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| ChmpLp o i | e | st | ety
Salvianolic acid B 4.46 5.83 7.05
ralmorelin 1.34
[Venetoclax 1.08
Thymopentin 104.279 0.91 0.83 0.95 1.05 no data
JOmbitasvir 58 1.06
JAtorvastatin 98.9959 4.23 5.09 4.39 5.17
INaringin 98.6831 3.2 5.83 3.74 435
JAstilbin 97.3607 343 224 283 3.5
[Montelukast 96.6682 1.13
[Dipyridamole 95.8533 1.84 0.53 0.59
[Lopinavir 95.676 1.63 039 0.44
JEulvestrant 95.3008 1.05
IRevefenacin 95.111
Jcartilzomib 93.5538 171 043 0.49
[Eibasvir 933952 1.05
[Ritonavir 92.3031 1.26
JDabigatran 91.9956 1.06
[Bimatoprost 89.745 247 075 0.85
ISulﬁnpyrazone 89.5815 4.25 6.42 4.72 5.56
Fricagrelor 89.405 1.65 0.4 045
JMitoxantrone 89.1365 0.54
ICilnidipine 89 1.06
Vilanterol 88 0.43 042
Selexipag 87.6772 3.21 0.74 142 1.62
[Azilsartan 87.4639 3.66 128 2.15 2.46
Telmisartan 87,0781 2.65 0.2 0.9 1
JLifitegrast 86.0911 4.44 5.81 6.94
JLomitapide 85.5827 1.09
INeohesperidin 85.2324 2.52 352 2.79 3.19
[Vetpatasvic 85.0291 1.06
IDaclalasvir 84.717 1.26
JLapatinib 83.8854 L1
[Bazedoxifene 83.5454 0.84
kretaprevir 81.9339 241 0.42 0.88 1
Jpentiuridol 81.868 0.9
[Bortezomib 81.4749 3.72 722 4.39 5.16
[Repagtinid 81.3973 238 077 0.85
Jatazanavic 79.4207 1.58 038 0.43
[Nintedanib 78.5359 044
[pimozide 77.3251 1
Darunavir 76.7142 331 1.57 232 2.66
] 439 8.62 5.19 6.17
Romiprii | 3.38 1022 446 4.25

Figure S1. Heatmap of the final results. Red color corresponds to unfavorable value of calculated
parameters, while blue color corresponds to favorable value of calculated parameters. The most
promising ligands are marked ion red letters.



Table S1. PBPK input data based on literature information

Drug D?osr?r?e [()rgz()e References/Notes
Salvianolic acid | IV infusion 3 Only animal data are available
Pralmorelin IV bolus 0.10 (Okano et al., 2010)
Venetoclax IR tablet 400 (Salem et al., 2017)
Thymopentin IV infusion 50 (Clumeck et al., 1985)
Ombitasvir IR tablet 12.50 (Badri et al., 2017)
Ritonavir IR tablet 600 (Norvir®, EMA 2005, n.d.)
Atorvastatin IR tablet 80 (Chung et al., 2006)
Naringin IR capsule 500 Only animal data are available
Montelukast IR tablet 10 (Graff et al., 2003)
Astilbin IV bolus 70 Only animal data are available
Dipiridamol IR tablet 100 (Gregov et al., 1987)
Lopinavir IR tablet 200 (Kaletra 200 Mg/50 Mg Film-Coated Tablets -

