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Supplementary Figure(s).

Supplementary Figure-S1 Srinivasan

Supplementary Figure S1

Stability and folding of a representative multi-domain enzyme (Dioxygenase, Bhpc). a.
Ribbon diagram showing the topology of the two interacting domains. b. Surface representation
of the same showing the apolar residues (Red). c. The artificial (in silico) parsing of the full
length protein into two isolated domains. These isolated domains were used for free energy
computations. Their stabilities are -16 kcal/mol (Domain 1) and 2 kcal/mol (Domain 2). d. 90°
rotation of the two domains showing the exposed hydrophobic patch. Hydrophobic bonding at
the domain-domain interface holds the domains together. Apolar solvation energy of -54
kcal/mol contributes maximally towards the overall stability of -80 Kcal/mol.
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Supplementary Figure-S2 Srinivasan

Supplementary Figure S2

Interaction free energy as a function of interacting surface area. Scatter plot showing the
linear relationship between the surface area of interaction and the FoldX computed interaction
free energy (AGyy) for a set of 268 obligate protein-protein complexes. Red line shows the best
fit line in linear regression analysis: r* = 0.6971; P < 0.0001; AGy = -0.01274*SA + 1.426.
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Supplenentry Figure-S3 Srinivasan

Supplementary Figure S3

Schematic representation of classification of domain-domain interfacial residues. a.
Computation of distribution of the free energy contribution of a typical surface residue of a
single residue type. e.g. Alanine Showing the cutoff limits for the classification into the three
categories. b. The computation of the distribution parameters (4 and s.d.) for all the 20 amino
acids. The red bar shows the neutral zone with the mean at the center for the free energy
contribution of surface residues. The lines extending the distribution are beyond the 95%
confidence limits. c. Each interfacial residue from the MD_doms dataset was compared against
the B and classified into one of the three categories. Shown is a representative example of
interface of domain-1 of the BhpC enzyme. The Stabilizing residues are marked by the green
squares with "S", the neutral residues are marked by blue squares with "N and the destabilizing
residues are marked by light red squares with "D".
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Supplementary Figure-S4 Srinivasan

Supplementary Figure S4

Benchmarking FoldX computations. Correlation between experimentally determined and
FoldX computed free energies of unfolding for a set of 35 proteins. Spearman rank correlation r
=0.5679; P = 0.0004. Red line represents best fit by linear regression. Blue dashed line indicates
the 95% confidence limit. These proteins were selected as they were monomeric and showed two
state unfolding at 298K and pH 7.0. The experimental unfolding free energies were obtained
from Protherm database. The correlation shows that the FoldX computed values cannot be taken

as absolute but are good for relative comparisons.



Supplementary Table S1 Srinivasan.

Supplementary Table S1. Natural variations (nsSNPs ; n = 33) in the interfaces of multi-domain proteins. The following table lists the
nsSNPs found in the domain-domain interface of human proteins (n = 14). The improper functioning of these proteins have been implicated in
various disease states. The effect of the nsSSNP on the stability of the protein is computed by modelling the structure of the variant amino-acid and
computing the AAG using FoldX. The relative conservation of the site, the solvent accessibility and the functional relavence (Ligand binding) are
also provided. The direct involvement of the nsSNP (n = 9) in prodiucing a non-functional protein and leading to disease state is shown by
refering to pubmed id (PMID). The bold SNPs refer to change of a non-polar interfacial residue to a polar residue. The bold AAG values (>1
kcal/mol) correspond to considerable destabilization of the structure to affect function. Note that the SNPs at residues participating in stabilization

of the interface (See Supplementary Fig. S3online) lead to a larger destabilization effect.

Protein PDB SNPdbid SNP Solv Conservation AAG Ligand nsSNP Diseases associated with

Ac (%) (%) (kcal/  Binding Validation

mol)
/PMID
hematopoietic
prostaglandin D
synthase liyh rs56161897  F151L 0 0.16 1.55 Delayed type hypersensitivity
immunoglobulin
lambda-like
polypeptide 1 1l6x rs11557948 Y436C 0.19 0.01 1.25 --- - Agammaglobulinemia 2
immunoglobulin
lambda-like
polypeptide 1 116x rs15893 E430K 0.15 0.18 -1.47 - ---- Agammaglobulinemia 2
sex comb on midleg-
like 2 (Drosophila) loil rs73454384 1224V 0 0.66 0.83 Nil
loip rs28936369 R192H 0.31 0.12 -0.5

tocopherol (alpha) 8602747  Ataxia, Friedreich-like, with Isolated



transfer protein

FK506 binding
protein 4 1qlc

acyl-CoA
dehydrogenase
family, member 8 1rx0

acyl-CoA
dehydrogenase
family, member 8 1rx0

breast cancer 1, early
onset 1t15

breast cancer 1, early
onset 1t15

breast cancer 1, early
onset 1t15

breast cancer 1, early
onset 1t15

breast cancer 1, early
onset 1t15

1t15
breast cancer 1, early

rs1062478

rs11550637

rs7483314

rs1800757

rs28897696

rs41293459

rs41293463

rs55770810

rs55808233

R157H

F87L

L375V

P1776S

A1708E

R1699Q

M1775R

R1669W

M1783T

0.42

0.28

0.54

0.02

0.51

0.33

0.07

0.15

0.19

0.11

0.21

0.11

0.41

-0.09

1.35

1.02

1.1

11.56

2.09

441

2.65

4.01

FAD

(1)

