Supplementary Information

Unveiling the action of ferruginol, tanshinone and carnosol
analogues on their antiproliferative properties

Miguel A. Gonzalez-Cardenete ',* William E. Mendoza-Hernandez !, Sydney L. Lawson 2,
Fatima Rivas 2,*

! Instituto de Tecnologia Quimica, Universitat Politécnica de Valéncia-Consejo Superior de Investigaciones
Cientificas, Avda. de los Naranjos s/n, 46022 Valencia, Spain.

2 Department of Chemistry, Louisiana State University, 133 Chopping Hall, Baton Rouge, Louisiana 70803,
United States.

Email: frivas@lsu.edu; migoncar@jitg.upv.es

Contents

e Copies of 'H NMR , '*C NMR and DEPT spectra for new compounds 8, 9:

STHNMR Spectrtm 0 8.......uu e Figure S1
SBCNMR Spectrtm 0f 8. v Figure S2
-DEPTI35 spectrum of 8. Figure S3
STHNMR SPectrum 0f ... vt Figure S4
SBCNMR Spectrtm 0f 9. ... ou.ie oo Figure S5
-DEPTI135 spectrum 0f 9....oviiniii e Figure S6

¢ Copies of ADMET calculations from SWISSADME web server for 1-13...Figures S7-S19
e Table S1. Predicted pharmacokinetics parameters for 1-13........................ page S20


mailto:frivas@lsu.edu
mailto:migoncar@itq.upv.es

14000000

13000000
12000000
11000000
10000000
re000000
Fe000000

000000

ro000oa0

5000000

3000000
F2000000
1000000
1000000

000000

I
61T
[I5
17
[
FIT
EL
[
ok 1
051
051
6S'T
ooy
ooy
ET
[t
B0E
B0z
e
e
are
0z
0z
e
e
[
'L
LT
BT
P
T
52T
0y
e
T
ER'T
PO
e
IE
05'E
ITE
S9E
Bi'E
S8

Ty, e e —

nra—

iy
9z (b
e

s
P
P
LS

Ve

._u_.:u_.m

NM

1.5

Tm_wm

{

=
L_
)

= Feat

- Frot

Feot
— Foon

9]
=
0

= ~LED

Foot

-
I — Wﬂ
H__‘m_u_.ﬁ

g |

%om.m L

—
L Fewe

Faen

6.0

6.3

T

70

T

7.5

3.0

T
8.5

3.0

T

3.5

T

Q.0

0.5

1.0

5.0 4.5 4.0 3.5 3.0 2.5 20

1 {(ppm)

5.5

0.0

Figure S1. 'H NMR spectrum of 8.
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Figure S2. 1°C NMR spectrum of 8.
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Figure S3. DEPT135 spectrum of 8.
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Figure S4. 'H NMR spectrum of 9.
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Figure S5. 1°C NMR spectrum of 9.
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Figure S6. DEPT135 spectrum of 9.



o0&~ Water Solubility
Lo Log 5 (ESOL) -5.99
k Solubiity 2 844 mgimi ; 1.032408 med]
LEX II '&.\ BUE Clazs Moderately solubls
|\ Log S (A) £.94
1/| r'll? Sobubilty 3.30=-05 mgimi ; 1.152-07 maodl
"»_"' Class Foorty soluble
— ? s Log S (SILICOS-T) 7
Sobubilty 487204 mg/mil ; 1.712-08 modl
Clazs Moderately soluble
i Pharmacokinetics
SMILES CClc1cc2CC[CRE@H]ICEA](c2ec1 OCICCCIIC)CIC Gl absorption High
Physicochemical Properties B8 permeant Yes
Formaula C20H200 P-gp substrate M
Molecular weight 286.45 g'mol CYP1A2 mhibitor Ma
Mum. heawy atoms 21 CYP2C19 inhibitor Yes
Murn. arom. heavy atoms G CYP2C3 inhibitor Yas
Fraction Cep3 0.70 CYP208 inhibitor Ve
Mum. retatable bonds 1 CYPIAL inhibitor Mo
e o0, o pemesin) 328
Molar Refractvity 0163 Druglikenzss
TPEA o023 BF Lipinski ‘Yes; 1 viclstion: MLOGP=4.15
Lipophilicity Snose e
Log P, (LOGF) 383 \eber fes
. Egan fes
Lag Py (HLOGPS) 5 Muegpe Ma: 2 viclations: XLOGP3=5, Heteroatoms 2
Log Py, (WLOGF) 5.55 Bicavailability Score 0.55
Log P, (MLOGF) 492 Medicinal Chemistry
Log Py, (SILICOS-IT) 550 PAIMS 0 glen
Consensus Log F,, 5.28 Srenk 0 slen )
Leadikeness May; 1 viclation: XLOGP3=3.5
Synthetic accessibility 3.33

