Supporting Information
Supporting Information section 1. Chemistry
1.1. General information 

All commercially available reagents were purchased from Merck, Aldrich and Fluka and were used without further purification. All reactions were monitored by thin layer chromatography (TLC) using precoated plates of silica gel G/UV-254 of 0.25 mm thickness (Merck 60F254) using UV light (254 nm/365 nm) for visualization. Melting points were detected with a Kofler melting points apparatus and uncorrected. Infrared spectra were recorded with a FT-IR-ALPHBROKER-Platinum-ATR spectrometer and are given as cm-1 using the attenuated total reflection (ATR) method. 1H NMR and 13C NMR spectra for all compounds were recorded in DMSO-d6 on a Bruker Bio Spin AG spectrometer at 400 MHz and 100 MHz, respectively. For 1H NMR, chemical shifts (δ) were given in parts per million (ppm) with reference to tetramethyl silane (TMS) as an internal standard (δ=0); coupling constants (J) were given in hertz (Hz) and data are reported as follows: chemical shift, integration, multiplicity (s=singlet, d=doublet, m=multiplet). For 13C NMR, TMS (δ=0) or DMSO (δ=39.51) was used as internal standard and spectra were obtained with complete proton decoupling. Elemental analyses were obtained on a Perkin-Elmer CHN-analyzer model.
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                  Supplementary Figure 1. 1H NMR Spectrum of 5a
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Supplementary Figure 2. 1H NMR Spectrum of 5a
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Supplementary Figure 3. 1H (D2O) NMR Spectrum of 5a
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Supplementary Figure 4. 13C NMR Spectrum of 5a
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Supplementary Figure 5. 13C NMR Spectrum of 5a
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 Supplementary Figure 6. Dept-135 NMR Spectrum of 5a
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Supplementary Figure 7. 1H NMR Spectrum of 5b
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Supplementary Figure 8. 1H (D2O) NMR Spectrum of 5b
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Supplementary Figure 9. 13C NMR Spectrum of 5b
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Supplementary Figure 10. 1H NMR Spectrum of 5c
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Supplementary Figure 11. 1H (D2O) NMR Spectrum of 5c
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Supplementary Figure 12. 13C NMR Spectrum of 5c
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Supplementary Figure 13. 1H  NMR Spectrum of 5d
[image: image14.png]062
9T
15T

PPY-3
D20

e,
Wi
S
et

proton_su DMSO {C:\nmr-data} Student 14

Te.ﬁ

10

11

12

13

14

15




Supplementary Figure 14. 1H (D2O) NMR Spectrum of 5d
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Supplementary Figure 15. 13C NMR Spectrum of 5d

[image: image16.png]-3

c13_su DMSO

£LSTI~,
85°911
oT'SzT
st
20921
[
or'8er
22821
PE6ZT
zs°621
££621
18671
S0°0€T
6LLET
N TT8ET
Ze0Tt
SrT 81~

{Ct\nmr-data} Stud

Q

50 30 10

% 80 70

100

140 130 120 110

190 180 170 160 150

200

220 210




Supplementary Figure 16. 13C NMR Spectrum of 5d
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Supplementary Figure 17. 1H NMR Spectrum of 5e
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Supplementary Figure 18. 1H (D2O) NMR Spectrum of 5e
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Supplementary Figure 19. 13C NMR Spectrum of 5e 
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Supplementary Figure 20. 13C NMR Spectrum of 5e 
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Supplementary Figure 21. 1H NMR Spectrum of 5f 
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Supplementary Figure 22. 1H (D2O) NMR Spectrum of 5f
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Supplementary Figure 23. 13C NMR Spectrum of 5f
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Supplementary Figure 24. 1H NMR Spectrum of 5g
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Supplementary Figure 25. 1H NMR Spectrum of 5g
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Supplementary Figure 26. 1H (D2O) NMR Spectrum of 5g
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Supplementary Figure 27. 13C NMR Spectrum of 5g
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Supplementary Figure 28. 1H NMR Spectrum of 5h
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Supplementary Figure 29. 1H NMR Spectrum of 5i
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Supplementary Figure 30. 1H (D2O) NMR Spectrum of 5i

[image: image31.png]{Ct\nmr-data} Student 1

-7

c13_su DMSO

SLETTY
o1 .m:a,,f
£5°6TI~%
159117
05°S21~
9€°971
oe6z1
sg6z1d
srzer/
0LLbT
eren

10

20

100 9 80 70

130 120 110

150 140

170 160

190 180

220 210 200




Supplementary Figure 31. 13C NMR Spectrum of 5i
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Supplementary Figure 32. 1H NMR Spectrum of 5j
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Supplementary Figure 33. 13C NMR Spectrum of 5j
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Supplementary Figure 34. 1H NMR Spectrum of 5k
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Supplementary Figure 35. 1H (D2O) NMR Spectrum of 5k
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Supplementary Figure 36. 13C NMR Spectrum of 5k
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Supplementary Figure 37. 13C NMR Spectrum of 5k
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Supplementary Figure 38.  1H NMR Spectrum of 5l
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Supplementary Figure 39. 1H (D2O) NMR Spectrum of 5l
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Supplementary Figure 40. 13C NMR Spectrum of 5l
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Supplementary Figure 41. 1H NMR Spectrum of 5m
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Supplementary Figure 42. 1H (D2O) NMR Spectrum of 5m
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Supplementary Figure 43. 13C  NMR Spectrum of 5m
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Supplementary Figure 44. 13C  NMR Spectrum of 5m
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Supplementary Figure 45. 1H  NMR Spectrum of 5n
[image: image46.png]-5

D20

PET~ S —

1577 -

]
3
H
g
:
i

oo

10

11

12

13

14

15




Supplementary Figure 46. 1H (D2O) NMR Spectrum of 5n
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Supplementary Figure 47. 13C  NMR Spectrum of 5n 
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Supplementary Figure 48. 13C  NMR Spectrum of 5n
Supporting Information section 2. Inhibitory activity of NO over-production
	