17063491
(2),
17719744
(3)

17063491

(2),
17719744

(3)

17719744
(3)

17063491

(2),
17719744

(3)

17719744
(3)

17719744

vitamin E defieciency

Associated with Refsum disease

isobutyryl-CoA dehydrogenase (IBD)
deficiency

isobutyryl-CoA dehydrogenase (IBD)
deficiency

Breast-Ovarian cancer, familial,
suseptibility

Breast-Ovarian cancer, familial,
suseptibility

Breast-Ovarian cancer, familial,
suseptibility

Breast-Ovarian cancer, familial,
suseptibility

Breast-Ovarian cancer, familial,
suseptibility

Breast-Ovarian cancer, familial,



onset

polo-like kinase 1
(Drosophila)

polo-like kinase 1
(Drosophila)

glutathione S-
transferase omega 1

glutathione S-
transferase omega 1

glutathione S-
transferase omega 1

glutathione S-
transferase omega 1

glutathione S-
transferase omega 1

hydroxyacyl-CoA
dehydrogenase

Fc fragment-IgG,low
affinity
lla,recep(CD32)

Fc fragment-IgG,low
affinity
lllb,recep(CD16b)

Fc fragment-IgG,low
affinity

lumw rs34359215

lumw rs35347525

leem rs11509436

leem rs11509439

leem rs15032

leem rs45529437

leem rs72559704

1foy rs1051519

1fcg rs4986941

1fnl  rs2290834

1fnl  rs403016

R581C

R441H

S86C

A236V

T217N

Cc32y

R7K

Q140H

M107V

188V

S18R

0.47

0.19

0.04

0.24

0.11

0.58

0.53

0.54

0.72

0.02

0.33

0.41

0.05

0.01

0.03

0.18

0.09

0.18

0.63

0.04

0.45

1.61

-0.34

4.85

0.12

-1.06

-0.08

0.48

0.54

0.2

-1.9

GSH

GSH

(3)

2478590
(4)

suseptibility

Cell cycle regulation and Cancer

Cell cycle regulation and Cancer

Cancer, Xenobiotics

Cancer, Xenobiotics

Cancer, Xenobiotics

Cancer, Xenobiotics

Cancer, Xenobiotics

Hyperinsulinemic Hypoglycemia,
familial

Lupus Nephritis

Susseptibility to recurrent viral
infections

Lupus Nephritis, Inflammatory Bowel

Disease



lllb,recep(CD16b)

glutathione S-
transferase alpha 1

glutathione S-
transferase alpha 1

glutathione S-
transferase alpha 1

glutathione S-
transferase alpha 1

glutathione S-
transferase alpha 1

glutathione S-
transferase pi 1

glutathione S-
transferase pi 1

glutathione S-
transferase pi 1

1gse

1gse

1gse

1gse

1gse

11gs

11gs

11gs

rs1051558 F10S

rs1051566 Al2T

rs1051573 A12V

rs1051983 A216S

rs1131849 R89K

rs45549733 R186W

rs1695 1104V

rs71534294 D157H

0.07

0.08

0.08

0.02

0.08

0.29

0.28

0.02

0.25

0.06

0.06

0.02

0.43

0.14

0.1

0.35

1.89

0.95

1.26

0.67

-0.27

0.74

0.76

-0.18

EAA

EAA

EAA

EAA

EAA

9092542
(5)

Warfarin sensitivity

Warfarin sensitivity

Warfarin sensitivity

Warfarin sensitivity

Warfarin sensitivity

Chemotherapy-induced

carcinogenesis, acute myeloid
leukemia

Cancer, Xenobiotics

Cancer, Xenobiotics




10

Supplementary Datasets:

Datasets used in the current analysis of Single and Multi-domain proteins.

