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Fig. S1. 'H NMR (300 MHz, DMSO-dy): 3-(1,3-dimethyl-5-phenoxy-1H-pyrazol-4-
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Fig. S2. °C NMR (75 MHz, DMSO-d): 3-(1,3-dimethyl-5-phenoxy- 1 H-pyrazol-4-

yl)-5-(phenoxymethyl)-4,5-dihydroisoxazole (6a)




gl R

W 0T SRR o0 T o S 1 ACTWAE B0a0-1 1o ol DIRECTMASSIT 11201494 (Terba Spray), subiamed (0 033 o 086 0 ina 1.9 |

;

1 50w
1006 1
i ]

1
mex

Pl
Fr L IR TP N NPRN I [J__J._..L. -|- ek i --- B -I- .m:. » ! + ol l l L AP W
"o 130 E- 300 30 420 ]

e . |

k]

e
o 3HA L sy 7
| 14
W7 gra MY z

!
450 50 B0 Lt tra 00

a-02
axpa  PROTON

ErepLE
date  Jan 24 2015
salvant dmse
fila fema furmel/on
Ehaefa-02 . £1d
ACQUISITICN

aw B012.8
st 2. 088
np aza3n
e 000
Ba %
a1 1.000
ne 3z
sk 24
TRINSMITIER
£n H1
ageg 399,901
Eaf 11998
g &0
o 4. 800
DECOUPLER
dn 13
dag a
am mma
Amm &
Apur 43
Ame 17100