	LPS-induced raw264.7 cells
	

	s
	Compound
	Results
	%inh

	
	code
	conc

ug/ml
	Nitric Oxide (NO)
nmol
	

	1
	ppy-0
	386.83
	6.186±0.14
	0.72

	2
	ppy-1
	416.85
	6.697±0.19
	0.78

	3
	ppy-2
	416.85
	5.979±0.04
	0.7

	4
	ppy-3
	400.86
	6.565±0.05
	0.76

	5
	ppy-4
	436.89
	3.669±0.17
	0.43

	6
	ppy-5
	436.89
	6.382±0.05
	0.74

	7
	ppy-6
	392.86
	6.662±0.06
	0.77

	8
	ppy-7
	376.79
	6.003±0.01
	0.7

	9
	ppy-8
	387.82
	4.163±0.06
	0.48

	10
	ppy-9
	387.82
	6.278±0.05
	0.73

	11
	ppy-10
	402.83
	3.418±0.07
	0.4

	12
	ppy-11
	421.27
	6.419±0.09
	0.75

	13
	ppy-12
	431.83
	6.228±0.08
	0.72

	14
	ppy-13
	465.72
	3.707±0.12
	0.43

	15
	Ibuprofen
	206.29
	2.939±0.15
	0.34

	16
	LPS
	---
	8.602±0.17
	1
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Detailed Results:
	NO

STANDARDS
	nmol

	St.1
	10

	St.2
	8

	St.3
	6

	St.4
	4

	St.5
	2

	St.6
	0


Plate map

	
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11
	12

	A
	St.1
	ppy-0
	ppy-4
	ppy-8
	ppy-12
	--
	--
	--
	--
	--
	--
	--

	B
	St.2
	ppy-0
	ppy-4
	ppy-8
	ppy-12
	--
	--
	--
	--
	--
	--
	--

	C
	St.3
	ppy-1
	ppy-5
	ppy-9
	ppy-13
	--
	--
	--
	--
	--
	--
	--

	D
	St.4
	ppy-1
	ppy-5
	ppy-9
	ppy-13
	--
	--
	--
	--
	--
	--
	--

	E
	St.5
	ppy-2
	ppy-6
	ppy-10
	IBU
	--
	--
	--
	--
	--
	--
	--

	F
	B
	ppy-2
	ppy-6
	ppy-10
	IBU
	--
	--
	--
	--
	--
	--
	--

	G
	B
	ppy-3
	ppy-7
	ppy-11
	PC
	--
	--
	--
	--
	--
	--
	--

	H
	B
	ppy-3
	ppy-7
	ppy-11
	PC
	--
	--
	--
	--
	--
	--
	--


Samples OD results

	
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11
	12

	A
	1.969
	0.922
	0.438
	0.531
	0.895
	0
	0
	0
	0
	0
	0
	0

	B
	1.317
	0.876
	0.471
	0.519
	0.921
	0
	0
	0
	0
	0
	0
	0

	C
	0.882
	0.982
	0.951
	0.927
	0.471
	0
	0
	0
	0
	0
	0
	0

	D
	0.502
	1.047
	0.933
	0.911
	0.448
	0
	0
	0
	0
	0
	0
	0

	E
	0.271
	0.861
	1.017
	0.428
	0.353
	0
	0
	0
	0
	0
	0
	0

	F
	0.016
	0.848
	0.995
	0.415
	0.377
	0
	0
	0
	0
	0
	0
	0

	G
	0.009
	0.991
	0.858
	0.936
	1.481
	0
	0
	0
	0
	0
	0
	0

	H
	0.013
	0.976
	0.861
	0.965
	1.554
	0
	0
	0
	0
	0
	0
	0


	Calibrator
	Wells
	Conc.
	Raw
(Corrected)
	Backfit
	Recovery
%

	Standard1
	A1
	10
	1.96
	10.03
	100.3

	Standard2
	B1
	8
	1.3
	7.894
	98.68

	Standard3
	C1
	6
	0.869
	6.108
	101.8

	Standard4
	D1
	4
	0.489
	4.008
	100.2

	Standard5
	E1
	2
	0.258
	1.926
	96.32


	Sample
	Wells
	Raw
	Background
Corrected
	Conc.
	Conc.
(Average)
	%CV
	SD
	SEM

	ppy-0
	A2
	0.922
	0.886
	6.292
	6.186
	2.42
	0.149
	0.106

	
	B2
	0.876
	
	6.081
	
	
	
	

	ppy-1
	C2
	0.982
	1
	6.558
	6.697
	2.93
	0.196
	0.139

	
	D2
	1.05
	
	6.836
	
	
	
	

	ppy-2
	E2
	0.861
	0.842
	6.01
	5.979
	0.729
	0.0436
	0.0308

	
	F2
	0.848
	
	5.949
	
	
	
	

	ppy-3
	G2
	0.991
	0.971
	6.597
	6.565
	0.703
	0.0462
	0.0326

	
	H2
	0.976
	
	6.532
	
	
	
	

	ppy-4
	A3
	0.738
	0.742
	5.402
	5.486
	2.18
	0.12
	0.0846

	
	B3
	0.771
	
	5.571
	
	
	
	

	ppy-5
	C3
	0.951
	0.929
	6.422
	6.382
	0.891
	0.0568
	0.0402

	
	D3
	0.933
	
	6.341
	
	
	
	

	ppy-6
	E3
	1.02
	0.993
	6.709
	6.662
	1
	0.0668
	0.0472

	
	F3
	0.995
	
	6.615
	
	
	
	

	ppy-7
	G3
	0.858
	0.847
	5.996
	6.003
	0.167
	0.01
	0.00708

	
	H3
	0.861
	
	6.01
	
	
	
	

	ppy-8
	A4
	0.765
	0.744
	5.54
	5.499
	1.05
	0.0579
	0.0409

	
	B4
	0.749
	
	5.459
	
	
	
	

	ppy-9
	C4
	0.927
	0.906
	6.314
	6.278
	0.817
	0.0513
	0.0363

	
	D4
	0.911
	
	6.242
	
	
	
	

	ppy-10
	E4
	0.728
	0.709
	5.349
	5.315
	0.913
	0.0485
	0.0343

	
	F4
	0.715
	
	5.281
	
	
	
	

	ppy-11
	G4
	0.936
	0.938
	6.355
	6.419
	1.42
	0.0911
	0.0644

	
	H4
	0.965
	
	6.484
	
	
	
	

	ppy-12
	A5
	0.895
	0.895
	6.169
	6.228
	1.35
	0.084
	0.0594

	
	B5
	0.921
	
	6.287
	
	
	
	

	ppy-13
	C5
	0.771
	0.747
	5.571
	5.512
	1.51
	0.083
	0.0587

	
	D5
	0.748
	
	5.453
	
	
	
	

	Ibuprofen
	E5
	0.753
	0.727
	5.479
	5.412
	1.76
	0.0955
	0.0675

	
	F5
	0.727
	
	5.344
	
	
	
	

	LPS
	G5
	1.48
	1.5
	8.478
	8.602
	2.04
	0.176
	0.124

	
	H5
	1.55
	
	8.726
	
	
	
	

	Blank
	F1
	0.016
	0
	< Curve
	-
	-
	-
	-

	
	G1
	0.009
	
	< Curve
	
	
	
	

	
	H1
	0.013
	
	< Curve
	
	
	
	