MD_doms (856) : Astral domains of Multi-domain proteins; SCOP version 1.75

dllgsal, dllgsa2, dla4ibl, dla4ib2, dla8d 1, dla8d 2, dla8h 1, dla8h 2,
dla8l 1, dla8l_2, dla8p_1, dla8p 2, dlabwal, dlabwa2, dlafOal, dlaf0a2,
dlaf7 1, dlaf7_2, dlafall, dlafal2, dlafwbl, dlafwb2, dlakl 1, dlakl 2,
dlamm 1, dlamm 2, dlagh 1, dlagh 2, dlagkll, dlaqkl2, dlavaal, dlavaa2,
dlaw7al, dlaw7a2, dlbOnal, dlbOna2, dlblbal, dlblba2, dlb2ral, dlb2ra2,
dlb3bcl, dlb3bc2, dlb43al, dlb43a2, dlb7l1lal, dlb7l1a2, dlb8aal, dlb8aa2,
dlb8pal, dlb8pa2, dlb9kal, dlb%ka2, dlbSwal, dlb9wa2, dlbg0 1, dlbg0_ 2,
dlbgval, dlbgva2, dlbhtal, dlbhta2, dlbif 1, dlbif 2, dlbli 1, dlbli 2,
dlbqubl, dlbqub2, dlbw9al, dlbw9a2, dlclaal, dlclaa2, dlclell, dlclel2,
dlc2aal, dlc2aa2, dlc5kal, dlc5ka2, dlc8ual, dlc8ua2, dlc9yal, dlc9ya2,
dlcal 1, dlcal_2, dlcb6al, dlcb6a2, dlcczal, dlccza2, dlecdy 1, dlcdy 2,
dlcf9al, dlcf9a2, dlcfb_1, dlcfb_2, dlchmal, dlchma2, dlcjdbl, dlcjdb2,
dlclc_1, dlclc_2, dlcojal, dlcoja2, dlcpo_1, dlcpo_2, dlcunal, dlcuna2,
dlcvral, dlcvra2, dlczyal, dlczya2, dld2oal, dld2oca2, dldd3al, dldd3az2,
dldfx 1, dldfx 2, dldhkal, dldhka2, dldkxal, dldkxa2, dldl5al, dldl5a2,
dldmr_1, dldmr 2, dldugal, dlduga2, dlduvgl, dlduvg2, dlduzal, dlduza2,
dldvpal, dldvpa2, dldxrhl, dldxrh2, dldykal, dldyka2, dldyqal, dldyqa2,
dldzfal, dldzfa2, dlelcal, dlelca2, dlelcbl, dlelcb2, dle3ocl, dle3oc2,
dled42al, dled42a2, dle5tal, dle5ta2, dle7l1lal, dle7l1la2, dlearal, dleara2,
dleb0al, dleb0a2, dlebhal, dlebha2, dlec9dl, dlec9d2, dlecfal, dlecfa2,
dlecfbl, dlecfb2, dledhal, dledha2, dleejal, dleeja2, dleemal, dleema2,
dleerbl, dleerb2, dleg9al, dleg9a2, dlehdal, dlehda2, dleilal, dleilaZ2,
dlek4al, dlek4a2, dlekxal, dlekxa2, dlemd 1, dlemd 2, dlenfal, dlenfa2,
dlepfal, dlepfa2, dlepfbl, dlepfb2, dlesl 1, dlesl 2, dleu3al, dleu3a2,
dlevkal, dlevka2, dlewcal, dlewca2, dlewfal, dlewfa2, dlfOyal, dlfOya2,
dlflbbl, d1flbb2, dlflhal, dlflha2, dlflral, dlflra2, dlflual, dlflua2,
dlf20al, d1£f20a2, dl1f8abl, dlf8ab2, dlfcgal, dlfcga2, dlfnlal, dlfnla2,
dlfnual, dlfnua2, dlfp2al, dlfp2a2, dlfpoal, dlfpoa2, dlftral, dlftra2,
dlfvlbl, dlfvlb2, dlfwlal, dlfwla2, dlfxlal, dlfxla2, dlglgal, dlglga2,
dlg38al, dlg38a2, dlg5aal, dlg5aa2, dlg6lal, dlg6la2, dlg87bl, dlg87b2,
dlg8kal, dlg8ka2, dlg97al, dlg97a2, dlgiqal, dlgigqa2, dlgl4al, dlgl4daz,
dlglpal, dlglpa2, dlgmual, dlgmua2, dlgmucl, dlgmuc2, dlggial, dlgqgia2,
dlggzal, dlgqgza2, dlgsa 1, dlgsa_2, dlgseal, dlgsea2, dlgsmal, dlgsma2,
dlgupal, dlgupa2, dlgv2al, dlgv2a2, dlgv3al, dlgv3a2, dlh03pl, d1h03p2,
dlhloal, dlhloa2, dlhlpbl, dlhlpb2, dlh6tal, dlh6ta2, dlh72cl, dlh72c2,
dlh8pal, dlh8pa2, dlh9ral, dlh9ra2, dlhbmbl, dlhbmb2, dlhf8al, dlhf8a2,
dlhfell, dlhfel2, dlhm%al, dlhm%a2, dlhna 1, dlhna 2, dlhpual, dlhpua2,
dlht6al, dlht6a2, dlhwlal, dlhwla2, dlhw5al, dlhw5a2, dlhxe6ebl, dlhx6b2,
dlhyobl, dlhyob2, dlilaal, dlilaa2, dlilgal, dlilga2, dli7nal, dli7na2,
dli7pal, dli7pa2, dl1i8dal, d1i8da2, dlig0al, dlig0a2, dligObl, dligOb2,
dlig3al, dlig3a2, dlihgal, dlihga2, dlii2al, dlii2a2, dliow_1, dliow_2,
dligcal, dliqgca2, dliszal, dlisza2, dlitkbl, dlitkb2, dliyhal, dliyha2,
dliz4al, dliz4d4a2, dliz6al, dliz6a2, dliz9al, dliz9a2, d1j0%al, dl1j09%a2,
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dljllal, dljlla2, dl1j3nal, dlj3na2, d1j8mfl, d1j8mf2, dljakal, dljaka2,
dljdc_1, dljdc_2, dljflal, dljfla2, dljhdal, dljhda2, dljhfal, dljhfa2,
