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22 /Users/emanuelfarruda/venv/phytomed100/PMC7721505/sections/0_front/1_article-meta/16_abstract.xml Interestingly, opuntiol pretreatment inhibited UVA-induced activation of iNOS, VEGF, TNF- α , and COX-2 proteins and consequent activation of MMP-2, MMP-9, and MMP-12 in the mouse skin. ABS TNF- CHEMICAL 85 89

3458 /Users/emanuelfarruda/venv/phytomed100/PMC7721505/sections/1_body/3_4._discussion/3_p.xml Further, UVA radiation-mediated MAPK signaling activates NF- κ B and AP-1 to liberate inflammatory cytokines and mediators such as COX-2, TNF- α , VEGF, iNOS, and IL-6  36 . DIS UVA, TNF- CHEMICAL, CHEMICAL 9, 138 12, 142

3460 /Users/emanuelfarruda/venv/phytomed100/PMC7721505/sections/1_body/3_4._discussion/3_p.xml In this present work, opuntiol inhibited inflammatory responses by downregulating the expression of COX-2, TNF- α , VEGF, iNOS, and IL-6 in UVA-exposed mouse skin. DIS TNF- CHEMICAL 107 111

3461 /Users/emanuelfarruda/venv/phytomed100/PMC7721505/sections/1_body/3_4._discussion/3_p.xml We previously reported that  α -pinene, a naturally occurring phytochemical, suppresses UVA-induced inflammatory mediators such as COX-2, TNF- α , VEGF, iNOS, and IL-6 in the mouse skin 25 . DIS -pinene, TNF- CHEMICAL, CHEMICAL 31, 138 38, 142

3479 /Users/emanuelfarruda/venv/phytomed100/PMC7721505/sections/1_body/3_4._discussion/4_p.xml The photoaging process has specifically been triggered by several proinflammatory mediators such as prostaglandin E2 (PGE2), COX-2, iNOS, TNF- α , IL-1 β , and IL-6 receptors  39 . DIS prostaglandin E2, TNF- CHEMICAL, CHEMICAL 100, 138 116, 142 PGE2 prostaglandin E2 16 17

6649 /Users/emanuelfarruda/venv/phytomed100/PMC7721505/sections/3_floats-group/5_fig.xml (a) The expression pattern of IL-6, TNF- α , COX-2, iNOS, and VEGF was analyzed by immunohistochemistry. FIG TNF- CHEMICAL 36 40

6651 /Users/emanuelfarruda/venv/phytomed100/PMC7721505/sections/3_floats-group/5_fig.xml Representative photomicrographs (20x) illustrate IL-6, TNF- α , COX-2, iNOS, and VEGF expression in the mouse skin. FIG TNF- CHEMICAL 55 59

6652 /Users/emanuelfarruda/venv/phytomed100/PMC7721505/sections/3_floats-group/5_fig.xml (b) Densitometry analysis of IL-6, TNF- α , COX-2, iNOS, and VEGF expression in UVA and/or opuntiol-treated mouse skin. FIG TNF-, UVA CHEMICAL, CHEMICAL 35, 80 39, 83

7352 /Users/emanuelfarruda/venv/phytomed100/PMC7646887/sections/3_floats-group/3_fig.xml (A) mRNA expression levels of IL-1β, IL-4, IL-6, TNF-α and MCP-1 were measured via reverse transcription-quantitative PCR. FIG TNF-α DISEASE 49 54

7353 /Users/emanuelfarruda/venv/phytomed100/PMC7646887/sections/3_floats-group/3_fig.xml (B) Protein expression levels of IL-1β, IL-4, IL-6, TNF-α and MCP-1 were measured using ELISAs in skin tissue homogenate supernatants. FIG TNF-α DISEASE 52 57