Summary of Product Characteristics (SmPC) - (Emc))
Fulvestrant IR tablet 400 (Harrison et al., 2003)
Revefenacin IV infusion 0.02 (Bourdet et al., 2018)
Carfilzomib IV bolus 60 (Brown et al., 2017)
Elbasvir IR tablet 50 (Marshall et al., 2018)
Dabigatran IR capsule 150 (Joachim Stangier, 2008)
Bimatoprost IV bolus 0.22 (Lumigan®, FDA 2006, 2020)
Sulfinpyrazone IR tablet 200 (Lecaillon et al., 1979)
Ticagrelor IR tablet 90 (Holmberg et al., 2013)
Mitoxantrone IV bolus 2 (Richard et al., 1992)
Cilnidipine IR tablet 10 (Lee et al., 2014)
Selexipag IR tablet 1.60 (Kaufmann et al., 2015)
Azilsartan IR tablet 80 (Webb et al., 2016)
Telmisartan IR tablet 80 (J. Stangier et al., 2000)
Ramipril IR tablet 10 (Ramipril Sandoz® Product Monograph, 2018, n.d.)
Lifitegrast IV bolus 3 Only animal data are available
Lomitapide IR capsule 60 (Taubel et al., 2016)
Neohesperidin IR capsule 35 (Bae et al., 2004)
Velpatasvir IR tablet 100 (Mogalian et al., 2017)
Daclatasvir IR tablet 60 (Bifano et al., 2013)
Lapatinib IR tablet 250 (Tyverb®, EMA 2015, n.d.)
Bazedoxifene IR tablet 20 (McKeand, 2017)
Vilanterol IV bolus 0.055 (Allen et al., 2011)
Telaprevir IR tablet 375 (Incivo®, EMA 2011, n.d.)
Penfluridol IR tablet 60 (Migdalof et al., 1979)
Bortezomib IV bolus 3.50 (Tan et al., 2019)
Repaglinide IR tablet 1 (Hatorp, 2002)
Atazanavir IR capsule 300 (Le Tiec et al., 2005)
Nintedanib IR capsule 150 (Dallinger et al., 2016)
Pimozide IR tablet 4 (Orap® Product Information, 2002, n.d.)
Darunavir IR tablet 800 (Kakuda et al., 2014)
Eltrombopag IR tablet 25 (Shida et al., 2011)




Table S2. QSPR predicted data used as inputs for PBPK modeling

Intrinsic . CLint
Drug ( '}"n\]"c’)l) logP pKa (s) solubility (Cpne]‘;fs) '?'Cfrfnczj’se)f RBP ‘2})’/‘; (uL/min/mg HLM
9 (mg/ml) 0 protein)
Salvianolic 1863 | ags | 1202 1153 11.05 9.8, 9.38, 8.92, 8.35, 3.94, 0,01 026 049 | 068 | 626 071
acid 3.17 (a)
) 12.89 (a);
Pralmorelin 746.92 | 3.15 10,01, 8.02 (b) 0.85 0.13 043 |070| 6.07 65.99
11.61, 5.53 (a); .
Venetoclax 868.46 | 6.84 7.08.3.17. 260, .66 (b) 2.14x105 | 0.25 041 |071| 272 213.87
. 4.06, 3.37 (a);
Thymopentin 681.79 | -4.37 10.94, 9.66, 7.84: 4.77, 0.61 (b) 9.64 0.11 0.45 0.79 | 82.35 10.64
Ombitasvir 894.13 | 5.49 1177, 11'22'2120'(f);" 10.35 (a); 500x102 | 047 | 038 |066/| 579 440.77
. . 11.83, 11.18 (a);
Ritonavir 720.96 4.2 4.46: 2.47 (b) 0.01 0.47 0.44 0.64 3.67 1387.57
Atorvastatin 558.65 | 4.28 11.05, 4.71 (a); 0.15 1.73 051 | 067 | 504 2011
Naringin 582.56 | -0.27 10.20, 9.36, 7.13 (a) 4.91 0.11 054 | 069 | 24.29 4.06
Montelukast 586.2 | 7.55 i‘%% ((i)); 2.63x10° | 1.72 050 | 0.66 | 2.81 275.39
Astilbin 59453 | 174 | 11.77,11.23,10.69, 10(55‘ »9.77,9.30, 8.80, 8.19 0.08 023 | 056 |076| 1057 18.49
Dipiridamol 504.64 | 3.04 | 5.83,3.56, 1.83, 1.63, 1.43, 1.13, 0.71, 0.29 (b) 2.34 0.45 055 | 067 | 8.99 15.50
Lopinavir 628.82 | 3.53 12.31 (a) 0.01 0.71 0.46 | 0.64 | 524 1981.52
Fulvestrant 606.78 | 7.2 10.75 (a) 2.00x102 | 2.39 049 | 067 | 281 15000.00
. 11.00 (a);
Revefenacin | 597.76 | 3.89 7.0, 6,82 (b) 0.08 0.70 049 | 072 | 5.40 50.00
Carfilzomib 719.93 | 3.26 5.61 (b) 0.05 0.32 043 | 065 | 817 1249.06
. 11.19, 10.75, 10.39, 9.94 (a); 5
Elbasvir 882.04 | 6.34 454 3.84 (b) 3.00x102 | 0.59 040 | 069 | 4.03 87.32
10.65 (a);
Dabigatran 627.75 | 5.55 6.02, 3.82, 2.88, 2.36, 0.03 1.12 048 | 067 | 384 141.73
-0.71 (b)
Bimatoprost | 41558 | 2.76 / 0.13 117 057 | 067 | 9.37 183.49
Sulfinpyrazone | 404.49 | 2.21 6.69 (a) 0.30 4.07 064 | 069 | 491 14.17
Ticagrelor 52258 | 3.52 2.82,0.98,0.18, 0.77 1.25 058 |070| 5.15 26.16
: : -0.57, -2.53 (a) : : : : : :
6.89 (a);
Mitoxantrone | 444.49 | 0.0685 9.61, 8.96, 8.30, 0.53 0.30 0.60 | 1.01 | 40.95 15.73

