Supplemental Table 1. Concentrations of QD502 post IV and PO administration in mice.  Concentrations of QD502 at 0.083, 0.25, 0.5, 1, 2, 4, 6, 8, 24 hr plasma harvests from single dose IV and 0.5, 1, 2, 4, 7, 24 hr plasma harvests from PO administration and on day 5 of repeated dose oral administration in mice.
	Single IV Dose (5mg/kg)

	Time (hr)
	Concentration
(ng/mL)
	Mean
(ng/mL)
	SD
(ng/mL)
	CV
(%)

	
	Mouse1
	Mouse2
	Mouse3
	
	
	

	0.083
	417
	576
	441
	478
	85.7
	17.9

	0.25
	247
	321
	247
	272
	42.7
	15.7

	0.5
	180
	147
	143
	157
	20.3
	13

	1
	97.2
	74.3
	58.9
	76.8
	19.3
	25.1

	2
	57.2
	44.3
	36.4
	46.1
	10.7
	23.2

	4
	36.2
	27.8
	23.8
	29.3
	6.33
	21.6

	6
	29.1
	23.2
	19.1
	23.8
	5.03
	21.1

	8
	20.8
	17.1
	15.2
	17.7
	2.85
	16.1

	24
	9.88
	7.70
	6.44
	8.01
	1.74
	21.7

	Day 1 (PO Dose, 30 mg/kg)

	Time (hr)
	Concentration
(ng/mL)
	Mean
(ng/mL)
	SD
(ng/mL)
	CV
(%)

	
	Mouse1
	Mouse2
	Mouse3
	
	
	

	0.5
	429
	493
	365
	429
	64.0
	14.9

	1
	228
	256
	196
	227
	30
	13.2

	2
	182
	162
	123
	156
	30
	19.3

	4
	95.3
	78.5
	58.1
	77.3
	18.6
	24.1

	7
	63.6
	50.8
	41.3
	51.9
	11.2
	21.6

	24
	25.9
	19.3
	16.1
	20.9
	5
	24.5

	Day 5  (PO Dose, 30 mg/kg)

	Time (hr)
	Concentration
(ng/mL)
	Mean
(ng/mL)
	SD
(ng/mL)
	CV
(%)

	
	Mouse1
	Mouse2
	Mouse3
	
	
	

	0.5
	319
	423
	366
	369
	52.1
	14.1

	1
	173
	244
	253
	223
	43.8
	19.6

	2
	116
	173
	186
	158
	37.2
	23.5

	4
	53.5
	78.1
	89.5
	73.7
	18.4
	25

	7
	43.2
	61.1
	58.2
	54.2
	9.61
	17.7

	24
	18.7
	26.3
	21.7
	22.2
	3.83
	17.2





Supplemental Table 2. Concentrations of QD502 post IV and PO administration in rats.  Concentrations of QD502 at 0.083, 0.25, 0.5, 1, 2, 4, 6, 8, 24 hr plasma harvests from single dose IV and , 0.5, 1, 2, 4, 7, 24 hr plasma harvests from PO administration and on day 5 of repeated dose oral administration in mice.
	Single IV Dose (2mg/kg)

	Time (hr)
	Concentration
(ng/mL)
	Mean
(ng/mL)
	SD
(ng/mL)
	CV
(%)

	
	Rat1
	Rat2
	Rat3
	
	
	

	0.083
	528
	419
	430
	459
	60
	13.1

	0.25
	387
	313
	315
	338
	42.2
	12.5

	0.5
	245
	268
	207
	240
	30.8
	12.8

	1
	126
	114
	114
	118
	6.93
	5.87

	2
	57.5
	45.5
	44.1
	49
	7.37
	15

	4
	25.3
	19.3
	15.5
	20.0
	4.94
	24.7

	6
	18.6
	15.6
	11.6
	15.3
	3.51
	23

	8
	15.1
	12.8
	9.76
	12.6
	2.68
	21.3

	24
	6.48
	5.25
	4.02
	5.25
	1.23
	23.4

	Single PO Dose (10 mg/kg)

	Time (hr)
	Concentration
(ng/mL)
	Mean
(ng/mL)
	SD
(ng/mL)
	CV
(%)