7634 /Users/emanuelfarruda/venv/phytomed100/PMC7721505/sections/1_body/0_1._introduction/3_p.xml Moreover, tumor necrosis factor- α  (TNF- α ) and interleukins are critically involved in NF- κ B-dependent inflammatory reaction during UVA radiation-associated photoaging  17 . INT tumor necrosis, TNF-, UVA radiation-associated DISEASE, CHEMICAL, CHEMICAL 10, 37, 137 24, 41, 161

11879/Users/emanuelfarruda/venv/phytomed100/PMC7721505/sections/1_body/2_3._results/6_3.6._opuntiol_prevents_inflamm/1_p.xmlOpuntiol on UVA-exposed expression of inflammatory proteins such as IL-6, TNF- α , COX-2, iNOS, and VEGF was assessed by immunohistochemistry analysis. RES TNF- CHEMICAL 74 78

11880/Users/emanuelfarruda/venv/phytomed100/PMC7721505/sections/1_body/2_3._results/6_3.6._opuntiol_prevents_inflamm/1_p.xmlUVA (100 J/cm 2 )-irradiated mouse skin sections clearly show increased expression of IL-6, TNF- α , COX-2, iNOS, and VEGF evidenced by higher brown color staining in the skin sections. RES UVA, TNF- CHEMICAL, CHEMICAL 0, 92 3, 96

11882/Users/emanuelfarruda/venv/phytomed100/PMC7721505/sections/1_body/2_3._results/6_3.6._opuntiol_prevents_inflamm/1_p.xmltopical treatment prevented the UVA-mediated expression of IL-6, TNF- α , COX-2, iNOS, and VEGF proteins in the mouse skin ( Figure 6 ). RES TNF- CHEMICAL 65 69

12099/Users/emanuelfarruda/venv/phytomed100/PMC7703918/sections/1_body/2_3._results/3_3.3._effect_of_methanolic_extr/1_p.xmlTNF-α levels in G2-G5 were: 83.55 ± 4.313, 76.95 ± 13.22, 60.50 ± 4.384, and 99.25 ± 0.91 pg/mL. RES TNF-α DISEASE 0 5