dljlval, dljlva2, dljpnal, dljpna2, dljslxl, dljslx2, dljs4dal, dljs4daz,
dlju3al, dlju3a2, dlkOmal, dlkOma2, dlkOmbl, dlkOmb2, dlk8kdl, d1lk8kd2,
dlk8wa3, dlk8wa5, dlk92al, dlk92a2, dlkbval, dlkbva2, dlkhial, dlkhia2,
dlkkecxl, dlkkcx2, dlklual, dlklua2, dlklubl, dlklub2, dlkgfbl, dlkgfb2,
dlks9al, dlks9%a2, dlktbal, dlktba2, dlkv9al, dlkv9a2, dlkwmal, dlkwma2,
dlky6al, dlky6a2, dlkzgal, dlkzqa2, dl1l1fbl, d111fb2, dl13kal, dl1l3ka2,
dll3sal, dll3sa2, dllé6xal, dlléxa2, dll7ral, dll7ra2, dllam 1, dllam 2,
dllaral, dllara2, dllbu_ 1, dllbu 2, dllilal, dllila2, dllldal, dlllda2,
dllr7al, dllr7a2, dllslal, dllsla2, dllu9al, dlluf9a2, dlly2al, dlly2a2,
dlmOual, dlmOua2, dlmljel, dlmlje2, dlmlkgl, dlmlkg2, dlmltal, dlmlta2,
dlm2tbl, dlm2tb2, dlm3yal, dlm3ya2, dlm5hal, dlm5ha2, dlmézal, dlmé6za2,
dlmdl 1, dlmdl_2, dlmgtal, dlmgta2, dlmixal, dlmixa2, dlmldal, dlmlda2,
dlmp9al, dlmp%a2, dlmpgal, dlmpga2, dlms5al, dlms5a2, dlmxdal, dlmxda2,
dlmzyal, dlmzya2, dlnleal, dlnlea2, dlnlicl, dlnlic2, dlnlsal, dlnlsa2,
dln2aal, dln2aa2, dln5wal, dln5wa2, dln5wbl, dln5wb2, dln5wcl, dln5wc2,
dln63bl, dln63b2, dln67al, dln67a2, dlne%al, dlne9a2, dlnijal, dlnija2,
dlnkr 1, dlnkr 2, dlnm8al, dlnm8a2, dlnp3al, dlnp3a2, dlnp7al, dlnp7a2,
dlnpyal, dlnpya2, dlnpybl, dlnpyb2, dlnrOal, dlnrOa2, dlntyal, dlntya2,
dlnu5al, dlnu5a2, dlnvmal, dlnvma2, dlnytal, dlnyta2, dlnzoal, dlnzoa2,
dloOsal, dlo0Osa2, dloOwal, dloOwa2, dloOwbl, dloOwb2, dlo50al, dlo50a2,
dlo6val, dlo6va2, dlo7gal, dlo7ga2, dlo97dl, dlo97d2, dlobbal, dlobba2,
dlobzbl, dlobzb2, dloe7al, dloe7a2, dloe8bl, dloe8b2, dlogadl, dlogad2,
dlogael, dlogae2, dlogmxl, dlogmx2, dloilal, dloila2, dloipal, dloipa2,
dloizal, dloiza2, dloktal, dlokta2, dlollal, dlolla2, dlon2al, dlon2a2,
dlon3al, dlon3a2, dlon3el, dlon3e2, dlooyal, dlooya2, dlooybl, dlooyb2,
dlor7al, dlor7a2, dlor7bl, dlor7b2, dlorb_ 1, dlorb 2, dlospll, dlospl2,
dlov3al, dlov3a2, dlovnal, dlovna2, dlovnbl, dlovnb2, dlowlal, dlowla2,
dloxjal, dloxja2, dloxscl, dloxsc2, dloxval, dloxva2, dlpldal, dlplda2,
dlpfgqal, dlpfqga2, dlpgs_1, dlpgs_2, dlpii_1, dlpii_2, dlpinal, dlpina2,
dlpn9al, dlpn9a2, dlpnf 1, dlpnf 2, dlpprml, dlpprm2, dlpuocal, dlpuoca2,
dlpuobl, dlpuob2, dlgléal, dlgléa2, dlglbal, dlglba2, dlglcal, dlglca2,
dlglpal, dlqglpa2, dlqg4gal, dlg4ga2, dlqg7zal, dlg7za2, dlqdlbl, dlqdlb2,
dlgh4al, dlgh4a2, dlgksal, dlgksa2, dlgmgal, dlgmga2, dlgnebl, dlgneb2,
dlgnf 1, dlgnf 2, dlgnnal, dlgnna2, dlqrOal, dlgrOa2, dlgsaal, dlgsaa2,
dlgxmal, dlgxma2, dlqyabl, dlgyab2, dlrl7al, dlrl7a2, dlr27al, dlr27a2,
dlr4dsal, dlrdsa2, dlrc9al, dlrc9a2, dlreqdl, dlreqd2, dlrj%al, dlrj%a2,
dlrjyal, dlrjya2, dlrléal, dlrléa2, dlrméal, dlrméa2, dlrmébl, dlrméb2,
dlrgpal, dlrgpa2, dlrrhal, dlrrha2, dlrwzal, dlrwza2, dlrx0O0al, dlrx0Oa2,
dlrxzal, dlrxza2, dlrzhhl, dlrzhh2, dlrzpcl, dlrzpc2, dlsdwal, dlsdwa2,
dlse4_1, dlsed4 2, dlsgmal, dlsgma2, dlsh5al, dlsh5a2, dlsjdal, dlsjda2,
dlsjdbl, dlsjdb2, dlskz 1, dlskz 2, dlsli_1, dlsli 2, dlsqgal, dlsqga2,
dlstOal, dlstOa2, dlsvb_1, dlsvb_2, dlsznal, dlszna2, dlt0Ofal, dltOfa2,
dltl5al, dltl5a2, dltleal, dltlea2, dlt3gqgal, dlt3ga2, dlt3gbl, dlt3gb2,
dlt3qcl, dlt3gc2, dlt56al, dlt56a2, dlt6cal, dlt6ca2, dltékal, dlté6kaz2,
dltésal, dlté6sa2, dlt7val, dlt7va2, dlti6éal, dlti6a2, dltiébl, dltiéb2,
dltjeal, dltjea2, dltjgll, dltjgl2, diltjlal, dltjla2, dltolal, dltola2,
dltgyal, dltgya2, dltqybl, dltqyb2, dltuaal, dltuaa2, dltvfal, dltvfa2,