Figure S7. ADME-Tox and physicochemical properties of 1 predicted using the SwissADME web server

(www.swissadme.ch).
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FLEX P e

AT POLAR

IS CaL

SMILES HNC[C@E]1(CHCCC[C@CEH]1C e e2ea(c{e1)C{CICIONT
Physicochemical Froperies

Formula C20HZ1MO

Molecular weight 301.47 gfmol

Mum. heavy atoms 22

Mum. arom. heavy atoms B

Fraction Cspld 0.70

Mum. rotatable bonds 2

Mum. H-bond acceptors 2

Mum. H-bond donors 2

Molar Refractivity 0434

TPSA 46.25 b
Lipophilicity

Log Py, (ILOGP) 3.29

Log P, (XLOGP3) 5.05

Log P, MLOGF) 443

Log P, (MLOGP) 399

Log P, (SILICOS-IT) 435

Consensus Log P, 4.29

Log S {ESOL)
Solubility

Clazs

Log 5 (AR)
Saolubiliity

Clazs

Log S {SILICOS-IT)
Saolubility

Class

Gl absorption

888 permeant
P-gp substrate
CYP1A2 mhibitor
CYP2C148 inhibitor
CYP2CY inhibitor
CYP2D4 inhibitor
CYP3A4 mhibitor

Leg K, (skin permeation)

Lipinsk

Ghose

eber

Egan

Mueppe
Bicavailability Score

FAIMNE
Brenk
Leadikeness

Synthetic accessibility

Water Solubility
-4.98
3.30=-03 mgimi ; 1.10=05 makl
Moderately soluble

-5.78
5.20=04 mg'md ; 1.73=-08 mcl]
Moderately scluble
-5.42
115203 mg'md ; 3.81=-08 mcl]
Moderately scluble
Pharmacokinetics
High
hEH
Mo
Mo
Mo
Mo
ez
Mo
-4 55 cmis
Druglikeness
Yes; 0 wiclation
ez
ez
ez
Mo 1 viclation: XLOGP3=5
Medicinal Chernistry
0 ashert
0 shert
Maoi; 1 viclation: XLOGP3=3.5

3.54

Figure S8. ADME-Tox and physicochemical properties of 2 predicted using the SwissADME web server

(www.swissadme.ch).
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Molecule 3 O]

HeO& T

FAATL P AR

NSO

SMILES O=C1c2c3CCLC{c3coc2c2e(C1=0)c(Clco2)C)C
Physicochemical Properties

Formula C18H1803
Molecular weight 204.34 g/mol
Num. heavy atoms 22

Num. arom. heavy atoms 1

Fraction Csp3 0.37

MNum. rotatable bonds D

MNum. H-bond acceptors 3

Num. H-bond donors 0

Molar Refractivity 84.70
TPSA 41.28 ¢
Log P (ILOGP) 2.79

Log P, (XLOGP3) 433

Log P, (WLOGF) 4.25

Log P, (MLOGF) 224

Log P, (SILICOS-IT) 537
Consensus Log Py, 3.80

Log S(ESOL)
Solubdity
Class

Log 5 (AK)
Solubdity
Class

Log S (SILICOS-IT)
Solubdty
Class

Gl absorption

BEB permeaant
P-gp substrate
CYP1A2 nhibitor
CYP2C19 inhibitor
CYP2C9 inhibiter
CYPZD4 inhibitor
CYP3A4 nhibitor

Lag i'(D (skin permeaation)

\eber

Egan

Muegge
Bicavailability Score

FAINS
Brenk
Leadikeness

Synthetic accessibility

Water Solubility
-4.78
5.08e-03 mg/mi ; 1.732-05 moll
Moderately soluble
-5.04
2.70e-03 mg/mi ; 9.182-08 mol
Moderately soluble
B8.71
5.77e-05 mg/mi ; 1.98e-07 mol
Poorly soluble