13734/Users/emanuelfarruda/venv/phytomed100/PMC9230602/sections/4_floats-group/17_table-wrap/3_table.xmlYang (2017)  116  Dictamni Radicis Cortex -DNFB-induced CD mice Fraxinellone -Reducing the levels of TNF-α, IFN-γ, and IL-6 in inflamed tissues -Inhibiting enlargement of dorsal skin and prevented epidermal hyperplasia, hyperkeratosis, and spongiotic changes in inflamed tissues -Ameliorating skin lesions such as crust, scales, incrustation and petechiae, and lowered erythema index on skin surface Ruan (2022)  117   Imperatae Rhizoma -LPS stimulated RAW 264.7 cells  Imperphenoside A,  Imperphenols B and C, Imperphenosides D-F, Imperlignanosides A-D  -Nitric oxide inhibitory effects -Restraining the phosphorylation of nuclear factor kappa-B kinase to down-regulate the protein expression of inflammatory cytokines such as inducible nitric oxide synthase, interleukin-6 and tumor necrosis factor-α Chen (2016)  118  Hedyotidis Herba -LPS stimulated RAW 264.7 cells Total flavonoids -Inhibiting the LPS-induced activation of NF-κB via the suppression of inhibitor of κB (IκB) phosphorylation -Reducing the phosphorylation of MAPK signaling molecules, which resulted in the inhibition of cytokine expression Fan (2021)  119  Isatidis Radix -LPS stimulated RAW 264.7 cells Acidic fraction  -Inhibiting the secretion of inflammatory cytokines (PGE2, IL-6, IL-1β, and NO, other than TNF-α) in a dose-dependent manner -Downregulating the expression of iNOS and COX-2 -Suppressing the phosphorylation of ERK1/2, JNK, and p38 -Reducing the translocation of NF-κB from the cytoplasm to nucleus Wu (2020)  120  Lonicerae Flos -TPA (12-O-tetradecanoylphorbol-13-acetate)-induced ear edema mouse model -LPS-stimulated RAW264.7 cells Chrysoeriol -Lowering protein levels of phospho-p65 (Ser536), phospho-STAT3 (Tyr705), iNOS, COX-2, IL-6, IL-1β, and TNF-α -Decreasing the production of NO and PGE2 -Inhibiting the phosphorylation of inhibitor of κB (Ser32), p65 (Ser536), and Janus kinase 2 (Tyr1007/1008) -Decreasing nuclear localization of p50, p65, and STAT3 -Down regulating mRNA levels of pro-inflammatory cytokines IL-6, IL-1β and TNF-α Lee (2013)  121  Sophorae Flos -BALB/c mice Sophoricoside -Inhibiting the phosphorylation and degradation of IκBα/β and the nuclear translocation of NF-κB p65 in B cells -Ameliorating DNCB-induced acute and chronic contact dermatitis Wang (2022)  122  Scutellariae Radix - BALB/c mice treated with DNCB to induce AD-like skin lesions Baicalin -Up-regulating the protein expressions of filaggrin, involucrin, and loricrin -Inhibited the inflammatory response and the activation of NF-κB and JAK/STAT pathways -Inhibiting the release of IgE, histamine, TNF-α and IL-4 Sung (2016)  123  Forsythiae Fructus -Dermatophagoides farinae-induced atopic dermatitis in NC/Nga mice Forsythoside A, Phillyrin, Pinoresinol, Phylligenin -Attenuating serum levels of IgE, TNF-α, and histamine -Inhibiting the expression of chemokines, cytokines, and adhesion molecules -Inhibiting the production of chemokines in TNF-α/IFN-γ-activated human keratinocytes.TAB Fraxinellone, hyperkeratosis, spongiotic, petechiae, erythema, nitric oxide, interleukin-6, tumor necrosis, NO, Lonicerae Flos -TPA, NO, Sophoricoside, dermatitis, DNCB, Baicalin, histamine, TNF-α, dermatitis, Forsythoside, histamineCHEMICAL, DISEASE, DISEASE, DISEASE, DISEASE, CHEMICAL, CHEMICAL, DISEASE, CHEMICAL, DISEASE, CHEMICAL, CHEMICAL, DISEASE, CHEMICAL, CHEMICAL, CHEMICAL, DISEASE, DISEASE, CHEMICAL, CHEMICAL66, 222, 242, 348, 371, 742, 765, 783, 1276, 1516, 1788, 2091, 2270, 2347, 2383, 2589, 2600, 2695, 2721, 281878, 236, 252, 357, 379, 754, 778, 797, 1278, 1535, 1790, 2104, 2280, 2351, 2391, 2598, 2605, 2705, 2733, 2827IκB inhibitor of κB 158 159

14762/Users/emanuelfarruda/venv/phytomed100/PMC9369191/sections/2_body/1_2._results_and_discussion/8_table-wrap/3_table.xmlLC-MS Metabolomics of Psoriasis Patients Reveals Disease Severity Dependent Increases in Circulating Amino Acids That Are Ameliorated by Anti-TNFα Treatment. TAB Psoriasis, Anti-TNFα DISEASE, DISEASE 22, 137 31, 146

15271/Users/emanuelfarruda/venv/phytomed100/PMC9218575/sections/2_body/3_meta-analysis_of_curcumin_in_m/2_table-wrap/2_table.xml( 27 ) MS and its components, NAFLD, and coronary vascular artery Systematic review and meta-analysis, 15 RCTs were included IL-6 ↓ * hscrp ↓ * MDA ↓ * TNF-alpha SOD Fasting plasma glucose ↓ Significant Significant Significant Not Significant Note Significant Significant All of the findings observed with high heterogeneity (I 2  >50%,  P  < 0.05) • None Tabrizi et al.TAB NAFLD, MDA, TNF-alpha, glucose DISEASE, CHEMICAL, CHEMICAL, CHEMICAL 30, 144, 152, 181 35, 147, 161, 188

