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In silico Methods in Drug Discovery

Statistics
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Molecular Descriptors

Lipinski's rule

Nomore than 5 || | Caleulated LogP Melecular mass less Mo mare than
hydrogen band [CLogP) no than 300 daltons 10 hydrogen
donors mone than 5 bond acceptors
David D et al 2019, Lipinski et al., 2001, Lagorce et al., 2012 < \
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Metabolism

Bio transformed

Leads ;
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ADMET

Cytochrome P450 PDB 4L36

(Tarcsay and Keseru, 2011,Schmidt et al., 2014 and Sliwoski et al., 2014) 4



CHOSEN FOR THE PRESENT STUDY

Scientific classification

¥

Kingdom: Plantae

Order: Zingiberales

Family: Zingiberaceae

Genus: Curcuma

Species: C. caesia

Binomial name: Curcuma caesia
Roxb.




Methodology
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Curcuma caesia Roxb rhizome
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Results



Druglikiness Assessment

® 103 compounds was subjected to ANN based druglikiness assessment which

includes Lipinski’s rule, CMC-like, MDDRF like and WDI-like rule.
" Lipinski’s rule of five all qualified
® CMC-like rule 70% qualified
" Lead like 34% qualified
® MDDR-like predictions (mid-structures)
94% qualified
®  WDI-like predictions (90% cut off)
71% qualified



In silico ADMET Screening
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103 x 3 (309) total structures
analyzed for classification
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Target Selection



Activity prediction and Docking

» PharmMapper target prediction showed common target Retinoic acid receptor human proteins
Retinoic acid as a powerful inhibitor of PIN1 isomerase enzyme, central signaling enzyme of

oncogenic pathways.

v PDB code: 3ikg

DB ID Target Name Jomber o i seore # ::‘;‘m"”: Lacored
1 [T Dipepidyl peptidase 4 6 1M 0618 356Mm
2 |28 ] Dipeptidyl peptidase 4 T 0s1 35081
3 [wa] G‘y::uemwin:mdndnﬂ 8 36T 04596 343998
4 [0m] Transthyretin S 3561 02 336036
5[] Chloride intracellular chanel groteia | 5 3503 07185 316909
6 [88] Leukotriene A4 bydrolase 9 3M4 04161 301153
7 [ Retinoic acid receptor RXR-aipha 9 38 0&4 2ssssy
§ [0 Retinoic acid receptor gamma § 38 04187 27688
y | [ eetsremsmstms g 539 0w 2008
10 [38] Retinoic acid receptor gamma § 3 0418 256N
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1 [ Lactoylghathione lyase 7 369 05413 29812 1 [1F] Cholinesterase 4 AT6 091 4504
?  [E] Foeepssapopuuess 5 e 0wm 2mw 3 [0 Methiosine aminogeptidase 2 S 0TS A4S
O Wi s 3512 0395 212106 3 [08] Chlonde itracellular chaznel protein 1 5 376 0756 418876
4[24 Metionine aminopeptidase2 § 38 053 20907 [ g::“"w"““'m” 8 309 04636 38MI8
5 [1500 ] Carbonic anhydrase 2 4 2976 0741 169326 S [297] Dipeptidyl peptidase 4 7 37 05302 367607
6 [ 184 Flavinreductase 1 2094 04277 168684 6 [30] Bileacidreceptor 8 3605 04506 311296
7 [P Aldoseredocnse 5 207 05951 157382 7 [ ] Retinoic acid receptor gamma 9 3041 296597
§ [0 Retinoic acid receptor RXR alphs 8 338 04 15NN 8 [1%€] Oxymerols receptor LXR-beta 0 3m 03m 2%m
9 [180] Retinoic acid receptor RXR-alpha 8 3ME 043 136769 9 10| Retinoic acid receptor gamma 8 3819 04TH 28T
10 [i%] Methionine aminopeptidase ¢ 2m amm 1sM 0[] Teersanetmces ¢ s e 2058



Molecular Docking PIN1 (3ikg) against Lead
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Discussion
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Curcuma caesia Roxb. compounds ADMET Filters
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