-1.50, -2.27 (b)




11.21 (a);

Cilnidipine 49253 | 5.41 ot 1.00x102 | 110 | 056 |0.70 | 4.19 45.87
. 6.06 (a);
Selexipag 496.63 | 4.05 441 915, 029 (b 0.02 097 | 054 |066| 442 25.93
Azilsartan 568.55 | 4.53 ek o 1.00x102 | 296 | 056 |068 | 471 10.99
Telmisartan 514.63 5.8 4.03, 3.43 (a) 0.06 1.11 0.54 0.68 | 3.42 27.30
Ramipril 41652 | 1.43 %‘é‘z ((%)); 1.26 051 | 060 |0.70| 10.13 8.75
Lifitegrast 61549 | 3.76 10.49, 3.53 (a); 3.77x10° | 095 | 053 | 066 | 420 18.33
Lomitapide 693.74 | 6.87 171'52; ((S)); 512x10° | 205 | 047 | 067 | 245 1200.07
Neohesperidin | 610.57 | -0.46 9.85, 8.15 (a); 6.64 0.11 0.54 0.72 | 32.86 5.30
Velpatasvir 883.02 | 5.48 11.43, la'ig' éoiiG(’b%O'lO @) 1.00x102 | 052 | 041 |067| 427 76.37
Daclatasvir | 738.89 | 4.03 1134, 10,96, 209527(60'21 @); 0.01 071 | 044 |o067| 537 37.19
Lapatinib 581.07 | 5.18 6'53_'04;32(’&))'60’ 276x10%| 072 | 053 | 068 | 245 2638.02
Bazedoxifene | 470.62 | 6.18 10'72'1160'(‘;;) (@); 0.07 133 | 056 |075| 472 458.07
Vilanterol 486.44 | 4.24 s ((S)); 0.39 072 | 056 |0.70| 8.12 79.11
Telaprevir 679.87 | 2.59 a3 1088 (Ef;); 0.45 0.70 | 045 | 067 | 1074 276.02
Penfluridol 52398 | 6.8 7.80 (b) 729x10° | 2.87 | 056 | 0.75| 466 3727.52
Bortezomib | 384.25 | 1.32 12'7{1*3%1'_220&%33)2) (@); 6.72 069 | 064 | 066 | 15.97 25.08
— 4.56 (a);
Repaglinide | 452.6 | 4.9 5o () 0.06 0.85 | 056 |070| 419 40.54
Atazanavir 704.87 | 3.36 sy ég'ggééo(g‘)z (@); 0.01 042 | 044 |o064| 833 257.16
Nintedanib 539.64 | 3.94 o 1111.221é59.?g %);(b) 0.13 120 | 053 |o072| 7.91 80.29
Pimozide 46156 | 6.05 1250 ((S)); 200x102 | 218 | 058 |0.74| 460 62.19
Darunavir 547.67 | 1.93 n ((S)); 0.10 037 | 053 |068| 950 44.92
Elttombopag | 442.48 | 4.92 9.09, 3.80 (a); 1.78x10% | 520 | 061 | 068 | 3.93 8.91

-1.30, -3.04, -4.07 (b)

MW - molecular weight; (a) - acidic pKa value(s); (b) - basic pKa value(s); Peff - human effective permeability; DiffCoef - diffusion coefficient; RBP -

blood/plasma concentration ratio; fup - plasma fraction unbound; CLint — overall human liver microsome intrinsic clearance




Table S3. Interactions (MRNA expression, protein expression, gene expression and protein secretion) between the candidate
drugs and genes obtained from the CTD database (http://ctdbase.orq)

Gene Interaction Atorvastatin Naringin Lopinavir Fulvestrant Telmisartan Ramipril Bortezomib Atazanavir Ritonavir Salvianolic acid B Dipyridamole

mRNA expression ) T
ACE2
Protein expression ) Tl

mRNA expression |
AGT - -
Protein expression l ~L

mRNA expression | 1 ! !
Protein expression

CCL2 : T T
Gene expression l«

Protein secretion 1 )

mRNA expression Tl«
CCL3 Protein expression 1 1 1 1

Gene expression !