" o

EeERk FAAREE BF EEEE BYEM

10

Fig. S4. 'H NMR (300 MHz, DMSO-ds): 5-((3-bromophenoxy)methyl)-3-(1,3-dimethyl-

5-phenoxy-1H-pyrazol-4-yl)-4,5-dihydro isoxazole (6b)
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Fig. 5. *C NMR (75 MHz, DMSO-ds): 5-((3-bromophenoxy)methyl)-3-(1,3-dimethyl-
5-phenoxy-1H-pyrazol-4-yl)-4,5-dihydro isoxazole (6b)
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Fig. S6. ESI-MS spectra of the compound 6b
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Fig. S7. '"H NMR (300 MHz, DMSO-dy): 3-(1,3-dimethyl-5-phenoxy-1H-pyrazol-4-yl)-
5-((o-tolyloxy)methyl)-4,5-dihydroisoxazole (6¢)
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Fig. S8. °C NMR (75 MHz, DMSO-ds): 3-(1,3-dimethyl-5-phenoxy-1H-pyrazol-4-yl)-5-
((o-tolyloxy)methyl)-4,5-dihydroisoxazole (6¢)
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Fig. S9. ESI-MS spectra of the compound 6¢
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Fig. $10. "H NMR (300 MHz, DMSO-dy): 4-((3-(1,3-dimethyl-5-phenoxy-1H-pyrazol-
4-yl)-4,5-dihydroisoxazol-5-yl)methoxy) benzonitrile (6d)
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Fig. S11. °C NMR (75 MHz, DMSO-dy): 4-((3-(1,3-dimethyl-5-phenoxy- 1 H-pyrazol-4-
yl)-4,5-dihydroisoxazol-5-yl)methoxy) benzonitrile (6d)
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Fig. S12. ESI-MS spectra of the compound 6d
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Fig. S13. "H NMR (300 MHz, DMSO-ds): 5-((4-chlorophenoxy)methyl)-3-(1,3-
dimethyl-5-phenoxy-1H-pyrazol-4-yl)-4,5-dihydro isoxazole (6e)
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Fig. S14. 3C NMR (75 MHz, DMSO-dy): 5-((4-chlorophenoxy)methyl)-3-(1,3-dimethyl-
5-phenoxy-1H-pyrazol-4-yl)-4,5-dihydro isoxazole (6e)
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Fig. S15. ESI-MS spectra of the compound 6e
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Fig. S17. °C NMR (75 MHz, DMSO-dj): 3-(1,3-dimethyl-5-phenoxy-1H-pyrazol-4-yl)-
5-((naphthalen-1-yloxy)methyl)-4,5-dihydroisoxazole (6f)
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Fig. S18. ESI-MS spectra of the compound 6f
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Fig. S19. '"H NMR (300 MHz, DMSO-ds): N-((3-(1,3-dimethyl-5-phenoxy-1H-pyrazol-
4-yl)-4,5-dihydroisoxazol-5-yl)methyl)-1,4,4a,8a-tetrahydronaphthalen-1-amine (6g)
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Fig. S22. 'H NMR (300 MHz, DMSO-dy): 5-(((5-chloroquinolin-8-yl)oxy)methyl)-3-
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Fig. S24. ESI-MS spectra of the compound 6h
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Fig. S25. "H NMR (300 MHz, DMSO-ds): 5-(((6-chloroquinoxalin-2-yl)oxy)methyl)-3-
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Fig. S27. ESI-MS spectra of the compound 6i
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Fig. S31. "H NMR (300 MHz, DMSO-ds): methyl 4-((3-(1,3-dimethyl-5-phenoxy-1H-
pyrazol-4-yl)-4,5-dihydroisoxazol-5-yl)methoxy) benzoate (6k)
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Fig. $32. °C NMR (75 MHz, DMSO-d;): methyl 4-((3-(1,3-dimethyl-5-phenoxy-1H-
pyrazol-4-yl)-4,5-dihydroisoxazol-5-yl)methoxy) benzoate (6k)
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Fig. S37. '"H NMR (300 MHz, DMSO-dg): 4-((3-(1,3-dimethyl-5-phenoxy-1H-pyrazol-
4-yl)-4,5-dihydroisoxazol-5-yl)methoxy) benzaldehyde (6m)
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Fig. $38. °C NMR (75 MHz, DMSO-dp): 4-((3-(1,3-dimethyl-5-phenoxy- 1 H-pyrazol-4-
yl)-4,5-dihydroisoxazol-5-yl)methoxy) benzaldehyde (6m)
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Fig. S43. '"H NMR (300 MHz, DMSO-dg): 3-(1,3-dimethyl-5-phenoxy-1H-pyrazol-4-yl)-5-
((2-methyl-4-nitrophenoxy)methyl)-4,5-dihydroisoxazole (60)
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Fig. S44. °C NMR (75 MHz, DMSO-dj): 3-(1,3-dimethyl-5-phenoxy-1H-pyrazol-4-yl)-5-((2-
methyl-4-nitrophenoxy)methyl)-4,5-dihydroisoxazole (60)
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Fig. S46. '"H NMR (300 MHz, DMSO-dj): 3-(1,3-dimethyl-5-phenoxy-1H-pyrazol-4-yl)-5-((2-

methyl-3-nitrophenoxy)methyl)-4,5-dihydroisoxazole (6p)

26



axpl PROTON

SHMPLE
data  Jan 19 2015
aalvant Amas
£ila axp
ROGIISTTION
aw B012.8
at 2.049
np 3zaan
L 2000
Ba rl
a1 1.000
nk 64
ek 64
TRANSMITIER
en H1
afeq 399901
eaf 1199.48
Epwe &0
[ 4£.900
DECOUPLER
dn €13
dag o
dm snn
A -
dpwe 43
Ame 17100

oY =
TS
|

i
O-~N

apECTAL Isoxa_28
g
gain
=iy
hae® T Momoa
B
al
i1
in
™
ha
PROCESSING
1 0.z20
£n B5536
DISFLAY
= -181. 9
e B270.3
£l T94.5
Efp o
5 is52.2
1p -1.0
PFLOT
e 265
s o
v 5635
th 1
ai Bh
T T T T ™ S W T T T i T T T T
15 14 13 1z 11 10 ] T & 5 4 3 2 1 PPm
T, L L 2 ¥
HEERS 2 = & AA a7
ELTECE - o o mom

Fig. S47. BC NMR (75 MHz, DMSO-dp): 3-(1,3-dimethyl-5-phenoxy-1H-pyrazol-4-yl)-5-((2-

methyl-3-nitrophenoxy)methyl)-4,5-dihydroisoxazole (6p)

B.0e8 '
7 566
7 Deti
6.5e6
.06
5,506
5.086 1
4506

4006 |

Intensity, cps

3.566 1
4,086
2 506

2.086

B G1; 0.208 1o 0.284 min from Sample 8 (28) of 14032075.wiff (Turbo Spray), subtracted (0....