	
	Rat1
	Rat2
	Rat3
	
	
	

	0.083
	157
	120
	106
	128
	26.4
	20.6

	0.25
	341
	233
	271
	282
	54.8
	19.5

	0.5
	282
	159
	224
	222
	61.5
	27.8

	1
	163
	122
	161
	149
	23.1
	15.5

	2
	88.3
	62.3
	102
	84.2
	20.2
	23.9

	4
	31.4
	24.2
	39.2
	31.6
	7.5
	23.7

	6
	18.8
	14.7
	25.1
	19.5
	5.24
	26.8

	8
	15
	12.9
	19.5
	15.8
	3.37
	21.3

	24
	7.49
	6.05
	9.07
	7.54
	1.51
	20.0










Supplemental Table 3. Plasma Pharmacokinetics of QD501 Following Single IV and PO Doses in Rats.   The plasma concentration of QD501 declined in a multiphasic manner after IV administration at 2 mg/kg with an initial concentration (C0) of 692 ng/mL and a last measurable concentration (Clast) of 2.80 ng/mL at 24 h post dose. QD501 displayed a high systemic clearance (CLp) of 52.2 mL/min/kg and a high steady‐state volume of distribution (Vss) of 18.9 L/kg, suggesting extensive metabolism and high tissue distribution. The total systemic exposure (AUCinf) was 644 h·ng/mL with a terminal half‐life (t1/2) of 14 h.  PO at 10 mg/kg, the test compound rapidly reached a peak plasma concentration (Cmax) of 254 ng/mL within 30 min (Tmax) (Figure 9 A-D) and S7B). After that, its plasma concentration declined in a multiphasic manner with a last measurable concentration of 7.31 ng/mL at 24 h and a terminal half‐life (t1/2) of 15.6 h. The total systemic exposure (AUCinf) was 815 h·ng/mL with an oral bioavailability (F) of 25.3%.   
	Parameter
	IV
	Parameter
	PO

	Dose (mg/kg)
	2
	Dose (mg/kg)
	10

	t1/2 (h)
	14.0 ± 0.4
	t1/2 (h)
	15.6 ± 0.3

	C0 (ng/mL)
	692 ± 70.2
	Tmax (h)
	0.5

	Clast (ng/mL)
	2.80 ± 0.5
	Cmax (ng/mL)
	254 ± 33.8

	AUClast (ng∙h/mL)
	588 ± 66.1
	Cmax/D (mg/mL)
	25.4 ± 3.4

	AUCinf (ng∙h/mL)
	644 ± 75.8
	Clast (ng/mL)
	7.3 ± 7.3

	AUCinf/D (ng∙h/mL)
	322 ± 37.9
	AUClast (ng∙h/mL)
	651 ± 91.3

	Vz (L/kg)
	63.4 ± 7.6
	AUCinf (ng∙h/mL)
	815 ± 124

	CLp (L/h/kg)
	52.2 ± 6.0
	AUCinf/D (ng∙h/mL)
	81.5 ± 12.4

	MRTinf (h)
	6.06 ± 0.4
	MRTinf (h)
	13.2 ± 0.7

	Vss (L/kg)
	18.9 ± 1.4
	F (%)
	25.3 ± 3.4

	terminal half‐life (t1/2), initial concentration (C0), last measurable concentration (Clast), systemic clearance (CLp), area under the plasma concentration vs time curve (AUC), total systemic exposure (AUCinf), mean residence time (MRT) steady‐state volume of distribution (Vss)
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Description automatically generated]Supplemental Figure 1.  Evaluation of QD502 Stability in Liver Microsomes.  QD502 (2µg/mL) was dissolved and incubated with liver microsomes from a variety of species. The concentration of QD502 was measured at designated intervals for 60 minutes. t1/2 = the half-life (min), where t1/2 is equal to 0.693/slope and CLint is equal to 0.693/( t1/2 × Cmp).  A negative control cohort which lacked  the essential enzyme co-factor, NADPH, was also performed to validate experimental conditions.
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Supplemental Figure 2. Evaluation of Verapamil Stability on Liver Microsomes (Positive Control)
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Description automatically generated]Verapamil (2µg/mL) was dissolved and incubated with liver microsomes from a variety of species. The concentration of QD502 was measured at designated intervals for 60 minutes. t1/2 = the half-life (min), where t1/2 is equal to 0.693/slope and CLint is equal to 0.693/( t1/2 × Cmp).  A negative control cohort which lacked NADPH was also performed to validate experimental conditions.