Supporting Information section 3. Biological evaluation

3.1. In vitro cyclooxygenase (COX) inhibition assay
	ser
	Compound
	COX1/COX2

 IC50

uM
	SI±

	
	code
	MW
	conc.

uM
	COX1
	COX2
	

	1
	ppy-4
	436.89
	---
	11.43±0.42
	2.474±0.1
	4.62

	2
	ppy-8
	387.82
	---
	18.07±0.66
	0.922±0.04
	19.6

	3
	ppy-10
	402.83
	---
	6.827±0.25
	2.006±0.08
	3.4

	4
	ppy-13
	465.72
	---
	14.56±0.53
	4.939±0.2
	2.95

	***
	Ibuprofen
	206.29
	---
	6.883±0.25
	2.896±0.12
	2.38
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Detailed results
	COX1
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	code
	IC50
	conc
	log 
	%inh
	T2
	T1
	∆T
	RFU2
	RFU1
	∆RFU
	slope
	K.Activity

	ppy-4
	
	100
	2
	87.6
	30
	0
	30
	12.44
	0
	12.44
	3.333
	14.928

	[image: image51.emf]0

20

40
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80
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120
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ppy-4 ppy-8 ppy-10 ppy-13 Ibuprofen

COX1/COX2_ IC50

COX1

COX2


	
	10
	1
	73.5
	30
	0
	30
	26.51
	0
	26.51
	3.333
	31.812

	
	
	1
	0
	51.4
	30
	0
	30
	48.56
	0
	48.56
	3.333
	58.272

	
	
	0.1
	-1
	24.1
	30
	0
	30
	75.93
	0
	75.93
	3.333
	91.116

	
	
	0.01
	-2
	7.36
	30
	0
	30
	92.64
	0
	92.64
	3.333
	111.17

	EC
	
	
	
	0
	30
	0
	30
	100
	0
	100
	3.333
	120

	
	 
	
	 
	
	 
	
	 
	
	 
	 
	
	 

	code
	IC50
	conc
	log 
	%inh
	T2
	T1
	∆T
	RFU2
	RFU1
	∆RFU
	slope
	K.Activity

	ppy-8
	
	100
	2
	88.1
	30
	0
	30
	11.86
	0
	11.86
	3.333
	14.232
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	10
	1
	74.6
	30
	0
	30
	25.43
	0
	25.43
	3.333
	30.516

	
	
	1
	0
	39
	30
	0
	30
	61.02
	0
	61.02
	3.333
	73.224

	
	
	0.1
	-1
	13.4
	30
	0
	30
	86.56
	0
	86.56
	3.333
	103.87

	
	
	0.01
	-2
	5.88
	30
	0
	30
	94.12
	0
	94.12
	3.333
	112.94

	EC
	
	
	
	0
	30
	0
	30
	100
	0
	100
	3.333
	120

	
	 
	
	 
	
	 
	
	 
	
	 
	 
	
	 

	code
	IC50
	conc
	log 
	%inh
	T2
	T1
	∆T
	RFU2
	RFU1
	∆RFU
	slope
	K.Activity

	ppy-10
	
	100
	2
	87.6
	30
	0
	30
	12.41
	0
	12.41
	3.333
	14.892
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	10
	1
	73.4
	30
	0
	30
	26.56
	0
	26.56
	3.333
	31.872

	
	
	1
	0
	42.6
	30
	0
	30
	57.39
	0
	57.39
	3.333
	68.868

	
	
	0.1
	-1
	21.1
	30
	0
	30
	78.92
	0
	78.92
	3.333
	94.704

	
	
	0.01
	-2
	8.04
	30
	0
	30
	91.96
	0
	91.96
	3.333
	110.35

	EC
	
	
	
	0
	30
	0
	30
	100
	0
	100
	3.333
	120

	
	 
	
	 
	
	 
	
	 
	
	 
	 
	
	 

	code
	IC50
	conc
	log 
	%inh
	T2
	T1
	∆T
	RFU2
	RFU1
	∆RFU
	slope
	K.Activity

	ppy-13
	
	100
	2
	87.6
	30
	0
	30
	12.41
	0
	12.41
	3.333
	14.892
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	10
	1
	73.4
	30
	0
	30
	26.56
	0
	26.56
	3.333
	31.872

	
	
	1
	0
	42.6
	30
	0
	30
	57.39
	0
	57.39
	3.333
	68.868

	
	
	0.1
	-1
	21.1
	30
	0
	30
	78.92
	0
	78.92
	3.333
	94.704

	
	
	0.01
	-2
	8.04
	30
	0
	30
	91.96
	0
	91.96
	3.333
	110.35

	EC
	
	
	
	0
	30
	0
	30
	100
	0
	100
	3.333
	120

	
	 
	
	 
	
	 
	
	 
	
	 
	 
	
	 

	code
	IC50
	conc
	log 
	%inh
	T2
	T1
	∆T
	RFU2
	RFU1
	∆RFU
	slope
	K.Activity

	Ibuprofen
	
	100
	2
	91.3
	30
	0
	30
	8.65
	0
	8.65
	3.333
	10.38
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	10
	1
	80.2
	30
	0
	30
	19.82
	0
	19.82
	3.333
	23.784

	
	
	1
	0
	58.4
	30
	0
	30
	41.55
	0
	41.55
	3.333
	49.86

	
	
	0.1
	-1
	25
	30
	0
	30
	74.99
	0
	74.99
	3.333
	89.988

	
	
	0.01
	-2
	12.3
	30
	0
	30
	87.69
	0
	87.69
	3.333
	105.23

	EC
	
	
	
	0
	30
	0
	30
	100
	0
	100
	3.333
	120
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	COX2
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	code
	IC50
	conc
	log 
	%inh
	T2
	T1
	∆T
	RFU2
	RFU1
	∆RFU
	slope
	K.Activity

	ppy-4
	
	100
	2
	94.5
	30
	0
	30
	5.45
	0
	5.45
	3.333
	6.54
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	10
	1
	81.7
	30
	0
	30
	18.29
	0
	18.29
	3.333
	21.948

	
	
	1
	0
	66.4
	30
	0
	30
	33.63
	0
	33.63
	3.333
	40.356

	
	
	0.1
	-1
	38.7
	30
	0
	30
	61.29
	0
	61.29
	3.333
	73.548

	
	
	0.01
	-2
	24.3
	30
	0
	30
	75.69
	0
	75.69
	3.333
	90.828

	EC
	
	
	
	0
	30
	0
	30
	100
	0
	100
	3.333
	120

	
	 
	
	 
	
	 
	
	 
	
	 
	 
	
	 

	code
	IC50
	conc
	log 
	%inh
	T2
	T1
	∆T
	RFU2
	RFU1
	∆RFU
	slope
	K.Activity

	ppy-8
	
	100
	2
	93.8
	30
	0
	30
	6.19
	0
	6.19
	3.333
	7.428
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	10
	1
	84.5
	30
	0
	30
	15.45
	0
	15.45
	3.333
	18.54

