Table S1: Various parameters and conditions used in animal selection and care

	S. No.
	Parameter
	Value

	1. 
	Strain
	Wistar

	2. 
	Animal
	Male albino rats

	3. 
	Age
	6-8 months

	4. 
	Weight
	140±10 g of normoglycemic, 80-90 mg/dL with fasting blood glucose (FBG) levels

	5. 
	Temperature conditions
	220C ± 30C with 12 hour light/12 hour dark cycle

	6. 
	Diet
	standard protein rich feed and water ad libitum



Table S2: Primers used in the study

	S. No.
	Gene
	Primer sequence

	1. 
	SGLT FP 
	5’ATGGAGGGACACGTAGAGGA3’ 

	2. 
	SGLT RP 
	5’ACATAGACCACAAGCCAACACC3’ 

	3. 
	GAPDH FP 
	5’TAACATCAAATGGGGTGATG3’ 

	4. 
	GAPDH RP 
	5’GGTTCACACCCATCACAAAC3’ 

	5. 
	GLUT4 FP 
	5’AGAGTCTAAAGCGCCT3’ 

	6. 
	GLUT4 RP 
	5’-CCGAGACCAACGTGAA3’ 

	7. 
	GSK FP 
	5’AGCCTATATCCATTCCTTTG3’ 

	8. 
	GSK RP 
	5’ CCTCGGACCAGCTGCTTT3’ 

	9. 
	PPARA FP 
	5’ ACTGTTGCAAGAGATCTACAGAG3’ 

	10. 
	PPARA RP 
	5’ TTGTCTGTAATTGTCTGAATCC 3’ 

	11. 
	PPARG FP 
	5’ CTGTTCGCCAAGGTGCTCCA3’ 

	12. 
	PPARG RP 
	5’ GCTCATATCTGTCTCCGTCTTCTT3’ 


SGLT FP: Forward primer for Sodium/Glucose co transporter, SGLT RP: Reverse primer for Sodium/Glucose co transporter, GAPDH FP: Forward primer for Glycogen phosphate dehydrogenase, GAPDH RP: Reverse primer for Glycogen phosphate dehydrogenase, GLUT4 FP: Forward primer for Glucose Transporter, GLUT4 RP: Reverse primer for Glucose Transporter, GSK FP: Forward primer for Glycogen Synthase K, GSK RP: Reverse primer for Glycogen Synthase K, PPARA FP: Forward primer for Peroxisome proliferator-activated receptor α, PPARA RP: Reverse primer for Peroxisome proliferator-activated receptor α, PPARG FP: Forward primer for Peroxisome proliferator-activated receptors γ and PPARG RP: Reverse primer for Peroxisome proliferator-activated receptors γ.


Table S3: Template details for protein targets

	S. No.
	Protein target
	Protein Uniprot ID
	Homology template
	Identity (%)

	1. 
	GPR40
	O14842
	5TZY (Chain A)
	98

	2. 
	GLUT4
	P14672
	5EQG (Chain A)
	69

	3. 
	SGLT2
	P31639
	2XQ2 (Chain A)
	35

	4. 
	AMPKγ
	Q9UGJ0
	6C9J (Chain C)
	53


Table S4: Potential energy of energy minimized homology models 

	S. No.
	Protein 
	Average potential energy (kcal/mol)

	1. 
	GPR40
	-1.95402e+06

	2. 
	SGLT2
	-4.09249e+06

	3. 
	GLUT4
	-7.72562e+06

	4. 
	AMPK
	-7.40969e+06



Table S5: Active sites prediction for protein target

	S. No.
	Protein
	Structure  ID  (Chain)
	Interacted residues(s)/Active site
	Reference

	1. 
	GSK3β
	1Q5K (A)
	VAL13, PRO136
	PubMed: 2928438

	2. 
	PPARα
	1I7G (A)
	TYR314, SER280, TYR464 & HIS440
	PubMed: 1587644

	3. 
	PPARγ
	1I7I (A)
	HIS323, TYR473, HIS449 & SER289
	PubMed:11587644

	4. 
	DPPIV
	1R9N (A)
	ARG125, GLU205, GLU206 & PHE357
	PMID:  14718659

	5. 
	GPR40
	Homology model
	ARG183, TYR240 & ARG 258
	PubMed: 24130766

	6. 
	SGLT2
	Homology model
	ARG300
	PMID: 25488697,PMID: 26586935,
PMID: 26523120, PMID: 26474563,
PMID: 25379062, P31639 [UniProt: a worldwide hub of protein knowledge Nucleic Acids Res. 47: D506-515 (2019)]