CRP Protein expression | | |

CSF3 mMRNA expression l

Protein expression !
CXCL10 Gene expression !

Protein expression T

mRNA expression 1 )
IL1B
Protein activity |

mRNA expression
IL2 l
Protein expression

mRNA expression ! 1 !

IL6 Protein expression

—
P
—
P

— — > |«

Protein secretion | )

mRNA expression
IL7

— |- - -

Protein expression

mRNA expression

Protein expression
CXCL8 -

Gene expression

Protein secretion

mMRNA expression

TNF Protein expression

— — | — — —
—

Protein secretion
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List of smiles for identified compounds

Compound

Smiles

Salvianolic acid B

[H1Oc1c([H])e([HD)e(\C([H)=C([H])C(=O0)O[C@@]([H])(C(O)=0O)C([H])([H])c2c([H])c([H])c(O[H])c(O[H])c2[H])c2c10]
?OC%)HC%](EEH)](Clc([H])C([H])C(O[H])C(O[H])Cl[H])[C@]2([H])C(=O)O[C@]([H])(C(O)=O)C([H])([H])Clc([H])C([H])C(O[H])C
C

Pralmorelin

[HIN(HDC(=O)[C@](HN(N(H)C(=0)[C@@](H)(N(H)C(=O)[C@](H)(N(H)C(=O)[C@@](HN)(N(H])C(=O)[C@
@](HD)(CHD[HDIHDINI(HD(HDIHDC(H]D([HDcle(HDe(H])c2e([H)e([HDc((HD)e([H])c2c I[HNC(H])(H) C1=C([H])
]l;l[(lﬂil(][)ﬁ]Z)f(l[(l[_ﬁ)]gﬁg[H])C([H])C([H])C12)C([H])([H])Clc([H])C([H])C([H])C([H])Cl[H])C([H])([H])C([H])([H])C([H])([H])C([H])([H

Venetoclax

[HIN(c1e([H])e([H])e(e([H])clIN@H](0)=0)S(=0)(=0)NC(=0)cle([H])e([H])c(c([H])e1O0cle([H)nc2N([H]) C([H])=C([H]
)C2CIHPNICHD(HDC(HD(HDINI(HN(C(HN/([H])C2=C(c3c([H])c([HN)e(Che([H)e3[H) CHDH) C(CHDHNIHI)(
S]([H])([H])[H])C([H])([H])CZ([H])[H])C([H])([H])Cl([H])[H])C([H])([H])C1([H])C([H])([H])C([H])([H])OC([H])([H])Cl([H])[

Thymopentin

[H]OcLc([H]e(HDe(c(H) e [HNCHD(HDIC@](H)(N(HDC(=0)[C@@]([HI)(N([H)) C(=O)[C@@]([H)(N([H) C(=O)[
C@@]([H)(N(HDC(=0)IC@@]([H)(INI[HD((HNIH) CHDH) CHDH) CAHDHDN[HDC(N(HNH)N(HDIH]) C([H]
)Y(HDCHD HDCHDHD CHD ((HDINI(HD ((HDIHD C(HI(HN) C(O)=0) C(IHN(C(HD(HDH) C(HN(HNIH))C(O)=0

Ombitasvir

[HIN(C(=O)[C@]L([HDN(C(=O)[C@]([H)(N([H])) C(=O0)OC(H)([HDHN C(HN(CIHN([HNIHD C(HD ((HNIHDCHN(H)C
(HD(HDCL(HDHN)ele(HN)e(H]e(c(HD)elHDIC@IL(HNN(c2e([HI)e([H])c(c([H]) c2[HN C(CH ((HNIHD(C(HD(HDI
H])C(HN(HDHDIC@@]([H])(c2c([H)e([HDc(N(H)C(=0)[C@@]3([HN(C(=O)[C@@]([H])(N([H])C(=O)OC([H])([H])
[HDC(HN(CHD(HNHDCAHD(HDIHD CHDHD CHD((HN) C3(HNH])c([H) c2[HN C(HN)(H) C1((HN)IH]

