI IH I‘l
754 |II I|I ".lll
it I|' \ .‘
254 IJ II'-.. ‘Ilf I"-.
/ L
p—t — i
'25 T T T T T T T T
5 55 B a5 7 i5 B as 9 g
#  |min] lmin] mAU *s  |mAU | %
-———— |- |———— |- | ————————- | —————————= | ———————= |
1 6.202 Vv 0.2785 3524.78223 191.81229 49,4117
2 7.301 vV 0.3600 3608.72217 151.21619 50.5883
VWD A, 3 I =254 nm (ABDULY0 51231000020,
e
m -
300 f\
[ \
|
.
200 AN |
.
|I |
f | @
100 = 1 I|I d:"a
| "l
0 m T _|_.-"l|l po s F TR
3 i 5 6 ? & @ il
# [min] [min] mAU *3 [mAU ] %
-———— |- |-—— == | —————————- | ————————— | ———————- |
1 6.171 vV 0.3753 7385.23535 318.531%2 87.5139
0.3934 1053.68848 44 63528 12.4861

2 7.250 MM
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6-(3-indolyl-)-6-trifluoromethyl-5,6,7,12-tetr anydroindol o[ 2,3-c][ 1]benzazepine (8a).

Nnrm,_
800—_ §
600 —
400 — @
] &
200—_
i
4 é é 10 1I2 1|4 16 'TIS
# [min] [min] mAU *g [mAU ] %
= |- === | === |==mmmm - |===mmmmm- | ===~
1 B.245 WV 0.3452 1.69788e4 748.19708 50.38B65
2 11.2589 Vv 0.78B70 1.67183e4 309.71814 49,6135
YWD A, 5 =254 nem (ABDULY 1112016000015 0)
o
8
100 =
Bl = |llI III".
f Y
| \
f 4
B0 \
| i
-1 \
40 % f H".
“Il' 'l.III | \_\.\
20 / I". /
Iﬂl '.I" ‘Ilf ‘l.\
. s /.-"i " e — ; .H_"‘--—_.____‘_ a
]
rd Ila E‘I 1I|:l 'II1 IIE 13 'lli- min
# [min] [min] mAU *g [mAU ] %
] ] P P | =——mmm -
1 8.304 vv 0.3844 1200.93213 47 .62985 15.5954
11.361 VV 0.8964 6495.59717 105.07533 84.4046
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6-(3-indolyl-)-6-trifluoromethyl-3-fluor o-5,6,7,12-tetr ahydr oindol o[ 2,3-c][ 1] benzazepine (8b).

VWD AL 1S=284 rm (ABDULIZ0TET TTO0HE D)

Horm
&
e N
A
EI0 [ |||
| .
E00 | | z
|| A
I 1
400 ' [ f |II
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300 I [0
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200 | [ f I'|
i HI I|| II|I
1
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If II'\ li,'i ‘l\_‘
I:I —_.—I--ﬂ':ll .H-_._T——_|_r'.'( .\---‘-__‘—'--—|
8 7 N R O N O A Ay PG MM xi
# [min] [min] mAU *35 [mAU ] %
-——— |- |- | ————————- | —————————= | ———————- |
1 7.954 vV 0.3387 1.52779%e4 6593.07538 50.0700
2 10.152 VBA 0.4954 1.52352e4 469.132000 49.9300
VADT A, Il =254 nm (RBDULZI1E111700001E.0)
Morm. B
250 H
] ;ﬁ
|
[
200 f |
(o
|
] |' '||
150 [ ||
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1004 || |
f H
] = ﬁ \
Eﬂ-_ I.l'f.."- || '||"
.IIIl "".\ ||I \
o] " I N L
B 7 3 3 1 i 12 mir
# [min] [min] mAU *3 [mAU ] %
-———|————— |- | —————————- | ————————— | ———————= |
1 7.973 VB 0.3794 1476.45898 59.58084 14.3903
2 10.150 BBA 0.5105 8783.64160 262.01141 85.6087
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6-(3-indolyl-)-6-trifluoromethyl-3-chloro-5,6,7,12-tetr ahydroindol o[ 2,3-c] [ 1] benzazepine (8c).