[image: A screenshot of a computer

Description automatically generated]
















Supplemental Figure 3. Evaluation of QD502 on Key CYP 450 Enzymes. The inhibition assay is conducted in 0.2 mg/mL mix‐gender, pooled human liver microsomes (HLM), 100 mM potassium phosphate buffer , and a 2 mM NADPH cofactor.  Data are represented in both tabular (A) and graphical (B) formats.
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Description automatically generated]A. Inhibition Analyses of CYP 450 Enzymes (Tabular).
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Supplemental Figure 4.  Physical and Behavioral Observations in Mice Post QD502 Administration.
A. Body weight changes
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B. Behavioral Observations.
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Supplemental Figure 5. PK of single intravenous administration of QD501 in rats (24 hr.).  Rats (n = 3) were treated with 2 mg/kg of QD501 IV and assessed for plasma drug concentrations at 0.083, 0.25, 0.5, 1, 2, 4, 6, 8, and 24 h post initial dosing. Graphs represent linear plotting (A) or semi-log (B ) with mean values.
A


B


[bookmark: OLE_LINK4]
[bookmark: OLE_LINK6]Supplemental Figure 6.  PK of single, oral administration of QD501 in rats. Rats (n = 3) were treated with 10 mg/kg of QD501 via oral gavage and assessed for plasma drug concentrations at 0.5, 1, 2, 4, 7, and 24 h post initial dosing.  Graphs represent linear (A and C) plotting and semi-log (B and D) with mean values.
A


B



Supplemental Figure 7. QD501 Shows Additive/Synergistic Cytotoxicity with Select Drugs.  QD501 treatment along with irinotecan (A, D, F, G), paclitaxel (B, E) or dasatinib (C) show significant additive and synergistic effect in a 7-day colony formation assay in several cell lines (ID8, KPC-2, Pan02, LLC1 and MIA PaCa-2). Red boxes indicate wells with additive or synergistic effect in the combination treatment.
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Supplemental Figure 8. Safety Panel Screening of QD501.  The SafetyScreen44™ in vitro panel enables early identification of significant off-target interactions with lead drug candidates.  Binding of 44 specific targets were evaluated through a variety of binding assays.  Stock solutions of 10 μM of QD501 were used for analyses.  Data is represented as a mean of n = 2 assay binding experiments.

 (QD501) % Inhibition of Control Specific Binding

% Inhibtion of Control Specific Binding	97

A2A(h) (agonist)	α1A(h) (antagonist)	α2A(h) (antagonist)	β1(h) (agonist)	β2(h) (antagonist)	BZD (central) (agonist)	CB1(h) (agonist)	CB2(h) (agonist)	CCK1 (CCKA) (h) (agonist)	D1(h) (antagonist)	D2S(h) (agonist)	ETA(h) (agonist)	NMDA (antagonist)	H1(h) (antagonist)	H2(h) (antagonist )	MAO-A (antagonist)	M1(h) (antagonist)	M2 (h) (antagonist)	M3(h) (antagonist)	N neuronal α4β2 (h) (agonist)	δ (DOP) (h) (agonist)	kappa (h) (KOP) (agonist)	μ (MOP) (h) (agonist)	5-HT1A(h) (agonist)	5-HT1B (h) (antagonist)	5-HT2A(h) (agonist)	5-HT2B(h) (agonist)	5-HT3(h) (antagonist)	GR (h) (agonist)	AR(h) (agonist)	V1a(h) (agonist)	Ca2+ channel (antagonist)	Potassium Channel hERG (human)	KV channel (antagonist )	Na+ channel (site 2) (antagonist )	norepinephrine transporter(h) (antagonist )	dopamine transporter(h) (antagonist )	5-HT transporter (h) (antagonist )	COX1(h)	COX2(h)	PDE3A (h)	PDE4D2 (h)	Lck kinase (h)	acetylcholinesterase (h)	28.6	5.5	1.3	-8.5	19.5	14.9	10.199999999999999	-10.199999999999999	-9.3000000000000007	-0.4	13.5	-5	13.4	-2.6	-8.1	3	73.8	51.6	32.200000000000003	62.8	45.5	2	3.8	1.8	2	-13.5	-14.3	11.5	34.6	9.5	1.1000000000000001	-11.6	13.5	-6.4	-2.2000000000000002	1	3.6	16.100000000000001	88.5	51	15.9	32.799999999999997	25.6	97.2	