dltxgal,
dlu2cal,
dluasal,
dlumwal,
dluxgal,
dlvloal,
dlv5val,
dlvin 1,
dlw5fal,
dlwmdal,
dlxjval,
dlxtial,
d2eifal,
d2pgd 1,
d5rlral,

dltxga2, dltyOal,
dlu2ca2, dlu3cal,
dluasa2, dlud9al,
dlumwa2, dluok_1,
dluxga2, dluxy 1,
dlvloa2, dlv2aal,
dlv5va2, dlvéwal,
dlvin 2, dlvmaal,
dlw5fa2, dlwd3al,
dlwmda2, dlwopal,
dlxjva2, dlxoOal,
dlxtia2, dlxuual,
d2eifa2, d2fbjhl,
d2pgd 2, d2pspal,
d5rlra2, déldh 1,

dltyOa2,
dlu3ca2,
dlud9a2,
dluok 2,
dluxy 2,
dlv2aa2,
dlvéwa2,
dlvmaa2,
dlwd3a2,
dlwopa2,
dlxo0a2,
dlxuua2,
d2fbjh2,
d2pspa2,
déldh 2,

12

dlu00al, dlu0Oa2, dluOval,
dluS5pal, dlubpa2, dlu8val,
dluekal, dlueka2, dlumdbl,
dlupsal, dlupsa2, dluvgal,
dluypal, dluypa2, dlvOeal,
dlv54bl, dlv54b2, dilv57al,
dlv8cal, dlv8ca2, dlvcaal,
dlvzial, dlvzia2, dlvzyal,
dlwejhl, dlwejh2, dlwf3al,
dlwogal, dlwoga2, dlwpcal,
dlxghal, dlxgha2, dlxszal,
dly4wal, dly4wa2, dly88al,
d2g3pal, d2g3pa2, d2napal,
d3hadal, d3hada2, d3hsc 1,
d7acn_1, d7acn_2, d7taa 1,

dlulOva2,
dlu8va2,
dlumdb2,
dluvga2,
dlvOea2,
dlv57a2,
dlvcaa2,
dlvzya2,
dlwf3a2,
dlwpcaz2,
dlxsza2,
dly88a2,
d2napa2,
d3hsc_2,
d7taa 2.

MD_chains (428) : Multi-domain proteins each containing 2 domains, along with the chain identifier at the
end of the PDB code.

llgsa,
lakl ,
1b71a,
1bw9a,
1cf9a,
1dd3a,
ldyka,
lebha,
lek4a,
1foya,
lfpoa,
1g97a,
lgupa,
1hf8a,
lilga,
lisza,
ljdc_,
1k8kd,
1kv9a,
llbu _,
Im2tb,
1lmxda,
1ne9a,
lnvma,
lobzb,
lon2a,
lovnb,
lpnf ,
lgh4a,
1r27a,
lrwza,

ladib,
lamm ,
1b8aa,
lclaa,
lcfb_,
1dfx_,
ldyqa,
lec9d,
lekxa,
1flbb,
1ftra,
lgiqga,
lgv2a,
lhfel,
1li7na,
litkb,
1jfla,
1k8wa,
lkwma,
1lila,
1m3ya,
lmzya,
lnija,
lnyta,
loe7a,
lon3a,
lowla,
lpprm,
lgksa,
lr4dsa,
1rx0a,

la8d_,
lagh ,
1b8pa,
lclel,
lchma,
ldhka,
1ldzfa,
lecfa,
lemd_,
1flha,
1fvilb,
lgl4a,
lgv3a,
1hm9a,
li7pa,
liyha,
l1jhda,
1k92a,
lkyé6a,
111da,
1m5ha,
lnlea,
Inkr ,
1nzoa,
loe8Db,
lon3e,
loxja,
lpuoa,
lgmga,
1rc9a,
lrxza,

la8h_,
lagkl,
1b9%ka,
1lc2aa,
lcjdb,
1ldkxa,
lelca,
lecfb,
lenfa,
1flra,
1fwla,
lglpa,
1h03p,
lhna_,
li8da,
liz4da,
l1jhfa,
lkbva,
lkzqga,
11r7a,
1lmé6za,
1nlic,
1nm8a,
lo0sa,
logad,
looya,
loxsc,
lpuob,
lgneb,
lreqd,
lrzhh,

la81 ,
lavaa,
1b%wa,
1c5ka,
lclc_,
1d15a,
lelchb,
ledha,
lepfa,
1flua,
1fx1la,
lgmua,
lhloa,
lhpua,
lig0a,
liz6a,
1jlva,
lkhia,
111fDb,
1llsla,
lmdl_,
1nlsa,
lnp3a,
loOwa,
logae,
looyb,
loxva,
lgléa,
lgnf ,
1rj%a,
lrzpc,

