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Supplementary Fig. 1. Summary of the risk of bias of the included case-control and cross-

sectional studies, based on the modified Newcastle-Ottawa scale approach.



Early stage OSMF Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Madhavannirmal Retal — 33.88 475 24 2687 466 10 320%  7.01[3.55, 10.47] —&—

Sharma E et al 15.44 4.3 10 3.84 056 10 342%  11.60[9.02, 14.18] -
Tekade SA 1702 472 15 1383 284 15 33.8% 3.19[0.45, 5.93] -

Total (95% CI) 49 35 100.0%  7.29 [2.08, 12.49] -
Heterogeneity: Tau? = 18.89; Chi? = 19,28, df = 2 (P < 0.0001); I = 90% -2’0 _150 p 150 250
Test for overall effect: Z = 2.75 (P = 0.006) Favours[Early stage OSMF] Favours [control]

Supplementary Fig. 2. Forest plot of absolute early-stage fibrosis risk of OSMF cases associated
with significant angiogenesis expression (random-effects model: combined mean difference, 7.29;
95% Cl, 2.08-12.49; P=0.006 with substantial heterogeneity). (OSMF: oral submucous fibrosis, SD:

standard deviation, Cl: confidence interval)



OSMF-MT OSMF Odds Ratio 0Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gadbail AR et al [25] 5 5 0 28 18.5% 627.00[11.20, 35092.88] ——
Gupta S et al [29] 5 5 0 10 382% 231.00[4.01, 13304.11] —_—
Pandiar D et al {9] 2 2 0 11 43.3% 115.00 [1.81, 7307.19] ] >
Total (95% CI) 12 49 100.0% 254.24 [24.29, 2661.67] —‘
Total events 12 4]

ity: Chi2 = = = C 2= 0% I t t |
Heterogeneity: Chi? = 0.34, df = 2 (P = 0.85); I> = 0% 0,001 01 10 1000

Test for overall effect: Z = 4.62 (P < 0.00001)

Favours [OSMF-MT] Favours [OSMF]

Supplementary Fig. 3. Forest plot of absolute malignant transformation risk of OSMF cases

associated with significant angiogenesis expression

(fixed-effects model:

combined mean

difference, 523.83; 95% Cl, 125.74-2182.28; P<0.00001 with null heterogeneity). (OSMF: oral

submucous fibrosis, Cl: confidence interval, MT: malignant transformation)



Adv.stage OSMF Early stage OSMF Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Madhavannirmal R et al 13.89 3.02 15 33.88 4.75 24 251% -19.99 [-22.43, -17.55] -

Sharma E et al 10.22  5.03 10 15.44 413 10 24.2% -5.22[-9.25,-1.19] ——

Tekade SA 952 128 15 17.02 4.72 15 251% -7.50 [-9.97, -5.03] -

Thakkannavar SS et al 7.65 122 20 99 161 20 25.6% -2.25[-3.14, -1.36] L

Total (95% Cl) 60 69 100.0% -8.74 [-17.17, -0.31] e

Heterogeneity: Tau? = 72.15; Chi? = 185.40, df = 3 (P < 0.00001); I = 98% _51‘0 25 5 2=5 s:o
Test for overall effect: Z = 2.03 (P = 0.04) Favours [Adv.stage OSMF] Favours [Early stageOSMF]

Supplementary Fig. 4. Forest plot of absolute advanced-stage fibrosis risk of OSMF cases
associated with significant angiogenesis expression (random-effects model: combined mean
difference, —8.74; 95% Cl = —17.17 to —0.31; P=0.04 with substantial heterogeneity). (OSMF: oral

submucous fibrosis, SD: standard deviation, Cl: confidence interval)



ANGIOGENESIS

V.Early Early ‘ M.Advanced | | Advanced | ‘ OSMF-MED H OSMF-MoED ‘ ‘ OSMEF-SED ‘ ‘ OSMEF-M ‘