image7.png
DAY 1
QD502

Fomar | G0SE | Al
No | tever [swig)

30 me/ig| 00245

S0 me/ie| 00260

30 me/ig 00250

DAY 2

QD502

poimal | 00sE | Actuat
Vo | LeveL [wie)

30me/ig| 00237

7 [Someie] 00261

3 [30mgig| 00207

DAY 3

QD502

poimal | 00se | Actuat
No | LeveL [wie)

T [Some/ig| 0003

30 me/kg| 00275

3 [30mgig| o0zse

DAY 4

QD502

poimal | 00se | Actuat
No | LeveL [wie)

T [Some/is| 008

30 me/kg| 00282

3 [somgie] 00250

o
“

QD502

Animal | D0sE | Actual
No | LeveL [wie)

T [Some/is| 00550

2 [30meie] 026

3 [30 me/hg | 0.0260





image8.png
QD502: AM Observations QD502: PM Observations

Day1 Day1
Animal #_| Dose Route Observation ‘Animal #_| Dose Route Observation
1 PO [Exhibiting normal behavior 1 PO [sieeping
2 PO [siceping 2 PO [sieeping
3 PO [exhibiting normal behavior 3 PO [Exhibiting normal behavior
Day2 Day2
Animal #_| Dose Route Observation ‘Animal #_| Dose Route Observation
1 PO [siceping 1 PO [Exhibiting normel behavior
2 PO [exhibiting normal behavio 2 PO [sieeping
3 PO [siceping 3 PO [Exhibiting normal behavior
Day3 Day3
Animal #_| Dose Route Observation ‘Animal #_| Dose Route Observation
1 PO [exhibiting normal behavior 1 PO [siceping
2 PO [Exhibiting normal behavior 2 PO [Exhibiting normal behavior
3 PO [siceping 3 PO [siceping
Daya
Animal #_| Dose Route Observation Observation
1 PO [siceping [Sieeping
2 PO [exhibiting normal behavior [Steeping
3 PO |[sieeping [Exhibiting normal behavior
Day5s Day5
Animal #_| Dose Route Observation ‘Animal #_| Dose Route Observation
1 PO [exhibiting normal behavior 1 PO [Exhibiting normal behavior
2 PO |[sieeping 2 PO [sieeping
3 PO [exhibiting normal behavior 3 PO |[sieeping

‘Please note: animals were observed before cage manipulation and It was noted if they were sleeping. Each animal was then manipulated to 100K for any other adverse signs which




image9.emf


QD501

IV @ 2 mg/kg

(linear)

Time (hours)

Plasma Concentration

(ng/mL)

0 4 8 12 16 20 24

0

100

200

300

400

500

600

700

Animal 1

Animal 2

Animal 3

Mean



image10.emf


QD501

IV @ 2 mg/kg

(semi-log)

Time (hours)

Plasma Concentration

(ng/mL)

0 4 8 12 16 20 24

1

10

100

1000

Animal 1

Animal 2

Animal 3

Mean



image11.emf


QD501

PO @ 10 mg/kg

(linear)

Time (hours)

Plasma Concentration

(ng/mL)

0 4 8 12 16 20 24

0

50

100

150

200

250

300

Animal 1

Animal 2

Animal 3

Mean



image12.emf


QD501

PO @ 10 mg/kg

(semi-log)

Time (hours)

Plasma Concentration

(ng/mL)