Max. &.126 cps)

4226

-

?75.3
R LT hisid
450 500
Mz, amu

4607 [

800

Boo 850

150 200 250 300 350 400 550 650 700 750

Fig. S48. ESI-MS spectra of the compound 6p

27



an
axpl  PROTCH

SRMPLE

da ke Fal: 10 2015
aalvank dmsa
£ila anp
RCUIS ITICH
aw 8012.8
at 2. 088
ag azaan
i 4000
B 4
a1 1.000
ak ]
e 8
TRANSHITTER
En H1
sfeq 399901
rof 11399.8
Epue &0
B 4.900
DECOUPLER
dn €13
dag o
dm mma
dnm e
dpue 43
Ame 17100

anp
gain
spip
hae
]
al
i1
in
dp
ha
PROCESEING
1z 0.20
£n E5536
OISTLAY
- -130.8
g 5143.5
efl vo4.2
efp o
= 154.8
1p -12.3
PLOT
s 180
= o
e 20937
& H
& Bh
T T T T T T T ' T T T T T L
12 11 10 9 a 7 -] 5 4 3 2 1 FPm
¥ ¥ e = o s 2 o o e o ] it
E] E] 2 8 8223 25 ] E Egq ]
= = 8 & @AM @n - w oo m

Fig. $49. 'H NMR (300 MHz, DMSO-dj): 1-((3-(1,3-dimethyl-5-phenoxy-1H-pyrazol-4-yl)-

4,5-dihydroisoxazol-5-yl)methoxy)-2-naphthaldehyde (6q)
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Fig. S50. '°C NMR (75 MHz, DMSO-ds): 1-((3-(1,3-dimethyl-5-phenoxy-1H-pyrazol-4-yl)-

4,5-dihydroisoxazol-5-yl)methoxy)-2-naphthaldehyde (6q)
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X-ray crystallographic information

ORTEP diagram of isoxazoline derivative 6n
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Crystallographic Data for 6n single crystal

Empirical formula Cr,H»3N504
Crystal shape and color Colorless plates
Formula weight 39343
Temperature 293K
Wavelength 0.7107 A
Crystal system & space group

Monolclinic, P2,/c

Cell dimensions

a=15.715(2) AA

b=15.803(2) A

c=8.4108 (10) A

a7, p= 100.922 (6)°

Volume 2050.9 (4) A’
Z, calculated density 4,1.274Mgm
F(000) 832
0 range for data collection 1.3°-27.5°
Absorption coefficient 0.089 mm '
Apmax and Apmm

0.17e A% and —0.19e A

Refinement method

Full matrix least square on F~
Data/ parameters 4716/262
Goodness-of-fit on F~ 1.03
Final R indices [[>2c ()] R1=0.047, wR2=0.153
CCDC NO 1897410
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Table.2. Bond lengths of the title molecule

01—C3 1.3622 (18) | C14—C13 1.519 (2)
01—C6 1.3910 (19) | C14—H14A | 0.97
02—N3 1.4138 (18) | C14—H14B | 0.97
02—C13 1.459 (2) C13—C15 1.494 (3)
03—C16 1.376 (2) C13—H13 0.98
03—C15 1.421 (2) C15—H15A | 0.97
N1—C3 1.335 (2) C15—H15B | 0.97
N1—N2 1.3629 (18) | C16—C17 1.368 (3)
N1—C5 1.451 (2) C16—C21 1.369 (3)
N2—C1 1.328 (2) C21—C20 1.371 (3)
N3—C12 1.2762 (19) | C21—H21 0.93
C22—04 1.416 (3) C20—C19 1.376 (3)
C22—H22A | 0.96 C20—H20 0.93
C22—H22B | 0.96 C19—C18 1.366 (3)
C22—H22C | 0.96 C19—04 1.375 (2)
c1—C2 1.410 (2) C18—C17 1.381 (3)
c1—ca 1.490 (2) C18—H18 0.93
c2—C3 1.377 (2) C17—H17 0.93
c2—C12 1.449 (2) C5—H5A 0.96
C6—C7 1.370 (2) C5—H5B 0.96
c6—C11 1.376 (2) C5—H5C 0.96
c7—C8 1.382 (3) C5—H5D 0.96
C7—H7 0.93 C5—H5E 0.96
€8—C9 1.379 (3) C5—H5F 0.96
C8—H8 0.93 CA—H4A 0.96
C9—C10 1.367 (3) C4—H4B 0.96
C9—H9 0.93 C4—H4cC 0.96
C10—C11 1.377 (3) C4—H4D 0.96
C10—H10 0.93 C4—H4E 0.96
c12—C14 1.495 (2) CA—H4F 0.96
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Table.3. Bond Angles of the title compound