VIWDT A, I =254 nm (ABDULZDTET 118000008 D)

Horm. _ E
%0+ f\
I
250 F\
' '|
200 I
| *I
180
| |
[ ]
100 f I|I
] f '|I
- |II Ilk
i / K_
a4 e’ e} S —
B 7 B 3 10 " 12 1 i
# [min] [min] mAU *3 [mAU ] %
————|m—————— |==== === | ===—————— | ===—————— | === |
1 8.156 Vv 0.3778 7644 _80713 310.1ee69 50.04B5
2 10.647 VB 0.5765 TB29,99023 203.82146 49,9515
VWD A, =354 nen (ARDULGA0 184 114000008 D)
Morm. ] E O
= \ NH
175 ;"-,‘ al ﬁFc i O
|II II'. NH
150 A
] | |
125 - |f III
] fl I|II
” - ."pﬂ“* I|I llll
75 EF‘@F. | lllll
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] A | |
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Jln' \ III X
4 / b [
25 | ..:"’# \.""\-\_ js' \\H_‘_ e
0] m— i T —
25 T T T T T T
H 8 g 1 1 12 11 min
# [min] [min] mAU *3 [mAU ] %
-——— |- |—— - | ————————- | —————————= | ———————= |
1 8.176 MM 0.4487 1611.99207 59.88178 19.5047
2 10.645 vv 0.5864 6652.63%65 172.63506 80.4953
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6-(3-indolyl-)-6-trifluoromethyl-2-methyl-5,6,7,12-tetr ahydroindolo[ 2,3-c] [ 1] benzazepine (8d).

YWD A 1 =284 nm (ABDULZDIEN 1700001 3,0)

1 7.680 Vv 0.3146 1.11968e4 546.76178 51.3961
2 10.551 VBA 0.7823 1.05885e4 1954.90926 48.6039

YWD A, & (=254 nm (ABOULG0E1 11T000014.0)
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— 1052
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00
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1 7.681 vv 0.3391 1747.95125 78.29907 21.0568
2 10.521 VB 0.7993 6553.16943 117.99763 78.9432
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6-(3-indolyl-)-6-trifluoromethyl-4-methyl-5,6,7,12-tetr ahydroindolo[ 2,3-c] [ 1] benzazepine (8¢€).
VWO A, BEE =254 ram (ABDULZ01611 17000011 B)
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] '| 'DH q’

1 NFc
300 | ~ CH; NH
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m{ | 2
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/ \ J S
n_-_.-'-""'"-l-‘ e - ———
6 ' 8 5 10 " 12 1 i
# [min] [min] mAU *3 [mAU ] %
——==|—————— | ==== === | === | === | === I
1 7.056 MM 0.2769 9027.79785 543.35376 50.5742
2 9.427 VBA 0.6038 BB22.79785 213.79129 49_4258
VINDH A, i =266 nm (ABDULVO181117000012.0)
Morm. B
p
1751 N
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135 =
& ||| 'ulh
100 - 2
?ﬁ@b | |III
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251 bl % ,
J| | / B _
e i o v e -
25 : T T T T T T T
E T a 9 10 1" 12 13 mir
# [min] [min] mAU *3 [mAU ] %

1 7.023 MM 0.2823 1426.65295 84.22533 15.8118
2 9.372 Vv 0.6049 7596.06689 184.75008 §&4.1882
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6-(3-indolyl-5"-methoxy)-6-trifluoromethyl-5,6,7,12-tetr ahydr oindol o[ 2,3-c][ 1] benzazepine (8f).

VWD A, i 1:=254 i (ABDULIZ0161114000006.0)
Morm.
250
"
(\ 3
150 f ﬂ b
I| 'ﬂ \"u
100 -} | I|I I,'F I"n_l
! | | 5
] | II|II |'I !
50 ,i \ [ A
| N\ / M
; — _--—--.__k_-"l ".\_\__}__.- o P
B '.Ir -é é 'Ilﬂ TI"I 'IIZ TI:I Ir'rr
# [min] [min] mAU *g [mAU ] %
-— |- |——|-———— | —————————- | —————————- | ———————- |
1 9.007 Vv 0.4397 5351.12207 186.40663 48.5065
2 10.344 vv 0.6199 5680.62988 137.15238 51.4935

VWD AL B ED=254 am PASDUILAO 187 114000007F.0)

m=
=

-

-

1 9.004 v 0.4513 6889.26416

2

10.229 VB 0.5880 2.91821le4
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6-(3-indolyl-5"-methyl)-6-trifluoromethyl-3-chloro-5,6,7,12-tetrahydroindolo[ 2,3-c][ 1]

benzazepine (80g).