la8p_,
law7a,
1bg0_,
1c8ua,
lcoja,
ldmr ,
le3oc,
leeja,
lepfb,
1£20a,
lglqga,
lgmuc,
lhlpb,
lhté6a,
1lig0Ob,
1liz9%a,
ljpna,
lkkcex,
113ka,
11lu9a,
lmgta,
1n2aa,
lnp7a,
loOwb,
logmx,
lor7a,
lplda,
lglba,
lgnna,
lrjya,
lsdwa,

labwa,
1bOna,
lbgva,
1c9ya,
lcpo_,
lduga,
led2a,
leema,
lesl_,
1£f8ab,
1g38a,
lgqia,
lhé6ta,
lhwla,
lig3a,
1j09a,
1jslx,
lklua,
113sa,
lly2a,
Imixa,
1n5wa,
lnpya,
1o050a,
loila,
lor7b,
lpfqga,
lqlca,
lgr0a,
1rléa,
lsed_,

lafOa,
1blba,
lbhta,
lcal_,
lcuna,
lduvg,
le5ta,
leerb,
leu3a,
lfcga,
1g5aa,
lgqza,
1h72c,
lhw5a,
lihga,
1j11a,
ljs4a,
lklub,
ll6xa,
1mOua,
1mlda,
1n5whb,
lnpyb,
lo6va,
loipa,
lorb_,
lpgs_,
lglpa,
lgsaa,
1lrméa,
lsgma,

laf7_,
1b2ra,
lbif ,
1lcbé6a,
lcvra,
1duza,
le71a,
leg9a,
levka,
1fnla,
lg6la,
lgsa_,
1h8pa,
1hx6b,
lii2a,
1j3na,
1ju3a,
1kgfb,
117ra,
lmlje,
lmp9a,
1n5wc,
1nrOa,
lo7ga,
loiza,
lospl,
lpii_,
lg4ga,
lgxma,
1lrmé6b,
1sh5a,

lafal,
1b3bc,
1bli_,
lccza,
lczya,
ldvpa,
leara,
lehda,
lewca,
1fnua,
1g87b,
lgsea,
1h9ra,
lhyob,
liow_,
1j8mf,
1kOma,
1lks9a,
llam ,
lmlkg,
lmpga,
1n63b,
lntya,
1097d,
lokta,
lov3a,
lpina,
1g7za,
lgyab,
lrqgpa,
1sjda,

lafwb,
1b43a,
lbqub,
ledy_,
1d2o0a,
ldxrh,
lebOa,
leila,
lewfa,
1fp2a,
1g8ka,
lgsma,
lhbmb,
lilaa,
ligca,
ljaka,
1kOmb,
lktba,
llara,
Imlta,
Ims5a,
1n67a,
1nu5a,
lobba,
lolla,
lovna,
lpn9a,
lqgdilb,
1rl7a,
lrrha,
1sjdb,



1skz_,
1t3qgc,
ltola,
lu5pa,
luxy ,
lvin_,
lwpca,
2g3pa,

1sli_,
1t56a,
ltqgya,
lu8va,
luypa,
lvmaa,
1xjva,
2napa,

l1sqga,
1lté6ca,
ltqgyb,
luasa,
1vOea,
lvzia,
1xo0a,

2pgd_,

1st0a,
1té6ka,
ltuaa,
lud9a,
lvloa,
lvzya,
lxgha,
2pspa,
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lsvb_, 1lszna,
lt6sa, 1lt7va,
ltvfa, 1ltxga,
lueka, lumdb,
lv2aa, 1lv54b,
lw5fa, 1lwd3a,
lxsza, 1lxtia,
3hada, 3hsc_,

1t0fa,
1tié6a,
ltyOa,
lumwa,
1v57a,
lwejh,
1xuua,
S5rlra,

1tl5a,
1tieéb,
1u00a,
luok_,
1lv5va,
1lwf3a,
ly4dwa,
61dh_,

ltlea,
1tjea,
luOva,
lupsa,
lvéwa,
lwmda,
ly88a,
7acn_,

1t3qa,
1tjgl,
lu2ca,
luvqga,
1lv8ca,
lwopa,
2eifa,
Ttaa_.

1t3gb,
1tjla,
lu3ca,
luxga,
lvcaa,
lwoqga,
2fbjh,

1D_homs (261) : Single domain Homologues of MD_doms; belong to the same SCOP class, but exist

independently.

di0lm__, dladra ,
dlah7 _, dlalqg ,
dib0b__, dlbOua_,
dlbd7a_, dlbfea_,
dlc4rg_, dlc7za_,
dlcska_, dlcwya ,
dildi3b_, dldmla_,
dldypa_, dle5ja_,
dledg , dledmb ,
dleur , dlfOma_,
dlfgya_, difhla ,
dlfxxa , dlfyna ,
dlg9oa_, dlgala_,
dlgwna_, dlgz2a_,
dlhbg__, dlhh8a_,
dlhura , dlhxia ,
d1io4l , dli94q_,
dlj2aa_, dlj53a_,
dljj7a_, dljlna_,
dlk9id_, dlkawa_,
dlkwda _, dlllya ,
dlméka_, dlmai_,
dlmvea , dlmyt ,
dlnpua , dinrfa ,
dlod7a_, dlodza_,
dlpala , dlpbk ,
dlg21l__, dlqg3oa_,
dlgnoa_, dlgnxa_,
dlréva_, dlr8me_,
dlsig__, diskf ,
dltlga_, dltdob_,
dltjca_, dltpka_,
dlumoa , dlumza |,
dlvcub_, dlvera ,
dlwlda_, dilw30b_,
dlxaua_, dlxcda_,
d2cuab_, d2his

d4vhba ,

dérxn__.

