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‘Water molecules were deleted except those coordinated to metals

A

Multimeric complexes were simplified

v

Protein-ligand complex was determined

Geometrical errors in the protein checked

N

Protein structure for metal ions and cofactors also checked

For any metal atoms, charges and correct atom types, allocated as required

For any cofactors, bond orders and formal charges allocated as required

v

Orientation of any disoriented groups such as amide groups of Asn and Gln has been fixed.

v

Ligand bond orders and formal charges were adjusted.

For protein and ligand, ionization and tautomerization were adjusted, if necessary

v

The structure was refined and examined

A

Orientation of water molecules and other groups, such as hydroxyls, amides, etc. were checked

Protocol 1. Protein preparation- Schrodinger suite.




The structure was minimized to a low gradient using PRCG method with 500 maximum iterations a
nd at 0.05 convergence threshold

|

L

The Potential energy calculation was performed using OPLS-2005 force field in water solvent

The charges were taken from OPLS-2005 and extended cutoff selected for Van der Waals and

Electrostatic calculation

X

No Constraints were maintained for atoms, bonds, angle or dihedral

!

Molecular dynamics and None SHAKE was selected

Total Trajectories were set to 10 samples

v

Equilibration time was done for 1 Pico second and total simulation period up to 100 Picoseconds at

300 K temperature.

Protocol 2. Methodology and parameters for molecular simulation of E6 and E7 oncoproteins

and oncoprotein-5-FU complex.
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Scheme S1. Diagram of the synthesis of EDA-core PAMAM dendrimers.



Table S1. Synthesis of different generations of PAMAM using EDA and methyl acrylate

0.01M PAMAM dendrimer
Dendrimer
S. No
generations o Methyl Acrylate
Ethylene diamine (mL)
(mL)
1 0.5G 0.67 7.21
2 1.0G 5.36 -
3 1.5G - 14.42
4 2.0G 10.71 -
5 2.5G - 28.85
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Fig. S1. Molecular docking analysis. (a, d) conformational structure (b, e) interaction profile,

and (¢, f) RMSD plot of E6 and E7 protein over 5-FU.
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Fig. S2 (a) FTIR spectrum and (b) TEM image of the PAMAM/5-FU complex and (d) Amount of

Drug release at different time interval.



Table S2. FTIR bands of PAMAM and PAMAMY/5-FU and their corresponding stretching

vibrations
S. No 1.5G PAMAM  1.5G PAMAMY/5-FU Spectral assignment

1 3451 cm’” 3366 cm’” NH stretching

2 2954 cm’ 2972 cm’ CH, Asymmetric stretching
3 2827 em’ 2891 cm’ CH, Symmetric stretching
4 1645 cm’’ 1643 cm’' C=O0 stretching

5 1257 cm’” 1275 cm’” C-N stretching

6 1437 cm’’ 1442 cm’’ CH, bending

7 - 1088 cm” C-F stretching




Table S3. Dynamic light scattering analysis of PAMAM and PAMAM/5-FU

S. No Sample PAMAM (nm) PAMAM/5-FU width (nm)

1 1.5G (0.01M) 23 4.2

2 2.5G (0.01M) 5.6 6.9




Fig. S3. FITC-Drug conjugate.



Fig. S4. Hematological analysis of Group-I BALB/c female mice with cervical

cancer model.