0 4 8 12 16 20 24

1

10

100

1000

Animal 1

Animal 2

Animal 3

Mean



image13.png
>

o

QD501 (uM)

(0]

Irinotecan (uM)

QD501 (uM)

Irinotecan (uM)
1 03 01 003001 0

Irinotecan (uM
03 01 003 001
=

-

e
w

e
o

Q@@@ﬁ

-
=)

QD501 (uM)
3 1 033 011 004 O
X AN AN S

"AAA

&
= PTREAS A A
“' - —.f 7w,
“Hgss
AR %

MIA PaCa-2

QD501 (uM)

m

QD501 (uM)

-

e
w

o
N

0.03

03

0.1

0.03

0.01

40 12 4 12

Paclitaxel (uM)
04 0

ID8
Paclitaxel (uM)

40 12 4 1.2 04 0
Q«@@@ﬁ
@@
S ("1“‘ @,@0
I N

\. "

(g}

QD501 (uM)
3 1 033 011 004 O

10 (=

3.33
1.1
0.37
0.12
0.04 <
0.01 &5

Dasatinib (uM)

F QD501 (uM)
10  3.33 1.11 0.37 0.04
-





image1.png
Nogative Control »
(ihout NADRY) QD502 Tost Compound apso2
Tmim | Avea Ratio | % Romaining Tlmin) | Aves Ratio | % Romaining | [ () o MM
I ToiEDT Tor T ST o0 Y] [ —.
50 oo o1 %0 5 smEce 78 ) H
i) 5= 551 i Fuo
15 seic0e 555 a5t H
) s0e0 £k a4
T tece & e i
5
el e = “ o o
Slope  tu(min  Co(mgml)  (Liminmg
brotein) ime i)
TH03T0 = o5 =3
tustnsiope
Compound | ty: (M | L Giminimg proin)
G052 = 20

Nogativo Control "
nnoutnADR  QDs02 Test Compound apso2
Ty | res oo | e Remaing T | e Ratio | Ramaiming | T o RV
0 ot I o0 T ToET 00 g 5
T oeer | w0 3 100 32 i Foo —
i Y w1 s i
s =0 S5 s Fuo
) soren 05 st H
o BuEd ) g b
o s 5 e = e
Sope () Comgml  (minmg
protin) i i)
o0z £ = s
-
Compound |t (min) | GL Giliminimg proten)
Gosez 25 o7

Nogativo Control
ooy QDs0z Test Compound ansoz
Tl | e Rio | % Remaming T | es Ratio | amaiming | T s o
Y7 1 T i oo in 2
0 ower | o7 s T0iE0r 1 s Foo —
i T s a7 i
T seien 5 s fuo
£ SorEde st i H
o saiEw 510 ) i
o s 5 e = e
Sope () Comgml  (minmg
protin) i i)
G0 & = 20
tpetnzsiope
Compound |t (mim) |Gl liminimg protom
050z 95 7





image2.png
Nogative Control
(without NADPH) LZEEITE
YT T Ty [Ty
0 976602 0 a1 oo NHPLM
L s o B
i |
i e A O
£ Erim N
& i N
H
PR
siope (minmg . 2 e = =
prtein) e

Negative Control »
(without NADPH) et Conecund
T | Area Ratio T Tom w0 HM
o ToiEo o ot ¥
50| roeor 5 a5 £
i) asT H
i s I
£ r1-3 H
% i H
o] el = = e
Stope (oLiminimg
protein) e i)
ToweT &3
tustazisiope
Compound O Gaminimg protei





image3.png
Positive Control in MLM

Positive Control in RLM

Positive Control in DLM

e )