Atorvastatin

[HIO[C@](HD(C(H]D(HD)C(O)=O0)C(H)(HDIC@@](HN)(OHNC(HN(HNC(HD(H)N1C(=C(C(C(=O)N([H])c2c([H])c
EL"}'])C([H])C([H])CZ[H])=ClC([H])(C([H])([H])[H])C([H])([H])[H])C1C([H])C([H])C([H])C([H])C1[H])C10([H])C([H])C(F)C([H])Cl

[H]OcIc([H]e([HDe(c(H)e[HDC(H(H)C(HN(H])C(=0)c1c(O[H])c(H])e(O[C@]2([H)O[C@](H)(C(H])([H])O[H])

Naringin [C@@](HN)(OH])[C@](HN)(OH])[C@@]2(HN)O[C@]2([H)O[C@@](H(C(HD(HDIHDIC@I([HD(OHDIC@ @](HI)(
O[H)IC@@]2([H])O[H])c([H])c1O[H]
Astilbin [H]Oc1c([H])e(O[H])c2c(O[C@]([HI)(c3c([H])c(H])c(O[H])e(O[H])e3[HNIC@](H)(O[C@@]3(Oc4c([H])c(O[H])e([H])c(

O[H])c4lC@@](HN(O[HDIC@@]3([H])OIH])e3c([H])c([H])c(O[H])c(O[H])e3[H]) C2([H])[H])c1[H]

Montelukast

[HIOC(cLe([HD)e([HDe([HDe([HD) eI C(HD (HDCHD(HDIC@](HD(SCHN(H) CLC(HD(H)C(O)=0)C(HN(HN)C1(H
%%:})C1C([H])C([H])C([H])C(\C([H])=C(/[H])02nC3C([H])=C(C|)C([H]):C([H])C3C([H])CZ[H])01[H])(C([H])([H])[H])C([H])([H

Dipyridamole

[HIOC(HD([HD C(HN(IH)N(C1=Nc2c(nc(nc2C(=N1)NIC([H])([H)C(HDHD) C(HD((H) C(HD(HDCLHNIH)N(C([H])

|(_[||]‘)|]()[(|_|3]()[(|‘)|][)|_(|[]H])O[H])C([H])([H])C([H])([H])O[H])N1C([H])([H])C([H])([H])C([H])([H])C([H])([H])Cl([H])[H])C([H])([H])C([




Lopinavir

[HIO[C@@](HN(C(HD(HDI[C@@](H)(N([H)C(=O)[C@@]([H)(NIC(=O)N([H)) C(H)([HD C(H)(H)CLHNHDC([
H)(C(HD(HDHN CAHD([HDIHD C(HN([H)ele(HDe([HDe((HD)e(HDelHD[C@@]([HD(N(H]) C(=O)C([H])([H))Ocle(c(
[H)c((HD)e(HDeIC(HDHDHN CAHDHDHD CHN([HDee(H]e(HD)e(HD)e([H])e1[H]

Fulvestrant

[H]Ocle([H])c([H])e2e(c1[H)C(H)(HDIC@](HN(C(HD(HN CHD(HN CHD(HN CHDH) CHD(HN C(HD(HDC(H
DIHDCAHDHDCHD(HDIS@I(=O)C(HD(H) C(HN(HNC(HD(HDC(F)(F)IC(F)(F)RIC@@]1([HDIC@I3(H)C(H(
H)C(HN)([HDIC@](HD(CHDIC@@I3(C(HN(HDHDC(HN) (HDC(HN)(HDIC@]21[H]

Revefenacin

[HIN([H)C(=O)[C@@]1(HC(HD(HN)C(HD(HN)IN@@](HD(C([H])(H])c2c([HT)e([H])e(c([HD)c2[H)) C(=O)N(C(HI(
HDHDC(HD(HNC(HD(HDIN@ @]2(H) C(H)((H) CHD)(HNIC@](HN(OC(=O)N([H])c3c([H)e([H])c((H])e([H])e3-
c3c([He(HN)e(HDe(HD)e3[H) CHD (HD C2(HNHD C(HN (H) C1(HDIH]

Carfilzomib

[HIN(C(=O)C([H])((HNNIC(H)(H) C(HD(H)OC(H)(HNCL(HNH)IC@@](HN(C(=O)N([H)[C@@]([H])(C(=O)N([
HDIC@@](H)(C(=ON(HDIC@@](H])(C(=O)[C@]L(OCL(HNHNC(HN)((HNHNC(H)(H) CAHN(CIHD(HDHNC([
H](HDHD C(HD([HDee(H)e(HDe((H)e([HD e HDCHN HDCAHN(CAHDHDIHN CAHDHDIHD CHN D CHD(
H])cle([HD)e([H])e([H])e([H])e1[H]

