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Table 1	Anti-nociceptive and analgesic effects of CORM-2 in different rodent pain models.  
	Animal model
	Species
	Dose
	Overall effects
	References

	CCI 

	
C57BL/6J male mice - 
Wild type and NOS2-knockout
	5 mg/kg, i.p

	↓ MA, TH, TA (WT)
	(Hervera et al., 2012)

	
	
	
	↑ HO-1, HO-2 (WT)
	

	
	
	
	No change in CD11b/c (microglial activation) (WT)
	

	
	
	
	→ NOS-1, NOS-2 (all genotypes)
	

	CCI 
	Wistar male and female rats
	1 mg/kg, s.c
5 mg/kg, s.c
	↓ MA, TH, TA
	(Bijjem, Padi & Lal Sharma, 2013)

	
	
	
	↓ IL-1β, TNF-α, TBARS, nitrite
	

	
	
	
	↑ HO-1, SOD, catalase
	

	
	
	
	No change in locomotor activity
	

	CCI 

	Wistar male rats
	10 mg/kg, i.p
20 µg/5 µl, i.t

	↓ MA, TH
	(Jurga et al., 2016)

	
	
	
	↓ Iba-1 (microglial activation), GFAP (astrocyte activation)
	

	
	
	
	↑ morphine/buprenorphine anti-nociceptive effects
	

	[bookmark: _Hlk41850850]CCI

	C57BL/6 male mice

	5 mg/kg, i.p
10 mg/kg, i.p

	↓ MA, TH, TA
	(Hervera et al., 2016)

	
	
	
	↓ CB2R, CD11b/c (microglial activation), NOS-1, NOS-2
	

	
	
	
	↑ HO-1, MOR
	

	
	
	
	No change in HO-2, DOR
	

	
	
	
	↑ morphine anti-nociceptive effects
	




Table 1	(continued)  
	Animal model
	Species
	Dose
	Overall effects
	References

	CCI

	C57BL/6 male mice

	5 mg/kg, i.p
	↓ MA, TH
	(Riego et al., 2018)

	
	
	
	↓ CD11b/c (microglial activation), phosphorylation of MAPK families
	

	
	
	
	↑ HO-1
	

	
	
	
	No change in NRF2, NQO1
	

	CCI 

	Sprague-Dawley female rats
	5 mg/kg, i.p
10 mg/kg, i.p
(SLNs)
	↓ MA, MH
	(Joshi et al., 2019)

	
	
	
	↓ HO-2, TNF-α, iNOS, nNOS, Iba-1 (microglial activation), GFAP (astrocyte activation)
	

	
	
	
	↑ HO-1, IL-10
	

	SCI 

	Sprague-Dawley female rats
	10 mg/kg, i.p
(SLNs)
	↓phosphorylation of MAPK families, TNF-α, iNOS, CCL-2, CCL-3, Casp-3, TUNEL positive cell, Iba-1 (microglial activation), GFAP (astrocyte activation)
	(Joshi et al., 2020)

	
	
	
	↑ NT-3, BDNF, NF-H, p-AKT, IL-10, ARG-1, ZO, occludin, claudin-1, RECA-1, ANGPT-1, PECAM-1
	

	SNL

	Imprinting control region male mice
	2 mg/kg, i.p
10 mg/kg, i.p
	↓ MA, TH
	(Liu et al., 2016)

	
	
	
	↓ Iba-1 (microglial activation)
	




Table 1	(continued)  
	Animal model
	Species
	Dose
	Overall effects
	References

	Acute pain model- formalin and writhing test
Chronic pain -CFA and PSL
	C57BL/6J male mice - 
Wild type, NOS1-KO and NOS2-KO
	1 mg/ kg, i.p
2.5 mg/ kg, i.p
10 mg/ kg, i.p
	↓ MA, TH, TA
	(Hervera et al., 2013)

	
	
	
	↓ licking latencies formalin phase II
	

	
	
	
	No change in licking latencies formalin phase I
	

	
	
	
	↑ morphine anti-nociceptive effects
	

	STZ-induced
	C57BL/6 male mice

	
10 mg/kg, i.p
	↓ MA, TH, TA
	(Castany et al., 2016a)

	
	
	
	↑ DPDPE anti-nociceptive effects
	

	STZ-induced
	C57BL/6 male mice

	10 mg/kg, i.p
	↓ MA, TH, TA
↓ NOS-1
	(Castany et al., 2016b)

	
	
	
	↑ HO-1, CB2R
	

	
	
	
	↑ JWH-015 anti-nociceptive effects
	

	STZ-induced

	C57BL/6 male mice

	5 mg/kg, i.p
10 mg/kg, i.p
	↓ MA, TH, TA
	(Méndez-Lara et al., 2018)

	
	
	
	↓ cybb, bdkrb1 gene
	

	
	
	
	↑ plasma levels of cholesterol
	

	
	
	
	↑ dyslipidaemia effects
	

	SNL
	Sprague-Dawley rats
	10 μg/10 μL, i.t
	↓ MA, TH
	(Wang & Sun, 2017)