P inet
High
Yes
Yes
Yes
Yes
Yes
Yes
Yes
-5.02 cm's
Druglikeness

Yes: 0 viclation
Yes
Yes
Yes
Yes
0.55
Medicinal Chemistry
2 alerts: imine_one_A, quinone_D
1 alert: diketo_group
Na; 1 vication: XLOGP3>3.5
388

Figure S9. ADME-Tox and physicochemical properties of 3 predicted using the SwissADME web server

(www.swissadme.ch).
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®
HeO L Water Solubiity
T Log S (ESOL) AT
Solubiity 5.85¢-03 mg/mi ; 1.71e-05 moll
fEx M BLE Class Moderately soluble
|I X N Log S (AN) -5.50
. I Sohibdity 1.052-03 mgiml ; 3.172-08 modl
< : / Class Moderately soluble
— v poan  Log S (SILICOSAT) -4 .45
Solubdity 1.18e-02 mg/mi ; 3.52e-05 moll
Class Moderately soluble
o Pharmacokinetics
smes O=C10[C@HRCIC@@HIBICE@I(CCCCHE)CleTe2eo(eic10)0IC(C) Gl absorption High
= 888 permaant Yes
Physicochemical Properties P-gp substrate Yes
Formula C20HZ004 CYP1AZ inhibitor No
Molecular weight 30.42 p/mol CYP2C19 inhibitor No
T . CYP2CY inhibitor Yes
fl”m RGN vy W : CYP2D4 inhibitor No
Fraction Csp3 0.85
Num. rotatable bonds 1 CYP3A4 inhibdor s
Num. H-bond acceptors 4 Log K (skin permeation) -5.21 emfs
Mum. H-bond donars 2 Druglikeness
Malar Refractivity p2.33 Lipinsia Yes; 0 violation
TPSA 66.70 A Ghose Yes
Lipophilicity Veber Yes
Log P, (LOGP) 283 Egan Yes
Leg P, (MLOGP3) 4.38 Muegge Yes
Log P, (WLOGF) 508 Bicavailability Score :].55. . .
Medicinal Chemistry
L0g For (MLOGF) 3.25 FAINS 1 alart eatechol_A
Log F, (SILICOS-IT) 405 Brenk 1 alert: catechol
Consensus Log P, 372 Lesdikeness MNo: 1 viclation: XLOGP3>3.5
Synthetic accessibility 488

Figure S10. ADME-Tox and physicochemical properties of 4 predicted using the SwissADME web server

(www.swissadme.ch).
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o0& Water Solubilty
T Log S (ESOL) 479
! Solubiity 6.022-05 mg/ml ; 1.622-07 moVl
FLEX AN sze Class Poorly scluble
/ Log S (A) 787
o¥ / Solubiity 0.18e-08 mg/mi ; 2.132-08 mol
{ Class Poorly soluble
— \ | 2 sonn  L0G S(SILICOS-IT) -7.28

Y Solubidity 5.00e-08 mg/mi ; 1.37e-08 molll
Class Poorly soluble
NSOy Pha l - .
smiLes CC{e1ec2CCICR@HIICR)(c2¢e10) Gl absorption High
oo (C)CCC{C@@)3(CYCN1C(=0)c2¢(C1=0)ccec2)C 888 permeant Yes
Physicochemical Properties P-gp substrate Yes
Formula C28H33NO3 CYP1A2 inhibitor No
ular ht 31.57 gir . :
Molecular weig 47! 57 g/mol CYP2C18 inhibitor Yes
Num. heavy atoms 32 CYP2CQ inhibitor Yes
Num. arom. heavy atoms 12 : :
~N s CYP2D8 inhibitor No
N Fraction Csp3 0.50 ™
Num. rotatable bonds 3 CYP3A4 inhibitor Yes
O Num. H-bond acceptors 3 Log K, (skin permeation) 420 cmis
Num. H-bond donors 1 Druglikeness
Molar Refractivity 131.44 Lipinski Yes; 1 violation: MLOGP>4.15
TPSA 57.61 A Ghose No: 1 violation: MR>130
Lipophilicity Veber Yes
Log P, (LOGP) 4.04 Egan Yes
Log Py, (XLOGP3) 8.68 Muegge No: 1 violation: XLOGP3>5
- ofw ¥ L
5 Log Py, (WLOGP) 5.44 Bioavailability Score 0.55
e A Medicinal Chemistry
L0 Fse MLOGP) . PAINS 0 alen
Leg P::m_ (SILICOS-IT) 6.00 Brenk 1 alert: phthamide
Consensus Log P, 5.40 Leadikeness No: 2 violations: MW>350, XLOGP3>3.5