Elbasvir

[HIN(C(=0)OC(H)(HDHDIC@](HN(C(=O)NIC(H)(HNC(HD(HNC(HD(HDIC@@]1([H])C1=NC(=C([H]))N1[H])c1
c([H])c([H])c2N3C(=C([H])c2c1[H])c1c([H])c([H])c(c([H])c1O[C@@]3([H])c1c([H])c([H])c([H]c([H]) e H)C1=C(HN(]
H)C(=ENDC@Q@IL(H)N(C(=0)[C@@]([H)(N(HD) C(=0)OC(HD(HNHDC(HN(CHDHNIHDCHNHDIHNC(HD(
H)C(HN)((HDCL(HDHNCHN(CHDHDIH)CHD(HDIH]

Ritonavir

[HIO[C@@](HN)(C(HN([HDIC@I([HD(N(H)C(=O)[C@](HN)(N(HD)C(=O)N(C(H)(HNIH)C(HD(H)C1=C([H)SC(=
NL)C(HN(CHDHNHDCHD(HNIHDCAHD(CAHD(HDIHDCHDHDHN C(HD(H]cle([HDe(HD)e(H)e(HD) el HDI
C@](HD(N(HNC(=0)OC(HN)(H)CL1=C(HNN=C([H])ST)C(H)([H])cIc(H]e(H)e(H])e([H])c1[H]

Dabigatran

[HIN(HDC(=N/C(=0)OC([H)(HN) C(HN(HNC(HD(HD C(HN ((HN CAHN(HDCAHD(HDH)\c1e([HD)e((H)c(N(H])C([H]
)([H))C2=Nc3c([H])c(c([H)c((H])e3NZC([HI)((HNIH]) C(=0)N(c2nc([H])e([H])e([H) c2[H C(HN(HN C(HD(H) C(=0)OC
(HD(HDC(HN(HDIH]De((HD)el[H]

Bimatoprost

[HIO[C@@](H)(C(H])=C(HDIC@]1(H)IC@@]([HD(OH)C(H)(HDIC@@](H)(OMHDC@@]1(H)C(HD(HDC[
:B=(Cl}lg\][)H]1)[%(][H])([H])C([H])([H])C([H])([H])C(=0)N([H])C([H])([H])C([H])([H])[H])C([H])([H])C([H])([H])Clc([H])C([H])C([
C C

Sulfinpyrazone

[H]c1e((HD)e([H])e(c([HD e HNNIN(C(=0)C(C1=0)C(H)(HNC(HD(HDIS@@](=O)clc(HD)c(HN)e([H]e(H)el[H])el
c((HDe(HDe(HDe((HD)elH]

Ticagrelor

[HIOC(H)([HDC(H)(HDOIC@@]1(H)C(H])(HNIC@@]([H])(N2N=Nc3c2nc(SC(H])([H)) C((HD(H) C(HD(HDIH])N
c3N(HDIC@@I2(HNC(HD(IHDIC@]2([H])c2e([H])e(HD)e(F)e(F)c2[HDIC@I(HD(O[HDIC@]1([HN)O[H]

Mitoxantrone

[H]OcLc([H])c([H])e(O[H])c2C(=0)c3c(N([H]) C(H] (HD) C(HN) ((HDINI(HN) ((H) C(HDHD CHD () O[HD) e((HD)e([H])e(
N(HDCIHDHD CAHDHDINIHD [HDCH) (HDC(HN)(H)OIH])c3C(=0)c12

Cilnidipine

[HIN1C(=C(C(=O)OC([H](HD) COH])=C(/[H])c2c([HD)c([H])c([H])e(HN)e2[HDIC@@](HN)(C(C(=0)OC(HN(HNC(HD(
HDOC(HN([HDIH)=CIC(HD(HDHDc1c((H)e(HDe(HDe(cHDN(O)=0)C(H)(HDH]




[H]OcIc([H])e([HDe(c(H)e1C(H)(H)OHDIC@ @](HN)(OIHD C(HN ((HNINI(HD ((H) C(HD(HD CHD/(HD C(HN)([H])

Vilantero CHDHDCHDHDCIHD(HOCIHDAHDCAHD (HDOCH) (HD e Le(Che(HDe(HDe(H]e1C!
| [HleLe(H)e(H)e(e(H])e1[H])-c1nc(H)e(nel-