	
	
	1
	0
	70.2
	30
	0
	30
	29.76
	0
	29.76
	3.333
	35.712

	
	
	0.1
	-1
	51.5
	30
	0
	30
	48.51
	0
	48.51
	3.333
	58.212

	
	
	0.01
	-2
	31.5
	30
	0
	30
	68.49
	0
	68.49
	3.333
	82.188

	EC
	
	
	
	0
	30
	0
	30
	100
	0
	100
	3.333
	120

	
	 
	
	 
	
	 
	
	 
	
	 
	 
	
	 

	code
	IC50
	conc
	log 
	%inh
	T2
	T1
	∆T
	RFU2
	RFU1
	∆RFU
	slope
	K.Activity

	ppy-10
	
	100
	2
	94.6
	30
	0
	30
	5.39
	0
	5.39
	3.333
	6.468
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	10
	1
	83.6
	30
	0
	30
	16.41
	0
	16.41
	3.333
	19.692

	
	
	1
	0
	70.4
	30
	0
	30
	29.59
	0
	29.59
	3.333
	35.508

	
	
	0.1
	-1
	45.2
	30
	0
	30
	54.82
	0
	54.82
	3.333
	65.784

	
	
	0.01
	-2
	21
	30
	0
	30
	79.02
	0
	79.02
	3.333
	94.824

	EC
	
	
	
	0
	30
	0
	30
	100
	0
	100
	3.333
	120

	
	 
	
	 
	
	 
	
	 
	
	 
	 
	
	 

	code
	IC50
	conc
	log 
	%inh
	T2
	T1
	∆T
	RFU2
	RFU1
	∆RFU
	slope
	K.Activity

	ppy-13
	
	100
	2
	93.4
	30
	0
	30
	6.61
	0
	6.61
	3.333
	7.932
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	10
	1
	81
	30
	0
	30
	19.03
	0
	19.03
	3.333
	22.836

	
	
	1
	0
	57.1
	30
	0
	30
	42.85
	0
	42.85
	3.333
	51.42

	
	
	0.1
	-1
	35.8
	30
	0
	30
	64.16
	0
	64.16
	3.333
	76.992

	
	
	0.01
	-2
	13.9
	30
	0
	30
	86.09
	0
	86.09
	3.333
	103.31

	EC
	
	
	
	0
	30
	0
	30
	100
	0
	100
	3.333
	120

	
	 
	
	 
	
	 
	
	 
	
	 
	 
	
	 

	code
	IC50
	conc
	log 
	%inh
	T2
	T1
	∆T
	RFU2
	RFU1
	∆RFU
	slope
	K.Activity

	Ibuprofen
	
	100
	2
	94
	30
	0
	30
	5.99
	0
	5.99
	3.333
	7.188

	
	
	10
	1
	86.4
	30
	0
	30
	13.62
	0
	13.62
	3.333
	16.344
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	1
	0
	62.5
	30
	0
	30
	37.51
	0
	37.51
	3.333
	45.012

	
	
	0.1
	-1
	38.6
	30
	0
	30
	61.43
	0
	61.43
	3.333
	73.716

	
	
	0.01
	-2
	20.8
	30
	0
	30
	79.19
	0
	79.19
	3.333
	95.028

	EC
	
	
	
	0
	30
	0
	30
	100
	0
	100
	3.333
	120
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3.2. Inhibitory activity on PGE2 production
	
	LPS stimulated raw264.7 cells
	

	Ser
	Compound
	PGE2
	SD

	
	code
	mw
	cells
	pg/ml
	

	1
	ppy-4
	436.89
	---
	259.1±5.84
	0.328

	2
	ppy-8
	387.82
	---
	182.7±4.26
	0.231

	3
	ppy-10
	402.83
	---
	152.7±2.95
	0.193

	4
	ppy-13
	465.72
	---
	204.9±4.44
	0.259

	5
	Ibuprofen
	206.29
	---
	145.7±2.11
	0.184

	6
	LPS
	---
	---
	789.8±22.4
	1
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Detailed results 

	STANDARDS
	Pg/ml

	St.1
	2500

	St.2
	1250

	St.3
	625

	St.4
	313

	St.5
	156

	St.6
	78

	St.7
	39
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Plate map

	
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11
	12

	A
	st 1
	ppy-4
	IBU
	--
	--
	--
	--
	--
	--
	--
	--
	--

	B
	st 2
	ppy-4
	IBU
	--
	--
	--
	--
	--
	--
	--
	--
	--

	C
	st 3
	ppy-8
	LPS
	--
	--
	--
	--
	--
	--
	--
	--
	--

	D
	st 4
	ppy-8
	LPS
	--
	--
	--
	--
	--
	--
	--
	--
	--

	E
	st 5
	ppy-10
	--
	--
	--
	--
	--
	--
	--
	--
	--
	--

	F
	st 6
	ppy-10
	--
	--
	--
	--
	--
	--
	--
	--
	--
	--

	G
	st 7
	ppy-13
	--
	--
	--
	--
	--
	--
	--
	--
	--
	--

	H
	B
	ppy-13
	--
	--
	--
	--
	--
	--
	--
	--
	--
	--


Samples OD results

	
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11
	12

	A
	2.681
	0.644
	0.376
	0
	0
	0
	0
	0
	0
	0
	0
	0

	B
	1.793
	0.662
	0.384
	0
	0
	0
	0
	0
	0
	0
	0
	0

	C
	1.426
	0.483
	1.509
	0
	0
	0
	0
	0
	0
	0
	0
	0

	D
	0.817
	0.468
	1.472
	0
	0
	0
	0
	0
	0
	0
	0
	0

	E
	0.266
	0.393
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	F
	0.159
	0.404
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	G
	0.122
	0.522
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	H
	0.015
	0.537
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0


	Calibrator
	Wells
	Conc.
	Raw
(Corrected)
	Backfit
	Recovery
%

	Standard1
	A1
	2500
	2.67
	2610
	104.4

	Standard2
	B1
	1250
	1.78
	1083
	86.61

	Standard3
	C1
	625
	1.41
	735.9
	117.7

	Standard4
	D1
	312.5
	0.802
	339
	108.5

	Standard5
	E1
	156.3
	0.251
	105.1
	67.27

	Standard6
	F1
	78.13
	0.144
	70.47
	90.2

	Standard7
	G1
	39.06
	0.107
	59.3
	151.8


	Sample
	Wells
	Raw
	Background
Corrected
	Conc.
	Conc.
(Average)
	%CV
	SD
	SEM

	ppy-4
	A2
	0.644
	0.638
	254.9
	259.1
	2.25
	5.84
	4.13

	
	B2
	0.662
	
	263.2
	
	
	