Synthetic accessibility

4.05

Figure S11. ADME-Tox and physicochemical properties of 5 predicted using the SwissADME web server

(www.swissadme.ch).
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Molecule 6 @
HeOP I Wter Solubiliy
;2 Log S (ESOL) £.96
h Solubdity 4.98e-05 mg/mi ; 1.10e-07 moll
i FLER f "\ S2E Class Poorly scluble
\T‘ Log S (AR) -7.78
s / Solubdity 7.532-08 mygimi ; 1.882-08 moVl
/ Class Poorly scluble
—— / sosn  Log S(SILICOS-T) 813
¥ Solubdity 3.36e-08 mg/mi ; 7.482-09 moll
Class Poorly scluble
" Pharmacokinetics
amies CClE1oc2CCIC@@HBICA)c20e10) Gl absorpron High
= (CICCCC@@IR(CICNIC(=0)e2e{C1=0)c{Flecc2)C 288 permeant No
Physicochemical Properties P-gp substrate Yes
Formula C2BH32FNO3 CYP1A2 inhibitor Mo
Molecular weight 440.58 g/mol CYP2C19 inhibitor No
:’Enn: ::f :;::; s ?3 CYP2CQ inhibitos Yes
X CYP2D8 inhibitor Ne
T g CYP3A4 mhibstor Yes
Num. rotatable bonds 3 LI
MNum. H-bond acceptors 4 Lag K, (skin permeation) -4 24 cmi's
Num. H-bond donors 1 Druplikeness
Molar Refractivity 131.30 Lipnsia Yes; 1 violation: MLOGF>4.15
TPSA 57.61 A® Ghose No: 2 violations: WLOGF>5.6, MR>130
Lipophilicity Veber Yes
Log Py, (LOGP) 3.80 Egan Mo; 1 violation: WLOGP>5.88
Leg P, (XLOGP3) 878 Muegge No: 1 wiolation: XLOGP3>5
Log P, (WLOGP) 6.00 Bioavailability Score 0-55. . .
Medicinal Chemistry
Log P, (MLOGF) 5.24 PAINS D alert
Log Foy (SILICOSHT) 8.42 Brenk 1 alert: phthalimide
Consensus Log P, 587 Leadikenass MNo: 2 wiolations: MW>350, XLOGP3»3.5
Synthetic accessibility 422

Figure S12. ADME-Tox and physicochemical properties of 6 predicted using the SwissADME web server

(www.swissadme.ch).
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Molecule 7
HeO&Z Water Solubity
: T Log S (ESOL) 5.08
Y Solubdity 4 90e-05 mg/mi ; 1.10e-07 mol
FLER -9 SE Class Poorly sohuble
™,
I Log S (AR) 1.7
y Solubdity 7.53¢-08 mgimi : 1.882-08 moll
F Class Poorly scluble
R / soag  Log S (SILICOS-IT) -8.13
‘ Solubdity 3.386-08 mg/mi ; 7.482-09 moll
Class Poorly schuble
NSO P‘ha I & 3
amiLes Felecc2elel)C(=0)N(C2=0)CIC@]1(C)CCCICRI2(C@H]ICCetc2ec{ Gl absorption High
e{en)CIC)CHONC 588 permeant No
Physicochemical Froperies P-gp substrate Yes
Formula C28H32FNO3 CYP1A2 inhibitor No
Molecutar weight o CYP2C19 inhibitor No
:u: :E:: :;::s o ':; CYP2C9 inhibitor Yes
Num. arom. oM -
Fraction Csp3 J 0.50 EY AT o
Num. rotatable bonds 3 CYEIVE Ihior o
Num. H-bond acceptors 4 Log K, (skin permeation) -4.24 cmis
Num. H-bond donors 1 Druglikeness
Molar Refractivity 131.38 Lipinski Yes; 1 viclation: MLOGP>4.15
TPSA 5781 A Ghose No: 2 viclations: WLOGF>5 8, MR>130
Lipophilicity Veber Yes
Log P, (LOGP) 4.08 Egan No: 1 wiolation: WLOGF>5.88
Log Py, (XLOGP3) .78 Muegge No: 1 violation: XLOGP3>5
Log P, (WLOGP) 8.00 Bioavailability Score 0.55- . .
Medicinal Chemistry
Log P, (MLOGF) 524 BAINS 0 alert
Log P, (SILICOS-IT) .42 Brenk 1 alert: phthalimide
Consensus Log Py, 5.70 Leadikeness No: 2 wiolations: MW>350, XLOGF3>3.5