C3—01—C6 118.12 (11) | C17—C16—C21 | 118.74 (19)
N3—02—C13 109.72 (11) | C17—C16—03 125.14 (17)
C16—03—C15 117.72 (13) | C21—C16—03 116.10 (17)
C3—N1—N2 110.91 (12) | C16—C21—C20 | 120.6 (2)
C3—N1—C5 128.05 (15) | C16—C21—H21 | 119.7
N2—N1—C5 121.04 (14) | C20—C21—H21 | 119.7
C1—N2—N1 105.31 (13) | C21—C20—C19 | 120.88 (19)
C12—N3—02 109.28 (12) | C21—C20—H20 | 119.6
04—C22—H22A 109.5 C19—C20—H20 | 119.6
04—C22—H22B 109.5 C18—C19—04 125.2 (2)
H22A—C22—H22B | 109.5 C18—C19—C20 | 118.6(2)
04—C22—H22C 109.5 04—C19—C20 116.15 (19)
H22A—C22—H22C | 109.5 C19—C18—C17 | 120.4(2)
H22B—C22—H22C | 109.5 C19—C18—H18 | 119.8
N2—C1—C2 111.45 (14) | C17—C18—H18 | 119.8
N2—C1—C4 119.88 (14) | C16—C17—C18 | 120.82 (19)
c2—C1—C4 128.67 (14) | C16—C17—H17 | 119.6
c3—C2—C1 103.61 (13) | C18—C17—H17 | 119.6
C3—C2—C12 125.86 (14) | C19—04—C22 117.64 (18)
C1—C2—C12 130.52 (14) | N1—C5—H5A 109.5
N1—C3—01 120.28 (13) | N1—C5—H5B 109.5
N1—C3—C2 108.73 (13) | HSA—C5—H5B 109.5
01—C3—C2 130.89 (14) | N1—C5—H5C 109.5
C7—C6—C11 121.52 (16) | HSA—C5—H5C 109.5
C7—C6—01 123.35 (14) | H5B—C5—H5C 109.5
C11—C6—01 115.13 (14) | N1—C5—H5D 109.5
C6—C7—C8 118.60 (17) | HSA—C5—H5D 141.1
C6—C7—H7 120.7 H5B—C5—H5D 56.3
C8—C7—H7 120.7 H5C—C5—H5D 56.3
C9—C8—C7 120.6 (2) N1—C5—H5E 109.5
C9—C8—H8 119.7 H5A—C5—H5E 56.3
C7—C8—H8 119.7 H5B—C5—H5E 141.1
C10—C9—C8 119.6 (2) H5C—C5—H5E 56.3
C10—C9—H9 120.2 H5D—C5—HS5E 109.5
C8—C9—H9 120.2 N1—C5—H5F 109.5
C9—C10—C11 120.66 (18) | HSA—C5—H5F 56.3
C9—C10—H10 119.7 H5B—C5—H5F 56.3
C11—C10—H10 119.7 H5C—C5—H5F 141.1
C6—C11—C10 118.93 (18) | H5SD—C5—H5F 109.5
C6—C11—H11 120.5 H5E—C5—H5F 109.5
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C10—C11—H11 120.5 C1—C4—HAA 109.5
N3—C12—C2 121.50 (14) | C1—C4—H4B 109.5
N3—C12—C14 114.36 (14) | HAA—C4—H4B 109.5
C2—C12—C14 124.14 (13) | C1—C4—HAC 109.5
C12—C14—C13 101.54 (13) | HAA—C4—HAC 109.5
C12—C14—H14A 111.5 HAB—CA—HAC 109.5
C13—C14—H14A 111.5 C1—C4—H4D 109.5
C12—C14—H148B 111.5 HAA—C4—H4D 141.1
C13—C14—H14B 111.5 H4B—C4—HAD 56.3