Supplementary Fig. 5. Graphical interpretation of angiogenesis in the progression of fibrosis of

OSMF and its malignant transformation. (NOM: normal oral mucosa, V: very, M: moderately
advanced, OSMF-MoED: oral submucous fibrosis-moderate epithelial dysplasia, SED: severe

epithelial dysplasia)



Supplementary Table 1. Search strategies for various databases

Database

Syntax

PubMed

(“microvascular density”’[MeSH Terms] OR “microvascular density”’[tiab] OR angiogenesis[tiab] OR
“microvessel density”’[MeSH Terms] OR “microvessel density[tiab] OR mean vascular density[tiab]
OR(“neovascularization”’[MeSH Terms] OR “neovascularization”[tiab] OR vascular endothelial growth
factors”[MeSH Terms] OR “vascular endothelial growth factors”[tiab] OR “platelet endothelial cell
adhesion molecule-1"[MeSH Terms] OR “platelet endothelial cell adhesion molecule-1"[tiab] OR
PECAM-1[tiab] OR CD31[tiab] OR CD34[tiab] OR “vascular cell adhesion molecule-1"[MeSH Terms]
OR “vascular cell adhesion molecule-1"[tiab] OR VCAM-1[tiab] OR “CD106[tiab] OR adhesion
molecules[tiab] OR vascular adhesion molecules[tiab] OR “intercellular adhesion molecule-1"[tiab] OR
“intercellular adhesion molecule-1”’[MeSH Terms] OR ICAM-1[tiab] OR “endoglin”[MeSH Terms] OR
endoglin[tiab] OR CD105[tiab] OR “factor VIII related antigen”’[MeSH Terms] OR “factor VIII related
antigen”[tiab])AND (“oral submucous fibrosis’[MeSH Terms] OR “oral submucous fibrosis”[tiab] OR
“oral oral submucous fibrosis with dysplasia”[tiab] OR “oral oral submucous fibrosis with malignant
transformation”[tiab]) AND (“immunohistochemistry”’[MeSH Terms] OR “immunohistochemistry’[tiab]
OR “blotting, western”’[MeSH Terms] OR “blotting, western”[tiab] OR western blot[Text Word] OR
“polymerase chain reaction”’[MeSH Terms] OR polymerase chain reaction[tiab] OR “trichrome stain”[All
Fields] OR trichrome stain[Text Word])

Cochrane
Library

ID Search hits

#1 MeSH descriptor: [oral submucous fibrosis] explode all trees 57

#2 MeSH descriptor: [angiogenic markers] in all MeSH products 73

#3 (IHC/blotting western/RT-PCR):ti,ab,kw AND ( oral submucous fibrosis ):ti,ab,kw 8
#4 (angiogenesis):ti,ab,kw AND (oral submucous fibrosis ):ti,ab,kw 2

#5 #2 or #4 40

#o#lor#3 or#5 180

Google
Scholar

ALL (“microvascular density” OR “angiogenesis” OR “microvessel density” OR “Mean vascular density”
OR “morphometry” OR “vascular endothelial growth factors” OR “platelet endothelial cell adhesion
molecule-1” OR “PECAM 1” OR “CD31” OR “CD34” OR “vascular cell adhesion molecule-1” OR
VCAM-1” OR “CD106” OR “adhesion molecules” OR “vascular adhesion molecules” OR “intercellular
adhesion molecule-1” OR “ICAM-1” OR “endoglin” OR “CD105” OR “Factor VIII related antigen” OR
“Vascularity” OR “neoangiogenesis” OR “VEGF” OR “VEGFRII” ) AND ALL (“oral submucous
fibrosis” OR “Precancer” OR “Potentially malignant disorders” OR “OSMF with dysplasia” OR “OSMF
with malignant transformation”) AND ALL (“immunohistochemistry” OR “polymerase chain reaction”
OR “Masson’s trichrome stain” OR “special stain” OR “western blot” OR “IHC” OR “RT-PCR”)
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