Nogative Control
rae sonrsl Varpanit Postvo Control  Verapamil
Tl s | el | i e | ey |
R A T 3 i rin -
o 7 H F . —r o 1
T Srea ECX) 350 i
S 1 11 o T
R 11 5 H
&0 214E0S EZ) 0% ! 00
L (Liminimg som
Sope i) Cotngml e
T B0 = £
[
Compound |t () | Cloumnmaproon | Expecat,, ()
Verpet |77 i &0
Nogative Control
rae sonrsl Varpanit Positvo Control  Verapamil
i) Ares Rl | % Remaiing | T s Rt | Remaining Ty -
R A T 3 i yin -
60 214601 [7X] 5 232601 795 438 H
o aEor G5} g i
T S =T - S Jue
E R 7 1 e H
50 264602 S04 220 ; )
L minimg HE
Sope ) Cotmgm e
o L = =
[
Compound | o () | CLoGumnmaproon | Expeceat,, ()
Verpet |77 T g
Nogative Contrl
eaatieComiol erapami Positvo Control  Verapamil
t(min) | Area Ratio | % Remaining_ L {min) “Area Ratio | % Remaining_ Ln (%) -
) 215E0T 700 T 192601 00 Ex3) ) B
L 1 5 R Er i.
SR i T !
7 3 o H®
ER 7 1 S H
T T fw
. P— b
=
Compound |t () | e iminmapro) | Expecitts ()
Vorpani |75 pi} o





image4.png
Negative Control
ey Vorapamil Positve Control  Verapamil
T e e | el T Y L T e Positive Controlin LM
1 Iy Teor o g 3
ST ieeor | s 5 Toes [ ar S i
0 3osEar giE} 285 o
iy e ) s
£ eecss | oo sog i
& ehiea | ow EI [
CL. (uLimin/mg. = © » 0 o = w©
Sope o) G g - e
o T = S
tmnzsope
Compound |t (mi) | CL. Gminmg prta) | Expecieaty, (i)
R - EiE) 3
Negative Control
eaatveConiol Verapamit Positve Control  Verapamil
Vi) Ares Rt | % Remainng T | ves Rio | % Femaiing | TnGal - Positive Controlin HLM
0 203601 100 o 193601 100 461 i o
& Tsweor | ws 5 secor | w05 e e
i) e | o2 o I
i soser |60 3 i
£y YT - o e
w0 e | oo o E
Slope_ Lo (i) Coy(mgim) e BT Time ()
ey T o5 G
tmLnzsope
T P O L I TP