H14A—C14—H14B | 109.3 HAC—C4—HAD 56.3

02—C13—C15 108.69 (14) | C1—C4—HA4E 109.5
02—C13—C14 104.80 (13) | HAA—CA—HAE 56.3

C15—C13—C14 116.14 (16) | HAB—C4—HA4E 141.1
02—C13—H13 109 HAC—C4—HAE 56.3

C15—C13—H13 109 HAD—C4—HAE 109.5
C14—C13—H13 109 C1—C4—HAF 109.5
03—C15—C13 108.44 (14) | HAA—CA—HAF 56.3

03—C15—H15A 110 HAB—CA—HAF 56.3

C13—C15—H15A 110 HAC—C4—HAF 141.1
03—C15—H15B 110 HAD—C4—HA4F 109.5
C13—C15—H15B 110 HAE—CA4—HA4F 109.5
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Table.4. Torsion angles of the compound

C3—N1—N2—-C1 —0.04 (17) 02—N3—C12—C2 179.59 (14)
C5—N1—N2—C1 179.47 (15) 02—N3—C12—C14 0.62 (19)
C13—02—N3—C12 3.02 (18) C3—C2—C12—N3 179.79 (15)
N1—N2—C1—C2 ~0.16 (18) C1—C2—C12—N3 -1.8(3)
N1—N2—C1—C4 —179.59 (14) C3—C2—C12—C14 -1.3(3)
N2—C1—C2—C3 0.29 (18) C1—C2—C12—C14 177.10 (16)
C4—C1—C2—C3 179.66 (16) N3—C12—C14—C13 -3.7(2)
N2—C1—C2—C12 —178.41 (15) C2—C12—C14—C13 177.34 (15)
C4—C1—C2—C12 1.0 (3) N3—02—C13—C15 119.60 (14)
N2—N1—-C3—01 176.84 (13) N3—02—C13—Ci14 —5.17 (18)
C5—N1—-C3—-01 -2.6(2) C12—C14—C13—02 5.06 (18)
N2—N1—C3—C2 0.23 (17) C12—C14—C13—C15 —114.87 (16)
C5—N1—-C3—C2 —179.24 (15) C16—03—C15—C13 174.63 (15)
C6—01—C3—N1 90.33 (17) 02—C13—C15—03 —72.19 (18)
C6—01—-C3—C2 —93.91 (19) C14—C13—C15—03 45.6 (2)
C1—C2—C3—N1 -0.31(17) C15—03—C16—C17 —22.5(3)
C12—C2—C3—N1 178.48 (14) C15—03—C16—C21 159.36 (18)
C1—C2—C3—-01 —176.44 (15) C17—C16—C21—C20 -0.1(3)
C12—C2—C3—01 2.3(3) 03—C16—C21—C20 178.15 (19)
C3—01—C6—C7 6.1(2) C16—C21—C20—C19 -0.5 (3)
C3—01—-C6—C11 —174.30 (14) C21—C20—C19—C18 0.1(3)
C11—C6—C7—C8 0.6 (3) C21—C20—C19—04 179.71 (19)
01—C6—C7—C8 ~179.77 (17) 04—C19—C18—C17 -178.6 (2)
C6—C7—C8—C9 ~0.6 (3) C20—C19—C18—C17 0.9 (3)
C7—C8—C9—C10 0.3 (4) C21—C16—C17—C18 1.2 (3)
C8—C9—C10—C11 0.0 (3) 03—C16—C17—C18 —176.9 (2)
C7—C6—C11—C10 -0.3(3) C19—C18—C17—C16 ~1.6 (4)
01—C6—C11—C10 | —179.95 (15) C18—C19—04—C22 —4.1(3)
C9—C10—C11—C6 0.0 (3) C20—C19—04—C22 176.29 (19)
Table.5. Hydrogen bonding geometry of the molecule.
D—H..A (D—H) | (H+A) | (D-+A) | (D—H...A)
A,) A) A) A) )

Cl11—H11...N3 0.93 2.46 3.306 151

C7—H7...04 0.93 2.62 3.398 140
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