Selexipag c1e(HNc(HDC(HDC(HNCHINICHD (HDCHNHDCIHD(HNCHN(HDOCHI HNC(=0INS(=0)(=0)C(HN (HDI
H)CHD(CAHDHDIH CHN HDIH]
[HIN1C(=O)ON=C1clc([HDc(HDc(HDc(H])c1-

Azilsartan c1o(H])e(HDe(c(H)CLHNCHNHDNICOCHNHDCAHD HDHD=Ne2c(H)e(H)e(H)e(C(=0)OC(H)(H)C3=
C(OC(=0)03)C([H)(H]H])c12

Telmisartan [HleLe([HDe([H)e2N(C(=Nc2e1[H])eLo(H])e2N(C(=Ne2e(eLH) C(H)(HDH) CAHDHDCHD (HDCAHDHDIHDC(
H)(HDeLe(HDeHDe(eqHDe1H-c1e(HDe(HDC(IHDC(HDELC(O)=0)CH) (HDIH]

Liftegrast [HIN(C(=0)e1e(Che(H)e2e(cLCHCHN(H)CH)(HIN(C(=0)eLe((H)e(H) e3C(H)=C(IH)) Oc3e1 M) C2(HHDIC
@I(HD(C(0)=0)C(H)(HDeLe(HDe(HDe(HD(C1[H)S(=0)(=O)C(HN(HDIH]

o [HIN(C(=0)CL(c2c((H) (] c(H]e([H])c2-
Lomitapide c26(H])o(HDC(HDe(HNe12)CARD HD CAHDHNCAHD (HDCAHNHDIN@ILH)CH)(HNCHD (HDIC@IIHDNG

H])C(=0)c2c([H])c([H])c([H)e([H])c2-c2¢([H])e([H])e(c([HI)e2[HN) C(F)(F)F) C(HD(HD CL(HDHD) C(HN (HN C(F)(F)F

Neohesperidin

[H1Oc1c(H])c(OC(HD(HN[H])e(HN)e(c1HNC@@]1([H])Oc2c([H])c(O[C@I3(H)O[C@I(H)/(C(HN)(H)O[H])[C@ @]
(H)(OHDIC@](H])(OIH)[C@@]3([H])O[C@]3(HN)O[C@@(HN)(C(HN(HDHDIC@](H)(OHDIC@@](H])(OIH][C
@@]3([H)O[H])c([H])e(O[H])c2C(=0)C1([H])[H]

Velpatasvir

[HIN(C(=O)OC(H)([HN[HDIC@@]([H])(C(=O)N1C(H)(HDIC@ @I(HN(C(HD(HNOC(HN(HDHNC(HD(HDIC@@]
1(HDC1=NC(=C([H)N1[H])c1lc([H])c([H])c2-

C3¢([H])c4C([H])=C([H)C5=C(N=C(NS[H])[C@ @]5([H))N(C(=0)[C@@](H)(N([H) C(=O)OC([H])(IHNHN) C([H])(C([H
])(([[:]]))[t'[]l_)'%([ll"[]'_)é[H])[H])[C@ @](H)(CHD([HDMHDC(HN(IHNCS(HNIH]c4c([H])e3OC([H])(H])e2e1[H])ele([H])e(H)
C Cc Cc

Daclatasvir

[HIN(C(=O)OC(H)(HDHDIC@I([HN(C(=OINLIC(HD)(HNCIHN(HDC(HD(HDIC@ @]1([H])C1=NC(=C([H])N1[H])c1
c([HDe([HDe(c([H]Del[H])-
cle([H])c([H])c(c([H])e1[H))C1=C([H)N([H)C(=N1)[C@@]1(H)N(C(=0)[C@@]([H])(N([H])C(=O)OC([H])([HNIH)C([
H)(C(HD((HDHN) CAHDHNIHDCHD(HDCHD(HDCLHNIHDCHN(CAHDHDIHDC(HN)(HDH]

Lapatinib

[HIN(C1=NC([H])=Nc2c([H])c([H])c(c([H])c12)C1=C([H])C([H])=C(OL)C(HN(HNN(HDC(HD(H)C(HN(H)S(=O)(=O
)CHD(HDIHDe1c(H]e((HN)e(OC(HI(HDc2e((HD)e(HDe([HD c(F)c2[H])c(Clel[H]