	7. 
	GLUT4
	Homology model
	GLN177, GLN298 and ASN333
	PMID: 19146827

	8. 
	AMPK
	Homology model
	THR319, ILE320, THR321, ASP322, HIS383, ARG384
	DOI: 10.1172/JCI19874, PMID: 10698692, PMID: 11602624, PMID: 12145153, PMID: 11994296,
Q9UGJ0[UniProt: a worldwide hub of protein knowledge Nucleic Acids Res. 47: D506-515 (2019)]






Table S6: Binding free energy derived from the docking studies with Autodock Tools
	Ligand
	Protein
	Interacting amino acids: Interacting atoms of protein and ligand/ Bond length (Ǻ)
	Estimated Free Energy of Binding(kcal/mol)

	Pterostilbene
	GSK3β
	VAL135: O→ H16/ 1.998
LYS85: HZ3→ O1/ 2.159
	-7.51

	Pterostilbene
	PPARα
	No interaction
	-

	Pterostilbene
	PPARγ
	TYR473: OH→ H16/ 2.033
HIS449: HE2→ O3/ 2.183
ARG288: HE→ O1/ 2.199
	-7.71

	Pterostilbene
	DPPIV
	SER630: HG→ O1
HIS740: HE2→ O1
GLU206: O→ H16
	-7.0

	Pterostilbene
	GPR40
	ARG 183: HH11→ O1
	-6.01

	Pterostilbene
	SGLT2
	VAL122: O→ H16/2.156
ARG60:HH11→ O1/1.961
LEU197:HN→ O2/2.07
	-7.18

	Pterostilbene
	GLUT4
	GLU396:OE1: → H16
ASN431: HD22→ O1
	-7.13

	Pterostilbene
	AMPK
	LYS359:HZ2 → O3/2.217
VAL374:HN→ O1/2.06
GLN168:HE22→ O2/1.976
	-7.77

	Andrographolide
	GSK3β
	VAL 135: HN→ O4/ 1.727
VAL 61: O→ H22/ 2.197
	-7.17

	Andrographolide
	PPARα
	LEU331: O→ H26/ 1.907
	-5.84

	Andrographolide
	PPARγ
	TYR327: OH→ H26/ 2.143 
ARG288: H22→ O3/ 1.865 ARG288: HE→ O5/ 2.156
	-9.33

	Andrographolide
	DPPIV
	PHE357: HN→ O5
ARG358: HE→ O4
GLU205: O→ H26
ARG358: HH22→ O4
ARG358: HN→ O5
	-6.64

	Andrographolide
	GPR40
	ARG258: HN→ O5
ARG183: HH12→ O1
TRP174: O→ H26
	-7.28

	Andrographolide
	SGLT2
	SER396: OG→ H30/2.08
ASP294:0D2: → H22/1.183
ASP294:0D2: → H26/2.089
LYS154:HZ2 → O1/2.182
	-6.78

	Andrographolide
	GLUT4
	GLU396:OE2: → H26
ASN304: HD22→ O1
GLN298:HE22: → O4
ASN333: HD22→ O2
GLN298:OE1: → H30
TRP404: HE1→ O4
	-9.36

	Andrographolide
	AMPK
	ASP255:OD2 → H26/2.023
GLN337:OE1→ H30/2.035
	-6.19



Table S7: Molecular docking studies and activity predicted (prediction of activity is done on the basis of binding energy and the interactions with respect to their active sites)
	Ligand
	Protein
	Activity type

	Pterostilbene
	GSK3β
	Good 

	
	PPARα
	No 

	
	PPARγ
	Good 

	
	DPPIV
	Good 

	
	GPR40
	Low 

	
	SGLT2
	Good 

	
	GLUT4
	Good 

	
	AMPK
	Good 

	Andrographolide
	GSK3β
	Good 

	
	PPARα
	Low 

	
	PPARγ
	Good 

	
	DPPIV
	Good 

	
	GPR40
	Good 

	
	SGLT2
	Good 

	
	GLUT4
	Good 

	
	AMPK
	Good 
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