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Fig. 3. AV treatment resolves the severe steroid resistant

airway pathological features

induced by chemical inhibition of PHD in mice model of asthma. (A) Schematic representation
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of experimental protocol used to induce severe asthma in mice using DHB as described in materials
and methods. (B) Flexivent analysis of airway resistance after methacholine treatment for DHB
induced severe asthma mouse model. (C) Representative photomicrographs (4X magnification) of
mouse lung tissues stained with H&E (D to F) ELISA analysis for HIF-1a (D), IL-17 (E) and KC
(F) abundance in mouse lung tissue homogenate. (G) Representative photomicrographs of mouse
lung tissues stained with PAS. Arrow indicates positive staining for mucin. Data are shown as mean
+SEM of three to five mice per group and representative of two independent experiment.
Significance denoted by *P<0.05, **P<0.01, ***P<0.001 and ****P<0.0001 compared with Ova
group, & denotes P<0.0001 compared to Ova+Dex group, $ and £ denotes P<0.0001compared to
Ova+DHB group and Ova+DHB+Dex group respectively; assessed by two way ANOVA with
Tukey’s multiple correction test (B), ordinary one way ANOVA (D and F), Unpaired t test with
Welch'’s correction (E). Ova- chicken egg albumin, Sham- vehicle (PBS), DHB- ethyl, 3,4 -
dihydroxy benzoic acid (10mg/kg), Dex- Dexamethasone (0.75mg/kg), AV-D2- Adhatoda Vasica

extract (130mg/kg).
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Fig. 4. AV treatment rescues the PHD2 siRNA induced severe steroid insensitive asthmatic
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features in mouse model of asthma. A) Schematic representation of experimental protocol used
to induce severe asthma in mice using PHD2 siRNA as described in materials and methods. (B
and C) ELISA analysis for PHD2 (B) and HIF-1a (C) levels in mouse lung tissue homogenate. (D)
Flexivent analysis of airway resistance after methacholine treatment in PHD2 siRNA mediated
severe asthma mouse model. D) ELISA analysis for IL-17 abundance in mouse lung tissue
homogenate. (E) Representative photomicrographs (4X magnification) of mouse lung tissues
stained with H&E. Black arrow indicates airway inflammation. Data are shown as mean +SEM of
five to nine mice per group and representative of two independent experiment. Significance
denoted by *P <0.05, and ****P<0.0001compared with Ova+PHD2 siRNA mice, £ denotes P <0.05
compared to Ova+Scrm siRNA group, $ indicates P<0.01 compared with Ova+PHD2 siRNA+Dex
group and & denotes P<0.0001compared with Ova+Dex group; assessed by assessed by Unpaired
t test with Welch'’s correction (B and C), two way ANOVA with Tukey’s multiple correction test (D),
and ordinary one way ANOVA (E). Ova- chicken egg albumin, Sham- vehicle (PBS), Scrm siRNA-
Scrambled siRNA-90ug/mice, PHD2 siRNA- mouse specific PHD2 siRNA 90ug/mice., Dex-

Dexamethasone (0.75mg/kg), AV-D2- Adhatoda Vasica extract (130mg/kg).
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Figure 5. Interaction of compounds of AV with multiple binding sites of proteins related to

hypoxia and inflammation pathway. (A) HIF-1a, (B) IFN-y, (C) IL-6, (D) TGF-B, (E) TNF-q, (F)
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JAK-1, and (G) JAK-3. The binding affinity of the compounds is indicated in parentheses in

kcal/mol.
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