Synthetic accessibility

4.15

®

Figure S13. ADME-Tox and physicochemical properties of 7 predicted using the SwissADME web server

(www.swissadme.ch).
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OMe

Synthetic accessibility

Molecule 8
o0&z Water Solubiiity
g Log 5 (ESOL) 633
i Solubdity 6.05e-05 mg/mi ; 1.31e-07 moll
FLEX | ; wri Class Poorly soluble
' X 4 Y Log S (AN) 7.85
gt 'm}_{' .-f’ Solubiity 5.58e-08 mg/mi ; 1.43e-08 mol
e s M Class Poorly schuble
S \ | / soan  L0g S (SILICOSAT) 788
T Solubdity 5.04e-08 mg/mi ; 1.00e-08 moll
Class Poorty scluble
NSO Pha "
eMiLes ©Oc1eooc2e1C(=0)N(C2=0)CIC@I1(CICCCIC@RIC@H]1CCetc2ee Sl absorption High
{e{c1)C(C)C)OIC 888 permeant No
Physicochemical Properties P-gp substrate Yes
Formula C29H35SNO4 CYP1A2 inhibitor No
Molecular wesght 481.59 g/mol CYP2C19 inhibitor Yes
hfum TR ?‘ CYP2C9 inhibitor Yes
o o e L2 CYP208 v o
MNum. rotatable bonds 4 b .
Hurh. H-bond acceplons 4 Log K, (skin permeation) -4 40 cmis
Num. H-bond donors 1 Druglikeness
Molar Refractivity 137.93 Lipinski Yes; 1 violation: MLOGF>4.15
TPSA 66.24 As Ghose Ne: 1 viclation: MR>130
Lipophilicity Veber Yes
Log P, (LOGF) 421 Egan Yes
Log P, (XLOGP3) 8.64 Muegpge No: 1 violation: XLOGP3>5
Log P.,, (WLOGP) 5 45 Bicavailability Score 0.55
Medicinal Chemistry
Log Py, (MLOGF) 4.51 PAINS 0 alest
Log Py, (SILICOSHT) 6.08 Brenk 1 alert: phthalmide
Consensus Log F, 5.38 Leadbkeness No; 2 violations: MW>350, XLOGP3>3.5

4.42

®

Figure S14. ADME-Tox and physicochemical properties of 8 predicted using the SwissADME web server

(www.swissadme.ch).
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Molecule 9 @
o0&z Vister Solubiiity
iy Log 5 ESOL) £.88
i Solubility 6.05=05 mg'ml ; 1.31e07 moll
FLEX 4 f s Class FPoorly soluble
. o i ] -
F - r Log 5 (AR) -7.85
&% / Solubiity 650208 mg/ml : 143208 mal|
4.{' -’ I i Class Foorly saluble

FEATL L POELAR

IiMSCLL

Lag 5 (SILICOS-IT)
Solubility
Class

-7.98

5.04=-08 mg'ml ; 1.09=08 moll

FPoorly soluble
Pharmacaokinetics

oyiLes  “Pelecs2e(et)C=0lN{CE=0)CIC@NCICCOC@IE[C@H100e ez 3l sbsorpticn High
clofe)C{CICHONC 588 permeant No
Physicochemical Properties F_gp substrate Yoo
Formula C29H20MN0H CYP1AZ inhibior Mo
Molecular weight 461.59 g'mol CYP2C19 inhibitar Yag
Hum. hezvy atoms * CYP2C inhibitor Yes
Elurr'..a'e'n. heawy atoms 12_ CYE208 inhibitor o
Fraction Cepd 0.52
Mum. rotatable bonds 4 CHRSAS mnister e
Mum. H-bond accapiors 4 Lag K, (skin permeation) -4.40 cmis
Mum. H-bond donars 1 Druglikensss
Molar Refractivity 137.83 Lipinskd Yes; 1 violation: MLOGF=4.15
OMe TREA 66.84 A Ghose Mao; 1 wiclation: MR=130
Lipophilicity \eber Yos
Leg P, (ILOGF) 425 Egan s
Log P, (KLOGP3) 5.54 WVueppe Ma; 1 viclation: XLOGP3=5
Log Py, WLOGF) 5 45 Hioavailability Score .::. - .
Medicinal Chemistry
Log P, (MLOGF) 451 PAIMS 0 alen
Log Py, (SILICOEIT) 6.08 Brenk 1 alert: phthalmide
Consensus Log P, 538 Leadikeness No; 2 violations: MWW=350, XLOGP3=3.5