	

	ppy-8
	C2
	0.483
	0.461
	185.8
	182.7
	2.33
	4.26
	3.01

	
	D2
	0.468
	
	179.7
	
	
	
	

	ppy-10
	E2
	0.393
	0.384
	150.6
	152.7
	1.93
	2.95
	2.08

	
	F2
	0.404
	
	154.8
	
	
	
	

	ppy-13
	G2
	0.522
	0.515
	201.8
	204.9
	2.17
	4.44
	3.14

	
	H2
	0.537
	
	208
	
	
	
	

	Ibuprofen
	A3
	0.376
	0.365
	144.2
	145.7
	1.45
	2.11
	1.49

	
	B3
	0.384
	
	147.2
	
	
	
	

	LPS
	C3
	1.51
	1.48
	805.6
	789.8
	2.83
	22.4
	15.8

	
	D3
	1.47
	
	774
	
	
	
	

	Blank
	H1
	0.015
	0
	29.52
	29.52
	-
	-
	0


3.3. Assessment of tissue TNF-α levels
	LPS stimulated raw264.7 cells

	s
	sample
	TNFα
	fld

	
	Sample

ID
	conc

ug/ml
	pg/ml
	

	1
	ppy-4
	436.89
	379.7±13.9
	0.263

	2
	ppy-8
	387.82
	663.7±11
	0.460

	3
	ppy-10
	402.83
	516±9.84
	0.358

	4
	ppy-13
	465.72
	454.7±6.23
	0.315

	5
	Ibuprofen
	206.29
	334.7±12.8
	0.232

	6
	LPS
	---
	1441±51.3
	1
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Detailed Results:

	STANDARDS
	CONC.pg/ml

	St.1
	4000

	St.2
	2000

	St.3
	1000

	St.4
	500

	St.5
	250

	St.6
	125

	St7
	62.5
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Plate map

	
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11
	12

	A
	St.1
	ppy-4
	IBU
	--
	--
	--
	--
	--
	--
	--
	--
	--

	B
	St.2
	ppy-4
	IBU
	--
	--
	--
	--
	--
	--
	--
	--
	--

	C
	St.3
	ppy-8
	LPS
	--
	--
	--
	--
	--
	--
	--
	--
	--

	D
	St.4
	ppy-8
	LPS
	--
	--
	--
	--
	--
	--
	--
	--
	--

	E
	St.5
	ppy-10
	--
	--
	--
	--
	--
	--
	--
	--
	--
	--

	F
	St.6
	ppy-10
	--
	--
	--
	--
	--
	--
	--
	--
	--
	--

	G
	St.7
	ppy-13
	--
	--
	--
	--
	--
	--
	--
	--
	--
	--

	H
	B
	ppy-13
	--
	--
	--
	--
	--
	--
	--
	--
	--
	--


Samples OD results

	
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11
	12

	A
	2.551
	0.361
	0.307
	0
	0
	0
	0
	0
	0
	0
	0
	0

	B
	1.722
	0.344
	0.322
	0
	0
	0
	0
	0
	0
	0
	0
	0

	C
	0.961
	0.609
	1.358
	0
	0
	0
	0
	0
	0
	0
	0
	0

	D
	0.443
	0.624
	1.299
	0
	0
	0
	0
	0
	0
	0
	0
	0

	E
	0.239
	0.482
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	F
	0.186
	0.469
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	G
	0.132
	0.415
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	H
	0.021
	0.423
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0


	Calibrator
	Wells
	Conc.
	Raw
(Corrected)
	Backfit
	Recovery
%

	Standard1
	A1
	4000
	2.53
	4011
	100.3

	Standard2
	B1
	2000
	1.7
	1983
	99.16

	Standard3
	C1
	1000
	0.94
	1022
	102.2

	Standard4
	D1
	500
	0.422
	480.9
	96.19

	Standard5
	E1
	250
	0.218
	237.9
	95.16

	Standard6
	F1
	125
	0.165
	158.6
	126.9

	Standard7
	G1
	62.5
	0.111
	47.03
	75.25


	Sample
	Wells
	Raw
	Background
Corrected
	Conc.
	Conc.
(Average)
	%CV
	SD
	SEM

	ppy-4
	A2
	0.361
	0.331
	389.5
	379.7
	3.67
	13.9
	9.85

	
	B2
	0.344
	
	369.8
	
	
	
	

	ppy-8
	C2
	0.609
	0.595
	656
	663.7
	1.65
	11
	7.75

	
	D2
	0.624
	
	671.5
	
	
	
	

	ppy-10
	E2
	0.482
	0.454
	522.9
	516
	1.91
	9.84
	6.96

	
	F2
	0.469
	
	509
	
	
	
	

	ppy-13
	G2
	0.415
	0.398
	450.3
	454.7
	1.37
	6.23
	4.41

	
	H2
	0.423
	
	459.1
	
	
	
	

	Ibuprofen
	A3
	0.307
	0.294
	325.6
	334.7
	3.83
	12.8
	9.07

	
	B3
	0.322
	
	343.8
	
	
	
	

	LPS
	C3
	1.36
	1.31
	1477
	1441
	3.56
	51.3
	36.3

	
	D3
	1.3
	
	1404
	
	
	
	

	Blank
	H1
	0.021
	0
	< Curve
	-
	-
	-
	-


3.4. In vitro 5- and 15-LOX inhibition assay
	ser
	Compound
	5-LOX
	SI
±

	
	code
	MW
	conc
	IC50

uM
	

	1
	ppy-4
	436.89
	---
	0.454
	0.018

	2
	ppy-8
	387.82
	---
	1.523
	0.059

	3
	ppy-10
	402.83
	---
	0.812
	0.032

	4
	ppy-13
	465.72
	---
	0.336
	0.013

	***
	Zileuton
	236.291
	---
	0.242
	0.009
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Detailed results
	5-LOX
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	code
	IC50
	conc
	log 
	%inh
	T2
	T1
	∆T
	RFU2
	RFU1
	∆RFU
	slope
	K.Activity

	ppy-4
	
	100
	2
	93.5
	30
	0
	30
	6.51
	0
	6.51
	3.333
	7.812
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uM

ppy-4 ppy-8 ppy-10 ppy-13 Zileuton

5 LOX _IC50

5-LOX


	
	10
	1
	80.3
	30
	0
	30
	19.65
	0
	19.65
	3.333
	23.58

	
	
	1
	0
	62.2
	30
	0
	30
	37.77
	0
	37.77
	3.333
	45.324

	
	
	0.1
	-1
	30.8
	30
	0
	30
	69.16
	0
	69.16
	3.333
	82.992

	
	