15290/Users/emanuelfarruda/venv/phytomed100/PMC9218575/sections/2_body/3_meta-analysis_of_curcumin_in_m/2_table-wrap/2_table.xmlTNF-α * Significant I 2  >50%,  P  < 0.05 • Bio-enhanced curcuminoids led to the greatest reduction of TNF-α compared to bio-enhanced curcumin Gorabi et al. TAB TNF-α, curcumin DISEASE, CHEMICAL 103, 134 108, 142

15292/Users/emanuelfarruda/venv/phytomed100/PMC9218575/sections/2_body/2_preclinical_studies/2_table-wrap/2_table.xmlCompound     Model     Dose     Mechanism of action     References   Curcumin 3T3-L1 preadipocytes High dose: >30 μM High dose curcumin generates preadipocyte apoptosis in a time- and dose-dependent manner and caspase-dependent pathways (3-, 8-, and 9-) ( 58 ) Low dose: <15 μM Low dose curcumin suppresses adipocyte differentiation  via  modulation of cell cycle regulator expression, downregulating PPAR, and CCAAT/enhancer-binding protein (C/EBP) expression, blocking differentiation medium-induced catenin downregulation and lowering lipid accumulation Curcumin Male Wistar rats with diet-induced MS High dose: curcumin suspension 100 mg/Kg/day High dose curcumin nanoparticles may reduce cardiac injury and improve inflammation of ventricular fibrosis ( 59 ) Low dose: curcumin nanoparticles 5 mg/Kg/day Low dose curcumin nanoparticles lower blood pressure, target Uncoupling Protein (UCP) 2 and induce vascular tone and the predisposition to vascular disease; reduce inflammation in white adipose tissue and increase energy expenditure  via  activation of brown adipose tissue Curcumin Obese C57BL/6 J mice After 16 weeks of a Western-style diet, curcumin accumulates in eWAT (299 ± 113 pmol/g) Curcumin accumulates in eWAT and inhibits eukaryotic translation initiation factor 2 (eIF2) phosphorylation, which is triggered by ER stress, macrophage accumulation, NF-KB p65, and leptin but not TNF- and IFN- levels.TAB Curcumin, curcumin, curcumin, Curcumin, curcumin, curcumin, cardiac injury, inflammation, curcumin, curcumin, vascular disease, inflammation, Curcumin, curcumin, Curcumin, TNF-, IFN-CHEMICAL, CHEMICAL, CHEMICAL, CHEMICAL, CHEMICAL, CHEMICAL, DISEASE, DISEASE, CHEMICAL, CHEMICAL, DISEASE, DISEASE, CHEMICAL, CHEMICAL, CHEMICAL, CHEMICAL, CHEMICAL71, 129, 289, 559, 617, 661, 695, 722, 776, 820, 950, 975, 1085, 1155, 1203, 1400, 140979, 137, 297, 567, 625, 669, 709, 734, 784, 828, 966, 987, 1093, 1163, 1211, 1404, 1413C/EBP, UCP, eIF2 CCAAT/enhancer-binding protein, Uncoupling Protein, eukaryotic translation initiation factor 277, 140, 207 78, 141, 208