WD A, 35 =354 e (AR DU TOA04000042. D)
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J M e
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B P B ! 10 1" 12 .
# [min] [min] mAU *g [mAU ] %
el e | —————————- | —————————- | ———————= |
1 7.565 Vv 0.3531 1.36l117e4d 584.845%5 50.0859
2 9.735 VBA 0.4666 1.35650e4d 437.49414 49,9141
VWD A, 5 E =254 nm (ABDULL0HTO 04000013 D)
Hnrm.-_
1 &
250 - "
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200 - | lll'
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150 = ﬂ |
I \
J H|
100 = | 'II
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| \
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» i /
n__‘___‘_ e , i ) = 4 =
- T B g 10 1 12 e
# [min] [min] mAU *3 [mAU ] %
-— |- |- - | —————————- | ————————— | ———————- |
1 7.337 VB 0.4397 B853.87347 2B8.27629 9.6144
2 9.495 BB 0.5130 8027.27490 236.17618 90.3856
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After one single recrystallization

VWL A, B ToS205% MM QABLA LWL BOU L TUUUUD. L

B.849

1000

117638

1 7.635 VWV 0.4161 935.14020 32.75224 1.4038
2 8.849 vV 0.3990 ©.59620e4 2492.48999 B9B.5962

6-(3-indolyl-7"-methyl)-6-trifluoromethyl-3-chloro-5,6,7,12-tetr ahydroindol o[ 2,3-c][ 1]
benzazepine (8h).

VWD A, B 1E=25d4 ren (ABEDUL\ 201701 DE0D00 10 D)

Morm =
] l'Ejl,
250 I| [
it ;i )
o || II| A o & H:sc NH\ 2
| 1 NH o CHe
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o Pl _—
10 12 1 16 28 o = 3 min
# [min] [min] mAU *g [mAU ] %
=== =————— | ====|=====—= | =====———— | =====———— | === |
1 15.576 BV 0.8079 1.51329%e=4 286.72437 48.5771
2 17.582 VB 1.1375 1.60155e4 203.994¢61 51.4229
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VWD A =284 nm (ABDUL20 1 00T 000004.0)
Mo

O = O
cl Ned Y]
H3f
NH o CHe

1+

(mAU ]
e EEEE | === | ==m=--- | =mmm - e | —-—mm—- !
15.590 MM 0.8544 130.39149 1.82500
17.884 VB 1.2542 965.76898

11.8520
11.01620

88.1480
6-(3-indolyl-5"-methoxy)-6-trifluor omethyl-3-chlor0-5,6,7,12-tetr ahydroindolo[ 2,3-c][ 1] benzazepine (8i).

VWO A, @ 1C=254 o (ABDUL201 TO10S000003.0)
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0.4521 3.49375e4 1163.83240
2 10.031 w 0.5497 3.62535e4 989.62043

[MAU ]
el R e | -mm-mm - e R |
8.759 Vv

49,0757
50.9243
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VWD A B =254 nn JARDULL20 1 70404000007 0

Marm.
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# [min] [min] mAU *g [mAU ] %
———=|=—————— | ====|===———- | ===—————— | ===—————— | ===—————
1 B.971 v 0.5254 823.75146 23.67321 25.2871
2 10.377 w 0.5700 2433.84253 £4.67993 7T74.7129
Compound 8j.
Mo,
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] b A
wr / : / ",
] ! AN
4 ! y Ill|' W
23 / ku\ ! K\_
/ \N_I_\_% __x" M_HH
L= B e —— e i
18 19 x 71 b % M * i
i [min] [min] mAU * g [mau 1 %
smmlEm=mrs s e lr=rosrses=s === e i
1 21.500 vV 0.88R7 4413.32324 73.50684 48.8465
2 Z23.611 VB 1.0660 4621.75977 65.18178 311535
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] N CF,
150 H NH
J 1]
& &
100 § g i ’;P
] Pl o
: o K
Su- : A ", s = =,
4 o g /_.-’ i
e - 4 - ——
e [ — i : — e —— -
20 21 22 23 24 25 -]
# [min] [min] mAU x5 [mAT 1 %

1 21.500 MM 0.8931 3840.21533 1i.660989 5H0.2825
2 23.8l6 MM 1.0587 3797.06421 5972063 49,7175
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