	
	
	
	↓ spontaneous EPSCs frequency, HO-1, Cx43
	




Table 1	(continued)  
	Animal model
	Species
	Dose
	Overall effects
	References

	SNI

	C57BL/6 male mice
	
3 mg/kg, i.p

	↓ MA
	(Godai & Kanmura, 2018)

	
	
	
	↓TNF-α, CD11b, Iba-1, CD68
	

	
	
	
	↑ HO-1, α2δ1
	

	
	
	
	No change in HO-2, iNOS, arg-1, IL-1β, GFAP (astrocyte activation)
	

	CFA-induced
	C57BL/6J male mice - 
Wild type, NOS1-KO and NOS2-KO
	5 mg/kg, i.p
	↓ MA, TH (all genotypes)
	(Negrete et al., 2014)

	
	
	
	↓ NOS1 (WT)
	

	
	
	
	↑ DRG HO-1 (WT)
	

	
	
	
	No change in NOS-1, NOS-2 (all genotypes)
	

	CFA-induced

	C57BL/6J male mice - 
Wild type, NOS1-KO and NOS2-KO
	5 mg/kg, i.p
	↓ MA, TH (all genotypes)
	(Moreno et al., 2019)

	
	
	
	↓ NOS-1 (WT), GFAP (astrocyte activation) (all genotypes)
	

	
	
	
	↑ p-ERK ½ (NOS1-KO), HO-1 (all genotypes)
	

	
	
	
	No change in NOS2, CD11b/c, p-JNK (WT, NOS1-KO), NOS-1, CD11b/c, p-JNK, p-ERK ½  (NOS2-KO)
	




[bookmark: _Hlk121215258]Table 1	(continued)  
	Animal model
	Species
	Dose
	Overall effects
	References

	CFA-induced

	C57BL/6J male mice - 
Wild type and NOS2-KO
	5 mg/kg, i.p
	↓ MA, pain aversiveness
	(Cazuza et al., 2021)

	
	
	
	↑ HO-1, MOR, DOR (WT)
	

	Carrageenan-induced
	Wistar male rats
	20 mg/kg, i.p
	↓ oedema volume, leukocyte infiltration
	(Qureshi, Zeb, Akram, M.-S. Kim, et al., 2016)



[bookmark: _GoBack]Abbreviations: CCI – chronic constriction injury; CFA – complete Freud's adjuvant; SNL – spinal nerve ligation; SNI – spared nerve injury; PSL – partial sciatic ligation; SNI – spared nerve injury; SNL – spinal nerve ligation; SLNs – solid lipid nanoparticles; STZ – streptozotocin; MA – mechanical allodynia; MH – mechanical hyperalgesia; TA – thermal allodynia; TH – thermal hyperalgesia; WT – wild type; NOS1-KO – NOS-1 knockout; NOS2-KO – NOS-2 knockout; HO‐1 – heme oxygenase-1; HO-2 – heme oxygenase-2; NOS-1 – nitric oxidase-1; NOS-2 – nitric oxidase-2; GFAP – glial fibrillary acidic protein  CD11b – integrin αM; Iba-1 – ionised binding adapter; IL-1β – interleukin-1β, TNF-α – tumor necrosis factor-α; TBARS – thiobarbituric acid reactive substance; SOD – superoxide dismutase; MAPK – mitogen-activated protein kinase; NRF-2 – nuclear factor erythroid 2-related factor 2; NQO1 – NADPH quinone oxidoreductase; CB2R – cannabinoid receptor-2; MOR – µ-opioid receptor; DOP – δ-opioid receptor; iNOS – inducible nitric oxide synthase; nNOS – neuronal nitric oxide synthase; IL-10 – interleukin-10; CCL-2 – C-C chemokine motif ligand 2; CCL-3 – C-C chemokine motif ligand 3; Casp-3 – caspase-3; TUNEL – terminal deoxynucleotidyl transferase dUTP nick end labelling; NT-3 – neurotrophin-3; BDNF – brain-derived neurotrophic factor; NF-H – neurofilament heavy; p-Akt – phosphorylated Akt; ARG-1 – arginase-1; ZO – zona occludin; RECA-1 – rat endothelial cells antigen-1; ANGPT-1 – angiopoietin-1; PECAM-1 – platelet endothelial cell adhesion molecule-1; JWH-015 – selective CB2R agonist; DPDPE – [D-Pen(2),D-Pen(5)]-Enkephalin (DOR agonist); EPSCs – excitatory postsynaptic potentials; Cx43 – connexin-43; CD68  – Cluster of Differentiation 68; α2δ1 – neuronal thrombospondins receptor responsible for synaptogenesis; arg-1 – arginine-1; p-ERK ½ – phosphorylated extracellular signal-regulated kinases ½; p-JNK – phosphorylated c-Jun N-terminal kinases; DRG – dorsal root ganglion; ip – intraperitoneal; it – intrathecal and sc – subcutaneous.