15294/Users/emanuelfarruda/venv/phytomed100/PMC9218575/sections/2_body/2_preclinical_studies/2_table-wrap/2_table.xml( 60 ) Curcumin Skeletal muscle C2C12 cells 5, 20, and 40 μM Curcumin exhibits anti-inflammatory activity in C2C12 cells  via  suppressing the JNK and NF-KB pathways and reducing oxidative stress ( 61 ) Curcumin PCOS -induced Wistar rats 100 and 300 mg/Kg Curcumin modifies the lipid profile and increases insulin sensitivity ( 62 ) Curcumin High fructose diet-induced adult male Sprague Dawley rats 200 mg/Kg/day Curcumin exhibits antioxidant, antiinflammatory, antihyperglycemic, anti-hypercholesterolemic, anti-hypertriglyceridemic, and antihyperuricemic, weight loss, and blood pressure-lowering effects in high fructose diet-induced rats  via  the activation of antioxidants, such as malondialdehyde and serum catalase, and suppression of inflammatory factors, such as TNF-α and NF-KB ( 63 ) Curcumin Fructose diet and STZ-induced diabetes in adult male Wistar rats 1 g/Kg Curcumin pre-treatment improves metabolic changes (hyperglycemia, hypercholesterolemia, hypertriglyceridemia) and oxidative stress in rats induced by both fructose-induced MS and STZ-induced diabetes, as well as lowering systolic blood pressure due to its ability to reverse oxidative stress ( 64 ) Curcumin Male Sprague Dawley rats 200 mg/Kg/day Curcumin competitively inhibits human and rat 11β-hydroxysteroid dehydrogenase 1 (11β-HSD1), with selectivity against 11β-HSD2.TAB Curcumin, Curcumin, Curcumin PCOS, Curcumin, Curcumin, Curcumin, weight loss, malondialdehyde, TNF-α, Curcumin, STZ-induced diabetes, Curcumin, hyperglycemia, hypercholesterolemia, hypertriglyceridemia, fructose-induced MS, STZ-induced diabetes, Curcumin, CurcuminCHEMICAL, CHEMICAL, CHEMICAL, CHEMICAL, CHEMICAL, CHEMICAL, DISEASE, CHEMICAL, DISEASE, CHEMICAL, DISEASE, CHEMICAL, DISEASE, DISEASE, DISEASE, DISEASE, DISEASE, CHEMICAL, CHEMICAL7, 61, 203, 256, 333, 414, 559, 689, 774, 797, 824, 878, 929, 944, 966, 1033, 1057, 1177, 122515, 69, 216, 264, 341, 422, 570, 704, 779, 805, 844, 886, 942, 964, 986, 1052, 1077, 1185, 1233

15322/Users/emanuelfarruda/venv/phytomed100/PMC9516400/sections/2_body/2_results/43_table-wrap/2_table.xml2002  ▶ ) Anti-apoptotic effect Rat 20, 50 or 100 mg/kg; per oral Naringin protected kidney function, reversed the decrease in the activity of antioxidant enzymes, and suppress increases in nitrite, TNF-α and TBARS levels. TAB Naringin, nitrite, TNF-α CHEMICAL, CHEMICAL, DISEASE 66, 190, 199 74, 197, 204

16368/Users/emanuelfarruda/venv/phytomed100/PMC9002489/sections/4_floats-group/10_table-wrap/3_table.xmland PLSN induced pain in mice ↓ mechanical and thermal hyperalgesia ↓ gliosis, ↑ IL-10, ↓ TNF-α   79  α-Bisabolol 25 or 50 mg/kg, p.o 1 h before the local injection of inducing agents Formalin (20 μL of 2% s.c.), capsaicin (20 μL of 2.5 µg, s.c.) or glutamate (40 μL of 25 mM, s.c.) induced orofacial nociception Carrageenan (100 µL of 1% w / v  intrapleural) induced pleurisy in mice ↓ orofacial pain ↓ TNF-α  4  α-Bisabolol 30, 56, 100, and 180 mg/kg p.o.TAB pain, hyperalgesia, p.o, capsaicin, glutamate, pleurisy, orofacial pain, TNF-α DISEASE, DISEASE, CHEMICAL, CHEMICAL, CHEMICAL, DISEASE, DISEASE, DISEASE17, 55, 132, 215, 252, 370, 389, 40621, 67, 135, 224, 261, 378, 403, 411

1