	0.01
	-2
	17.6
	30
	0
	30
	82.42
	0
	82.42
	3.333
	98.904

	EC
	
	
	
	0
	30
	0
	30
	100
	0
	100
	3.333
	120

	
	 
	
	 
	
	 
	
	 
	
	 
	 
	
	 

	code
	IC50
	conc
	log 
	%inh
	T2
	T1
	∆T
	RFU2
	RFU1
	∆RFU
	slope
	K.Activity

	ppy-8
	
	100
	2
	88.6
	30
	0
	30
	11.42
	0
	11.42
	3.333
	13.704
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	10
	1
	74.1
	30
	0
	30
	25.86
	0
	25.86
	3.333
	31.032

	
	
	1
	0
	39
	30
	0
	30
	61.03
	0
	61.03
	3.333
	73.236

	
	
	0.1
	-1
	20.2
	30
	0
	30
	79.82
	0
	79.82
	3.333
	95.784

	
	
	0.01
	-2
	8.56
	30
	0
	30
	91.44
	0
	91.44
	3.333
	109.73

	EC
	
	
	
	0
	30
	0
	30
	100
	0
	100
	3.333
	120

	
	 
	
	 
	
	 
	
	 
	
	 
	 
	
	 

	code
	IC50
	conc
	log 
	%inh
	T2
	T1
	∆T
	RFU2
	RFU1
	∆RFU
	slope
	K.Activity

	ppy-10
	
	100
	2
	91.2
	30
	0
	30
	8.81
	0
	8.81
	3.333
	10.572
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	10
	1
	77.3
	30
	0
	30
	22.74
	0
	22.74
	3.333
	27.288

	
	
	1
	0
	50.6
	30
	0
	30
	49.39
	0
	49.39
	3.333
	59.268

	
	
	0.1
	-1
	28.5
	30
	0
	30
	71.53
	0
	71.53
	3.333
	85.836

	
	
	0.01
	-2
	11.8
	30
	0
	30
	88.15
	0
	88.15
	3.333
	105.78

	EC
	
	
	
	0
	30
	0
	30
	100
	0
	100
	3.333
	120

	
	 
	
	 
	
	 
	
	 
	
	 
	 
	
	 

	code
	IC50
	conc
	log 
	%inh
	T2
	T1
	∆T
	RFU2
	RFU1
	∆RFU
	slope
	K.Activity

	ppy-13
	
	100
	2
	93
	30
	0
	30
	7.03
	0
	7.03
	3.333
	8.436
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	10
	1
	83.5
	30
	0
	30
	16.53
	0
	16.53
	3.333
	19.836

	
	
	1
	0
	64.9
	30
	0
	30
	35.11
	0
	35.11
	3.333
	42.132

	
	
	0.1
	-1
	38.2
	30
	0
	30
	61.82
	0
	61.82
	3.333
	74.184

	
	
	0.01
	-2
	17.1
	30
	0
	30
	82.89
	0
	82.89
	3.333
	99.468

	EC
	
	
	
	0
	30
	0
	30
	100
	0
	100
	3.333
	120

	
	 
	
	 
	
	 
	
	 
	
	 
	 
	
	 

	code
	IC50
	conc
	log 
	%inh
	T2
	T1
	∆T
	RFU2
	RFU1
	∆RFU
	slope
	K.Activity

	Zileuton
	
	100
	2
	95.2
	30
	0
	30
	4.83
	0
	4.83
	3.333
	5.796
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	10
	1
	86.9
	30
	0
	30
	13.07
	0
	13.07
	3.333
	15.684

	
	
	1
	0
	70.5
	30
	0
	30
	29.53
	0
	29.53
	3.333
	35.436

	
	
	0.1
	-1
	37.6
	30
	0
	30
	62.42
	0
	62.42
	3.333
	74.904

	
	
	0.01
	-2
	20.8
	30
	0
	30
	79.18
	0
	79.18
	3.333
	95.016

	EC
	
	
	
	0
	30
	0
	30
	100
	0
	100
	3.333
	120
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	ser
	Compound
	15-LOX
	SI
±

	
	code
	MW
	conc
	IC50

uM
	

	1
	ppy-4
	436.89
	---
	0.541
	0.021

	2
	ppy-8
	387.82
	---
	2.231
	0.087

	3
	ppy-10
	402.83
	---
	0.489
	0.019

	4
	ppy-13
	465.72
	---
	0.207
	0.008

	***
	Zileuton
	236.291
	---
	0.411
	0.016
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Detailed results
	15-LOX
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 
	 

	code
	IC50
	conc
	log 
	%inh
	T2
	T1
	∆T
	RFU2
	RFU1
	∆RFU
	slope
	K.Activity

	ppy-4
	
	100
	2
	92.7
	30
	0
	30
	7.29
	0
	7.29
	3.333
	8.748
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	10
	1
	77.9
	30
	0
	30
	22.08
	0
	22.08
	3.333
	26.496

	
	
	1
	0
	60.9
	30
	0
	30
	39.13
	0
	39.13
	3.333
	46.956

	
	
	0.1
	-1
	34.3
	30
	0
	30
	65.69
	0
	65.69
	3.333
	78.828

	
	
	0.01
	-2
	11.6
	30
	0
	30
	88.41
	0
	88.41
	3.333
	106.09

	EC
	
	
	
	0
	30
	0
	30
	100
	0
	100
	3.333
	120

	
	 
	
	 
	
	 
	
	 
	
	 
	 
	
	 

	code
	IC50
	conc
	log 
	%inh
	T2
	T1
	∆T
	RFU2
	RFU1
	∆RFU
	slope
	K.Activity

	ppy-8
	
	100
	2
	86.8
	30
	0
	30
	13.22
	0
	13.22
	3.333
	15.864
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	10
	1
	70.4
	30
	0
	30
	29.61
	0
	29.61
	3.333
	35.532

	
	
	1
	0
	31.9
	30
	0
	30
	68.14
	0
	68.14
	3.333
	81.768

	
	
	0.1
	-1
	17.6
	30
	0
	30
	82.36
	0
	82.36
	3.333
	98.832

	
	
	0.01
	-2
	5.99
	30
	0
	30
	94.01
	0
	94.01
	3.333
	112.81

	EC
	
	
	
	0
	30
	0
	30
	100
	0
	100
	3.333
	120

	
	 
	
	 
	
	 
	
	 
	
	 
	 
	
	 

	code
	IC50
	conc
	log 
	%inh
	T2
	T1
	∆T
	RFU2
	RFU1
	∆RFU
	slope
	K.Activity

	ppy-10
	
	100
	2
	92.6
	30
	0
	30
	7.42
	0
	7.42
	3.333
	8.904
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	10
	1
	81.7
	30
	0
	30
	18.26
	0
	18.26
	3.333
	21.912