Synthetic accessibility

434

Figure S15. ADME-Tox and physicochemical properties of 9 predicted using the SwissADME web server

(www.swissadme.ch).
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[ Molecule 10 (@

HOeO&E Vater Suicbiey
Lag S{ESOL) 571
Sokuldity £ Tae-0d mgimi ; 1 98e-08 moll
Class Moderately schuble
Log 5 (AR} A 27
- ¥, Sobatdty 2 Jde-04 mgimi ; 5. 3e-0T mol
R‘x Clngs Bty soiuble
i N suan  Log 5 (SIICOST) 708
Solotdedy I 75e-08 mgimi ; BATe-08 sl
Class Pty Bkl
—— Fhanracokr 4o
s EEEISON RO eowenn  aaermt
Physicoshamcsl Properses Poge sutatrate o
Foeri CIEHI NG CYP1AZ inhibitor Ha
IeodieZosliet vaieagint 45 05 plencd CYFEC 18 inhibior Yo
e 1 crsmae
= EYP 204 inhibdor ]
Fracmon Tigd 050 CYPIAY inbibitce Yas
Bdess rotacabiy bonds 3
O M Hibond) JO0E{iee F' Liog B, [son parmaanon) 5 A% s
Bum Hebond donors o Drugtkesis
iy Refracity 130,84 Lipnsh Yz, 0 weodbion
TFSA 71.52 A Ghoss a1 vaolason: MR>130
Lipophsicky Wuber Va3
Log P, (LOGF) 39 Egan s
10 Leg Py, (LOGFT) 03 Muagge P T R
Leg Py (WLOGR) e Baoavadabdty Scom 055 . .
Khpgatingl Chimayiny
Lo ey (MLOGF) 70 FlIMNS 2 alenis: iemina_onae_A, quircng D
Lz Py (SLIDOCHT) 2 Brenk 1 alets: chinone 2 diloste group, phitalimide
Corparius Log P, 4 48 Ll Mo 2 vaplasng MW 200 KLOGPIS 3
Syritetic acomssibalty 478

Figure S16. ADME-Tox and physicochemical properties of 10 predicted using the SwissADME web server

(www.swissadme.ch).
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@
Held Viner Sakobdey
Ly 5(ESOL) 4325
Siplobiiny 168002 mgimi | 5 000k sl
Fa— CIngg Mlzdgemply padubis
Log 5 (AK) -4 ER
Sty £ ig03 mgimi ; 1, Ze-08 ok
s Mot pely soiuble
LTI Lag 5 (SILICOS-T) -4 85
Sobutsty T.73e-03 mgimi . 2 24a-05 mcdl
Cings Mbodieratey soluble
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Figure S17. ADME-Tox and physicochemical properties of 11 predicted using the SwissADME web server

(www.swissadme.ch).
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Figure S18. ADME-Tox and physicochemical properties of 12 predicted using the SwissADME web server

(www.swissadme.ch).
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Figure S19. ADME-Tox and physicochemical properties of 13 predicted using the SwissADME web server

(www.swissadme.ch).
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Table S1. Predicted pharmacokinetics parameters of the examined compounds obtained by using the SwissADME server (www.swissadme.ch).

Compound GI BBB Pgp CYP1A2 CYP2C19 CYP2C9 CYP2D6 CYP3A4 logKp

absorption permeant substrate inhibitor inhibitor inhibitor inhibitor inhibitor (cm/s)
1 High Yes No No Yes Yes Yes No -3,28
2 High Yes No No No No Yes No -4,55
3 High Yes Yes Yes Yes Yes Yes Yes -5,02
4 High Yes Yes No No Yes No No -5,21
5 High Yes Yes No Yes Yes No Yes -4,20
6 High No Yes No No Yes No Yes -4,24
7 High No Yes No No Yes No Yes -4,24
8 High No Yes No Yes Yes No Yes -4,40
9 High No Yes No Yes Yes No Yes -4,40
10 High Yes No No Yes Yes No Yes -5,45
11 High Yes No No Yes Yes No No -5,62
12 High No Yes No Yes Yes No Yes -4,55
13 High Yes No No No Yes Yes No -4,72
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