dla53 ,
dlame ,
dlbl3a_,
dlbg4__,
dlcef ,
dlcyw ,
dldsl_ ,
dle8tb_,
dleeub ,
dlf3oa_,
dlfica_,
dlglca_,
digbg__,
dlhl2a ,
dlhiza ,
dlilja_,
dliSea_,
dljc9a_,
dljo8a_,
dlkdka_,
dll5ta_,
dlmhgb_,
dlndob_,
dlntea_,
dlojéb_,
dlpht ,
dlg9ba_,
dlggea_,
dlrSha_,
dlsmba |,
dltbia_,
dltgéa_,
dlunpa ,
dlvg8a_,
dlw3ha_,
dlxmja_,
d2rmca_,

dlaa2 ,
dlaohb_,
dlblya_,
dlbjre_,
dlcem ,
dldOba_,
dldtja_,
dlea7a_,
dlegza_,
dlf5o0a_,
dlfm5a_,
dlg24a_,
dlgcpb_,
dlhlna_,
dlhkfa ,
dlilna ,
dlia7a_,
dljfma_,
dljqgb_,
dlknma ,
dllsgja_,
dlmija_,
dlncna_,
dlnzéb_,
dlojga_,
dlpkoa_,
dlgaua_,
dlqulc_,
dlrt8a_,
dlsmoa ,
dlténa_,
dltu9a_,
dlurOb_,
dlvjza_,
dlwcha_,
dlxtOb_,
d2semb_,

dlabg ,
dlarl ,

dlbée ,
dlbmg ,
dlcen ,
dldoOla_,
dldtp__,
dleaza_,
dlekOa_,
dlfeébb_,
dlfna ,
dlg43a_,
dlgegb ,
dlh3lb_,
dihlb__,
dli3va_,
dliona_,
dljgla_,
dljvwa_,
dlks8a_,
dllfb ,
dimjc__,
dlnega_,
dlodya ,
dlp2xa_,
dlpuja_,
dlgdda_,
dlgvaa_,
dlrzxa ,
dlsmxa ,
dlte5a_,
dlulka_,
dlur2a_,
dlvkaa_,
dlwd5a_,
dlxyza ,
d3ovo__,

dlaeda_,
dlaxb ,
dlb88a_,
dlbgca_,
dlcfwa_,
dld8ua_,
dldv8a_,
dleca ,
dlelka ,
dlf8ca_,
dlfpra ,
dlgé68a_,
dlghsa_,
dlhdpa_,
dlhpt ,
dlidna_,
dliq7a_,
dljhea_,
dlk38a_,
dlkula ,
dlluza_,
dlmsba_,
dlneu ,
dlodzb_,
dlp7id_,
dlpw3a_,
dlgg2a_,
dlgxwa_,
dis02__,
dlsqg9a_,
dlten ,
dlu2la_,
dluuga_,
dlvpéa_,
dlwlja_,
dlyfoa_,
d3raba_,

dlaera ,
dib07a_,
dlbb9__,
dlbtn__,
dlci8a_,
didil__,
dldyéa_,
dlecea_,
dlerjc_,
dlfaoca_,
dlfuka_,
dlgéha_,
dlgv5a_,
dlh97a_,
dlhg8a_,
dli7la_,
dlitha_,
dljiOa_,
dlk9ba_,
dlku7a_,
dllyva_,
dlmtOa_,
dlnpsa_,
dlo7va_,
dlp9ga_,
dlpz7a_,
dlghla ,
dlgzna_,
dlsgwa_,
dlsulb_,
dlthm ,
dlujpa_,
dlvbca_,
dlwOha_,
dlxalb ,
d2bema_,
d4mata_,
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1D_unig (151) : Control dataset of Single domain proteins (No multi-domain Homologs found till date in
SCOP families v 1.75).

dlbdb__,
dlbhp ,
dlbvl ,
dlcer__,
dldoi_,
dlfxd ,
dlhpi_,
dljug__,
dlmdec ,
dlnsj ,
dlpgx__,
dir6e9_,
dltca ,
dltml ,
dlwad ,
d2a0b__,
d2cy3
d2prd _,
d3eng__,
d5pal

dlbdo__,
dibj7__,
dlbx7__,
dlcor__,
dldun__,
dlgai_ ,
dlhuw__,
dilkdi_,
dlmho__,
dlntn ,
dlpmi__,
dlrds__,
ditgi__,
dltsp_ ,
dlwba_ ,
d2abk__,
d2erl ,
d2ptd__,
d3ilg__,
d7pcy .