D





image5.png
ex

Compound ID Conc Area Ratio Relative Activity |% Inhibition Compound ID Conc Area Ratio % Inhibition
P (M) | (Log) (% of NC) 150 (uM) P M) | (Cog) (% of NC) 150 (M)
Alpha- Napthoflavone | 3.00 | 0.477 | 121E03 9.53% 90.5% Quinidine 300 | 0477 | 9.18E03 3.84% 96.2%
(Postive Control) 0.00 1.27E02 100% 0.00% [{Reciio EEiE) 0.00 2.39E01 100% 0.00%
100 | 2.000 | 125604 0.98% 99.0% 100 | 2.000 | 1.37E-04 0.06% 99.9%
333 | 1522 | 2.44E04 1.92% 98.1% 333 | 1522 | 1.28E03 0.54% 99.5%
111 | 1.045 | 162E03 12.8% 87.2% 111 | 1.045 | 1.72E02 7.20% 92.8%
QD502 370 | 0568 | 765E03 | 60.2% 39.8% 451 QD502 370 | 0.568 | B72E02 | 36.5% 63.5% 2.67
123 | 0.090 | 121E02 95.3% 4.72% 123 | 0.090 | 188E01 78.7% 21.3%
0.412 | -0.385 | 1.24E-02 57.6% 2.36% 0.412 | -0.385 | 2.34E01 97.9% 2.09%
0137 | -0.863 | 1.26E02 99.2% 0.79% 0137 | -0.863 | 2.37E-01 99.2% 0.84%
0 1.27E02 100% 0.00% 0 2.39E01 100% 0.00%
CYP3A4 (Midazolam)
Conc Area Ratio Relative Activity |% Inhibition Conc Area Ratio  [Relative Activity (% Inhibition
Compound ID
Compound ID (uM) | (Log) (% of NC) 1C50 (uM) P (uM) | (Log) (% of NC) 1C50 (uM)
Sulfaphenazole 200 | 1.301 | 3.07E03 12.0% 88.0% Ketoconazole 500 | 0699 | 1.93E03 0.5% 99.4%
(Positive Control) 0.0 2.56E-02 100% 0.00% (i Eaiae)) 0.00 3.29E-01 100% 0.00%
100 | 2.000 | 7.66E-05 0.30% 99.7% 100 | 2.000 | 8.10E-05 0.02% 100%
333 | 1622 | 165604 0.64% 99.4% 333 | 152 | 2.16E03 0.66% 99.3%
111 | 1.045 | 3.15E-03 12.3% 87.7% 111 | 1085 | 93502 28.3% 7%
QD502 370 | 0568 | 1.36E-02 53.1% 46.9% 402 QD502 370 | 0.568 | 257E01 78.1% 21.9% 6.05
123 | 0.090 | 242E02 94.5% 5.47% 123 | 0.00 | 32501 98.8% 1.2%
0.412 | -0.385 | 251E02 98.0% 1.95% 0.412 | -0.385 | 3.27E-01 99.4% 0.61%
0.137 | -0.863 | 255602 99.6% 0.39% 0137 | -0.863 | 3.27E-01 99.4% 0.61%
0 2.56E02 100% 0.00% 0 3.29E01 100% 0.00%
Al e s LA — CYP3A4 (Testosterone)
onc rea Ratio elative Activity |%Inhi Conc Area Ratio  [Relative Activity |% Inhibition
Compound ID o Compound ID
i (M) | (Log) (% of NC) 1C50 (M) P (uM) | (Log) (% of NC) 1C50 (uM)
Nootkatone 200 | 1.301 | 2.14E03 14.0% 86.0% Ketoconazole 100 | 0.000 | 1.75E-02 5.78% 94.2%
(Positive Control) 50 T53ED2 100% 0.00% (Positive Control) 0.00 3.03E01 100% 0.00%
100 | 2.000 | 4.16E-05 0.27% 99.7% 100 | 2000 | 1.07E-03 | 0.35% 99.6%
333 | 1522 | 2.01E04 1.31% 98.7% ??? 1 3422 ;?gggg ?9584’ gg'gé’
111 | 1.045 | 666E04 4.35% 95.6% 370 058 208507 EA R
QD502 370 | 0.568 | 5.05603 33.0% 67.0% 243 QD502 o ST 5.34
725 | 0090 | 1.16E02 75.8% 242% 123 | 0090 | 288E01 95.0% 4.95%
0.412 | -0.385 | 151E-02 98.7% 1.31% 0.412 | -0.385 | 2.98E-01 98.3% 1.65%
0137 | -0.863 | 152E02 99.3% 0.65% 0137 | -0.863 | 3.01E-01 99.5% 0.66%
0 1.53£02 100% 0.00% 0 3.03E01 100% 0.00%
C8 (Paclitaxel) CYP2B6 (Bupropion)
Conc Area Ratio  [Relative Activity Conc. Area Ratio  [Relative Activity |%Inhibition
Compound ID (M) | (Log) (% of NC) 1C50 (uM) | |Compound ID @ | og) (% of NC) 150 (M)
o o) 100 ] 100 | 217806 | 4.98% 95.0% Thio-TEPA 300 | 1477 | 20500 [82% 91.8%
0.00 4.36E-05 100% 0.00% (Positive Control) 0.00 251E-01_|100% 0.00%
100 | 2.000 | 5.35£-06 12.3% 87.1% 200 | 2000 | 289E.04 [0.12% 09.9%
333 1522 | 284E05  [65.1% 34.9% 333 | 152 | 226803 |0.90% 99.1%
111 [1.045 | 43005 |98.6% 1.38% 111 | 1.045 | 109E-02 [4.34% 95.7%
Qps02 370 | 0.668 | 4.32E-05 99.1% 0.92% 435 | |aDso2 370 | 0568 | 1.07E01 [426% 57.4% 30
1.23 | 0.090 | 4.33E05 99.3% 0.69% 123 | 0.00 | 206E01 [821% 17.9%
0.412 | -0.385 | 4.32E05 99.1% 0.92% 0.412 | -0.385 | 248501 [988% 1.20%
0137 | -0.863 | 4.35£-05 99.8% 0.23% 0137 | -0.863 | 2.49E-01 [992% 0.80%
0 2.36E-05 100% 0.00% 0 251E-01  |100% 0.00%
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