	
	
	1
	0
	57.4
	30
	0
	30
	42.55
	0
	42.55
	3.333
	51.06

	
	
	0.1
	-1
	32.8
	30
	0
	30
	67.16
	0
	67.16
	3.333
	80.592

	
	
	0.01
	-2
	16.6
	30
	0
	30
	83.42
	0
	83.42
	3.333
	100.1

	EC
	
	
	
	0
	30
	0
	30
	100
	0
	100
	3.333
	120

	
	 
	
	 
	
	 
	
	 
	
	 
	 
	
	 

	code
	IC50
	conc
	log 
	%inh
	T2
	T1
	∆T
	RFU2
	RFU1
	∆RFU
	slope
	K.Activity

	ppy-13
	
	100
	2
	93
	30
	0
	30
	6.96
	0
	6.96
	3.333
	8.352
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	10
	1
	85.2
	30
	0
	30
	14.82
	0
	14.82
	3.333
	17.784

	
	
	1
	0
	68
	30
	0
	30
	32.03
	0
	32.03
	3.333
	38.436

	
	
	0.1
	-1
	43.6
	30
	0
	30
	56.42
	0
	56.42
	3.333
	67.704

	
	
	0.01
	-2
	22.6
	30
	0
	30
	77.36
	0
	77.36
	3.333
	92.832

	EC
	
	
	
	0
	30
	0
	30
	100
	0
	100
	3.333
	120

	
	 
	
	 
	
	 
	
	 
	
	 
	 
	
	 

	code
	IC50
	conc
	log 
	%inh
	T2
	T1
	∆T
	RFU2
	RFU1
	∆RFU
	slope
	K.Activity

	Zileuton
	
	100
	2
	94.7
	30
	0
	30
	5.29
	0
	5.29
	3.333
	6.348
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	10
	1
	83
	30
	0
	30
	17.02
	0
	17.02
	3.333
	20.424

	
	
	1
	0
	64.3
	30
	0
	30
	35.66
	0
	35.66
	3.333
	42.792

	
	
	0.1
	-1
	36.4
	30
	0
	30
	63.59
	0
	63.59
	3.333
	76.308

	
	
	0.01
	-2
	12.4
	30
	0
	30
	87.62
	0
	87.62
	3.333
	105.14

	EC
	
	
	
	0
	30
	0
	30
	100
	0
	100
	3.333
	120
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3.5. Inhibitory activity of iNOS enzymatic activity
	
	LPS stimulated raw264.7 cells
	

	Ser
	Compound
	iNOS
	SD



	
	code
	cells
	Cytx_IC50

uM
	ug/ml
	

	1
	ppy-4
	436.89
	
	203.9±10.1
	0.23

	2
	ppy-8
	387.82
	
	294.9±7.43
	0.33

	3
	ppy-10
	402.83
	
	334.6±8.92
	0.38

	4
	ppy-13
	465.72
	
	217±5.47
	0.24

	5
	Ibuprofen
	206.29
	
	183.1±2.13
	0.21

	6
	LPS
	---
	
	886±45.9
	1
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  Detailed results 

	STANDARDS
	Pg/ml

	St.1
	3000

	St.2
	1500

	St.3
	750

	St.4
	375

	St.5
	187.5

	St.6
	93.75

	St.7
	46.88
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Plate map

	
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11
	12

	A
	st 1
	ppy-4
	IBU
	--
	--
	--
	--
	--
	--
	--
	--
	--

	B
	st 2
	ppy-4
	IBU
	--
	--
	--
	--
	--
	--
	--
	--
	--

	C
	st 3
	ppy-8
	LPS
	--
	--
	--
	--
	--
	--
	--
	--
	--

	D
	st 4
	ppy-8
	LPS
	--
	--
	--
	--
	--
	--
	--
	--
	--

	E
	st 5
	ppy-10
	--
	--
	--
	--
	--
	--
	--
	--
	--
	--

	F
	st 6
	ppy-10
	--
	--
	--
	--
	--
	--
	--
	--
	--
	--

	G
	st 7
	ppy-13
	--
	--
	--
	--
	--
	--
	--
	--
	--
	--

	H
	B
	ppy-13
	--
	--
	--
	--
	--
	--
	--
	--
	--
	--


Samples OD results

	
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11
	12

	A
	2.596
	0.424
	0.372
	0
	0
	0
	0
	0
	0
	0
	0
	0

	B
	1.884
	0.396
	0.366
	0
	0
	0
	0
	0
	0
	0
	0
	0

	C
	1.267
	0.572
	1.441
	0
	0
	0
	0
	0
	0
	0
	0
	0

	D
	0.808
	0.591
	1.372
	0
	0
	0
	0
	0
	0
	0
	0
	0

	E
	0.264
	0.663
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	F
	0.182
	0.641
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	G
	0.127
	0.428
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	H
	0.012
	0.443
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0


	Calibrator
	Wells
	Conc.
	Raw
(Corrected)
	Backfit
	Recovery
%

	Standard1
	A1
	3000
	2.58
	3054
	101.8

	Standard2
	B1
	1500
	1.87
	1440
	95.99

	Standard3
	C1
	750
	1.25
	761.2
	101.5

	Standard4
	D1
	375
	0.796
	428
	114.1

	Standard5
	E1
	187.5
	0.252
	131.5
	70.13

	Standard6
	F1
	93.75
	0.17
	92.39
	98.55

	Standard7
	G1
	46.88
	0.115
	66.56
	142


	Sample
	Wells
	Raw
	Background
Corrected
	Conc.
	Conc.
(Average)
	%CV
	SD
	SEM

	ppy-4
	A2
	0.424
	0.398
	211
	203.9
	4.96
	10.1
	7.14

	
	B2
	0.396
	
	196.8
	
	
	
	

	ppy-8
	C2
	0.572
	0.569
	289.7
	294.9
	2.52
	7.43
	5.25

	
	D2
	0.591
	
	300.2
	
	
	
	

	ppy-10
	E2
	0.663
	0.64
	340.9
	334.6
	2.67
	8.92
	6.31

	
	F2
	0.641
	
	328.3
	
	
	
	

	ppy-13
	G2
	0.428
	0.424
	213.1
	217
	2.52
	5.47
	3.87

	
	H2
	0.443
	
	220.8
	
	
	
	

	Ibuprofen
	A3
	0.372
	0.357
	184.6
	183.1
	1.16
	2.13
	1.5

	
	B3
	0.366
	
	181.6
	
	
	
	

	LPS
	C3
	1.44
	1.39
	918.4
	886
	5.18
	45.9
	32.4

	
	D3
	1.37
	
	853.6
	
	
	