dlbea , dlbff_ ,
dlbk0__, dlbk9_,
dlby2 , dlbzm ,
dlcot__, dlcpg__,
dlenj_ , dlezm ,
dlgpr , dlgsl__,
dlhyp , dlicm__,
dlkoe , dllci__,
dlmnl , dlmsc__,
dlnxb , dloaa__,
dlpmy , dlpne__,
dlrkd , dilrmg__,
dltgl , dlthg ,
dlvecc__, divhh__,
dlwer , dlwhi__,
d2acy , d2bce__,
d2fua , d21bd_,
d2pth__, d2sn3__,
d3kvt__, d3lip_,

dlbgc__,
dlbky ,
dle3d ,
dlcwn__,
dif3z_,
digvp_,
dlidk__,
dllis__,
dlnecx
dlonc__,
dlpoc__,
dlrro__,
dltia ,
dlvie ,
dlxer ,
d2c2c__,
d2mem
d2sns__,
d3nul__,

dibgf ,
dlbm8 ,
dlc52__,
dlcxc__,
dlfas ,
dlhep ,
dliob__,
dllki_,
dinfp ,
dlorc ,
dlprn__,
dlrss__,
dltib__,
divjw__,
dlxib_,
d2cbp
d2pii_,
d3cbh__,
d3vub__,

dlbgp__,
dlbgk ,
dle53
dldhn__,
difrd ,
dlhmr ,
dljdw__,
dllml__,
dlnox ,
dlpch ,
dlpuc__,
dlrtu__,
ditif ,
dlvns__,
dlyea ,
d2cts__,
d2plc
d3cla__,
d4becl

dlbhe ,
dlbs9 ,
dlcbs ,
dldin__,
dlfus ,
dlhoe ,
dljer_,
dilzeée__,
dlnpc ,
dlpdo ,
dlpvl_ _,
dlsur__,
dltig_,
dlvpe ,
dlzrm ,
d2cut__,
d2por _,
d3dni__,
dimt2__,

PPI_Obligate (268) : Obligate Protein-Protein Interaction dataset from the PDB for comparison against
domain-domain interfaces.

12as,
1bls,
1lbis,
lchm,
1ldcf,
lebh,
1£33,
1gta,
1hg8,
1lis3,
1ljsc,
1kjq,
1l1lxe,
1n2s,
loaa,
lpre,
lgkk,
1s0a,
1trb,
1lvok,
3grs,

la3c,
1b3a,
1bk5,
lcmb,
ldor,
lecy,
1fpl,
1gte,
lhss,
liup,
ljsg,
1kkj,
lmép,
1n55,
loac,
lpsr,
lgks,
1s3e,
1trk,
1xso,
3lad,

ladi,
1b5e,
1bkp,
lcnz,
1ldos,
lelu,
1fp2,
lgu’,
lhwl,
livy,
ljtv,
1k11,
Im7y,
1n57,
loc2,
lpuc,
1qgr2,
1sb8,
1tw3,
2arc,
3ssi,

laa7, lad3, 1lade,
1b67, 1b8a, 1b8j,
lbrw, 1lbsl, 1lbsr,
lcoz, 1lcsh, 1lctt,
ldpg, 1ldgn, 1ldgs,
lew3, lex0, leyv,
1fp5, 1lfro, 1lg5c,
lgvj, 1lgvp, 1lgy6,
lhxp, 1hzj, 1io07,
1ix9, 1liyz, 1j3b,
ljye, 1ljys, 1k04,
lkly, 1lkng, 1lkpf,
1mh9, 1mkb, 1mo9,
1n7f, 1nf9, 1lnkd,
loh0, loi6, loke,
1pv9, 1lpxf, 1gq3o,
lqvz, lqyc, 1lr2f,
lse8, lses, lsjy,
lual, luby, 1luis,
2gsa, 2hdh, 2ilk,
3vub, 5c¢sm, 5rub,

lafs,
1b8z,
1lbuo,
lczj,
ldxg,
1£f3h,
1g60,
lgyo,
1i24,
135p,
1k3y,
lkso,
1mor,
1nn5,
lon2,
lq4g,
1r31,
1smn,
lukg,
2mjp,
8prk,

lafw,
1b%h,
1lbxg,
1d0c,
lelz,
1féb,
1g81,
1hlse,
1i2k,
1j98,
1k51,
lkta,
Imqgi,
lnoj,
loqgz,
1g6o,
1r3s,
1smt,
lutg,
2nac,
9wga.

lajs,
lbam,
1byf,
1d2f,
ledm,
1£89,
1gd9,
lhly,
1idu,
1jd0,
1k66,
1lktb,
1mrs8,
1lnox,
lov3,
1gfh,
1r7a,
1sox,
1v25,
2o0hx,

laor, laoz, lags6,
1bd0, 1lbdm, 1bif,
lbyi, 1lbyk, 1lcék,
1d9¢, l1ldaa, 1db3,
le58, le6b, lebu,
1fc4, 1£fg7, 1£fi4,
1glj, 1lgnw, 1lgqi,
lh7e, 1h9r, 1hf2,
1i52, 1i69, 1i86,
1jdw, 1jhd, 1jhg,
1k94, 1lkc7, lkcm,
lkzh, 11lc5, 111f,
lmvc, 1lmze, 1nlb,
1ns5, 1lnsj, 1lnsy,
loyb, loys, 1p5f,
lghi, 1qi9, 1lqgj4,
lrdo, 1lreg, lrrm,
1t0i, 1t5h, 1ltecl,
1lv2z, 1lvfr, 1lvhz,
2spc, 2tct, 2tqgi,

lauo,
lbiq,
1cds,
ldbq,
le7n,
1fip,
1gt3,
lhpx,
limb,
1jm6,
lkic,
llom,
1n26,
lo8Db,
lpfq,
1qjb,
lryt,
ltox,
1lvls,
3dap,
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