Bazedoxifene

[H]OcLe([H])e([HD)e(c([H])e1[H])C1=C(c2c([H])c(O[H])e([H])e([H])c2NLC([H)([H])ele([H])e([HD) e (OC(HD(HD C(HI(
HDINI2(HD CHN AHD CAHDHD CHD (HN CAHDHDCAHD(HD C2([HDHD) c((HD e HD CHD ((HDIH]

Telaprevir

[HIN(C(=O)c1nc([H])c(H])nc1[H])C@](H)(C(=O)N(H]IC@@]([H])(C(=O)N1C(H])(HNIC@]2(H) C([H](HN)C(HI)(
[HDC(HD(HDIC@@]2(HNIC@]L(H)C(=O)N(H)IC@@]([H])(C(=O)C(=O)N([H)) CL(HN)C(HD(HD) CL(HNIH) C([H])
(F[|I]—)|]()[(H:]()[I(—|:]1)§[[E]]§[%(][H])([H])[H])C(C([H])([H])[H])(C([H])([H])[H])C([H])([H])[H])Cl([H])C([H])([H])C([H])([H])C([H])([H])C([




[HIO[C@@]1(c2c([H])c([HI)e(Che(c2[H) C(F)(F)F)C(HN((HN CHD(HDIN@I(HN(C(HD ((HN CAHD(HDCHD(HDC(

Penfluridol H])(c2c(H) () e (F)e(HD c2IHD c2eHD D e(F)e(HD c2IH) CAHN (H)CLIHDH]

Sorteromb [HIOB(O[H)IC@@](H])(N(H])C(=0)[C@@](H])(N(H)) C(=0)cLnc((H)c(H)Nc1H) CH) (H)eLe(HDe(HD c(He(
H])cL{H)CHDHDCAHD(CHD (HDHDCHD (HDIH]

Repagiinid [HIN(C(=0)CHD(HcLe((H)e(H](C(0)=0)c(OCHN(H) CAHN(HNIHDELHNIC@I(H (cle(HN e(HNc(H)e(H)e
INIC(H)(HDCHDHD CHD (HDCHD (HDCLIHDIHNCHD (HDCHD CAHD (HNH) CAHDHDIH]
[HIO[C@](H)(CIHD(HIN(N(H) C(=0)[C@@](H)(N(IH])C(=0)OC[HN(HNIHNC(CIHHDIHN(CHD (HDH) C(

R H)(HDH) CHD(HDeLe(HDeHDe(cHDCLH])-
c1nc(H)e(H)c(HDELHDIC@I(H) (N(H)C(EO)C@](HN(N(H) C=0)OCHN[HNIHNCCIHNHDIHN(CHDIHL
HC(HDHDIH) CAHDHD e LeHDeHDCHDC(H)CLH]

Nintedantt [HIN(C(=CL/C(=O)N([H])c2c(H])e(c(Hc(H])e12)C(=0)OCHN(HNHD cle(H) e(HNeHDeHD e HeLe(H) e(H]
)e(c(IH)CLIHDN(C(=0)C(HD[HDNICH)(HD CAHD (HDINIHCHD (HDHD CAHDHD CLHDHD CAHDHDH]

- [HINLC(=O)N(c2c([H) c(H) () c(HD)e12)[C@@IL(HNCHN (H)CHN (HDIN@IHD C R HN CHD (HNC(H [
H])C(H]) (c2c(H)e(H) c(F)e(H c2lHDc2c(H c(HD e(F)cH) c2lH)CAHNH) CL(HH]

| [HIO[C@@](H])(CHD(HDN(CIHNIHDCIHN(CHD (HDH) CHD (HDIHD S(=0)(=0)cLe((HDe(HD cN(HDHDC([H]

Darunavir )eLIHDIC@](HD(N(HC(=0)O[C@IL(HNCIHN (H)OIC@12(H)OCAHNH) CAH) THDIC@IL2IH) CAHN (HDCL(H]
Ye((HDCH)CHCIH]

Eltrombopag CC1=C(C=C(C=C1)N2C(=0)C(=C(N2)C)N=NC3=CC=CC(=C30)C4=CC(=CC=C4)C(=0)0)C

Ramipri [HIN(C@@](H])(C(=O)NI[C@@](H])(C(0)=0)C(HN(HDIC@@]2(H)C(H) (H)CIHD (HNCIHD(HNIC@ @]12[H]

)CHD(HDHDIC@I(HN(C(=0)OC(HN(HDCHNHDIHNCHN (HNC(HD) ((H)c1c(H)e(H)e((HD)e([HI)e1[H]
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