	

	Blank
	H1
	0.012
	0
	12.13
	12.13
	-
	-
	0


3.6. MTT cytotoxicity assay
Cytotoxicity results

	Ser
	Sample
	Cytotoxicity
IC50
uM
	SD
±

	
	code
	MW
	cells
	raw264.7
	

	1
	ppy-4
	436.89
	raw264.7
	301.38
	10.7

	2
	ppy-8
	387.82
	---
	183.01
	6.52

	3
	ppy-10
	402.83
	---
	178.92
	6.37

	4
	ppy-13
	465.72
	---
	209.43
	7.46

	5
	Ibuprofen
	206.29
	---
	148.92
	5.3
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	Blank
	CC
	Sample No.             ppy-4/Raw264.7
	Sample No.          ppy-8/Raw264.7

	 
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11
	12

	A
	B
	C
	1000ug
	250ug
	63ug
	16ug
	4ug
	1000ug
	250ug
	63ug
	16ug
	4ug

	B
	B
	C
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	250ug
	63ug
	16ug
	4ug
	1000ug
	250ug
	63ug
	16ug
	4ug

	C
	B
	C
	1000ug
	250ug
	63ug
	16ug
	4ug
	1000ug
	250ug
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	16ug
	4ug
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	             Wave length:450 nm
	
	
	
	
	
	
	
	
	

	             Reference: 630 nm
	
	
	
	
	
	
	
	
	

	 
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11
	12

	
	
	
	
	
	
	
	
	
	
	
	
	

	A
	0.001
	0.528
	0.208
	0.259
	0.329
	0.386
	0.441
	0.177
	0.231
	0.299
	0.377
	0.411

	B
	0.001
	0.493
	0.186
	0.272
	0.331
	0.391
	0.429
	0.164
	0.251
	0.284
	0.361
	0.393

	C
	0.001
	0.499
	0.191
	0.263
	0.318
	0.388
	0.446
	0.193
	0.238
	0.321
	0.357
	0.418

	mean
	4E-04
	0.507
	0.195
	0.265
	0.326
	0.3883
	0.4387
	0.178
	0.24
	0.3013
	0.365
	0.4073

	%
	 
	`
	38.486842
	52.24
	64.342
	76.645
	86.579
	35.13158
	47.368
	59.474
	72.039
	80.395
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	3
	38.49
	
	
	
	3
	35.132
	
	
	

	2.398
	52.24
	
	
	
	2.39794
	47.368
	
	
	

	1.799
	64.34
	
	
	
	1.799341
	59.474
	
	
	

	1.204
	76.64
	
	
	
	1.20412
	72.039
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	86.58
	
	
	
	0.60206
	80.395
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	Blank
	CC
	Sample No.          ppy-10/Raw264.7
	Sample No.              ppy-13/Raw264.7

	 
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11
	12

	A
	B
	C
	1000ug
	250ug
	63ug
	16ug
	4ug
	1000ug
	250ug
	63ug
	16ug
	4ug

	B
	B
	C
	1000ug
	250ug
	63ug
	16ug
	4ug
	1000ug
	250ug
	63ug
	16ug
	4ug

	C
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	1000ug
	250ug
	63ug
	16ug
	4ug
	1000ug
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	63ug
	16ug
	4ug

	             ROBONIK P2000 eia reader
	
	
	
	
	
	
	
	
	

	             Wave length: 450 nm
	
	
	
	
	
	
	
	
	

	             Reference: 630 nm
	
	
	
	
	
	
	
	
	

	 
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11
	12

	
	
	
	
	
	
	
	
	
	
	
	
	

	A
	0.001
	0.493
	0.151
	0.229
	0.294
	0.344
	0.404
	0.173
	0.225
	0.318
	0.264
	0.422

	B
	0.001
	0.488
	0.164
	0.237
	0.277
	0.352
	0.385
	0.168
	0.241
	0.326
	0.358
	0.418

	C
	0.001
	0.467
	0.181
	0.225
	0.279
	0.361
	0.392
	0.159
	0.233
	0.331
	0.343
	0.397

	mean
	0.001
	0.483
	0.1653333
	0.23
	0.2833
	0.3523
	0.3937
	0.166667
	0.233
	0.325
	0.3217
	0.4123

	% viability
	 
	 
	34.254144
	47.72
	58.702
	72.997
	81.561
	34.53039
	48.273
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	66.644
	85.428
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	34.25
	
	
	
	3
	34.53
	

	2.398
	47.72
	
	
	
	2.39794
	48.273
	

	1.799
	58.7
	
	
	
	1.799341
	67.334
	

	1.204
	73
	
	
	
	1.20412
	66.644
	

	0.602
	81.56
	
	
	
	0.60206
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	Blank
	CC
	Sample No.              Ibuprofen/Raw264.7
	Sample No.        

	 
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11
	12

	A
	B
	C
	1000ug
	250ug
	63ug
	16ug
	4ug
	 
	 
	 
	 
	 

	B
	B
	C
	1000ug
	250ug
	63ug
	16ug
	4ug
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	B
	C
	1000ug
	250ug
	63ug
	16ug
	4ug
	 
	 
	 
	 
	 

	             ROBONIK P2000 eia reader
	
	
	
	
	
	
	
	
	

	             Wave length: 450 nm
	
	
	
	
	
	
	
	
	

	             Reference: 630 nm
	
	
	
	
	
	
	
	
	

	 
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11
	12

	
	
	
	
	
	
	
	
	
	
	
	
	

	A
	0.001
	0.494
	0.188
	0.233
	0.311
	0.362
	0.404
	 
	 
	 
	 
	 

	B
	0.003
	0.531
	0.164
	0.251
	0.292
	0.357
	0.392
	 
	 
	 
	 
	 

	C
	0.001
	0.518
	0.157
	0.229
	0.307
	0.339
	0.415
	 
	 
	 
	 
	 

	mean
	0.002
	0.514
	0.1696667
	0.238
	0.3033
	0.3527
	0.4037
	0
	0
	0
	0
	0

	% viability
	 
	 
	32.987686
	46.21
	58.976
	68.568
	78.483
	0
	0
	0
	0
	0
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For clarity, the compound codes used in Supplementary Data are matched with their corresponding codes in the main manuscript, as summarized in this Table.

Correspondence between compound codes in the Supplementary Data and the manuscript
	Supplementary Data Code
	Manuscript Code

	ppy0
	5a

	ppy2
	5b

	ppy3
	5c

	ppy3
	5d

	ppy11
	5e

	ppy13
	5f

	ppy10
	5g

	ppy12
	5h

	ppy7
	5i

	ppy6
	5j

	ppy8
	5k

	ppy9
	5l

	ppy4
	5m

	ppy5
	5n


