Supplementary Digital Content 2 - Table 1:  Significance analysis of microarray (SAM) in skin
Changes in skin gene expression 1 hour after incision using significance analysis of microarrays

	SAM
	Number falsely significant
	 Number called significant
	FDR

	∆ = 0.4
	0
	5
	0

	∆ = 0.6
	0
	5
	0

	∆ = 0.9
	0
	3
	0

	∆ = 1.2
	0
	3
	0

	∆ = 1.2, R = 1.5
	0
	2
	0


Genes called significant at Δ=1.2: interleukin 6, interleukin 1β, neuropeptide Y

Genes called significant at Δ=1.2 and R=1.5: interleukin 6; interleukin 1 β

Changes in skin gene expression 4 hours after incision using significance analysis of microarrays

	SAM
	Number falsely significant
	Number called  significant
	FDR

	∆ = 0.4
	6.1
	59
	10.3

	∆ = 0.6
	6.1
	59
	10.3

	∆ = 0.9
	1.6
	42
	3.8

	∆ = 1.2
	0
	15
	0

	∆ = 1.2, R = 1.5
	0
	4
	0


Genes called significant at Δ=1.2: interleukin 1 β; prostaglandin E receptor 2, subtype EP2; interleukin 6; interleukin 10; neuropeptide Y; leukemia inhibitory factor; nerve growth factor, β; signal transducer and activator of transcription 3; artemin; FBJ murine osteosarcoma viral oncogene homolog; glia maturation factor, γ; brain derived neurotrophic factor; gastrin releasing peptide receptor; fibroblast growth factor receptor substrate 3; neuropeptide Y receptor Y1

Genes called significant at Δ=1.2 and R=1.5: interleukin 6; interleukin 1 β; neuropeptide Y; FBJ murine osteosarcoma viral oncogene homolog

Changes in skin gene expression 1 day after incision using significance analysis of microarrays

	SAM
	Number falsely significant
	Number called  significant
	FDR

	∆ = 0.4
	1.7
	60
	2.9

	∆ = 0.6
	1.3
	58
	2.2

	∆ = 0.9
	0.9
	53
	1.6

	∆ = 1.2
	0.6
	51
	1.3

	∆ = 1.2, R = 1.5
	0
	16
	0


Genes called significant at Δ=1.2: interleukin 1 β; prostaglandin E receptor 2, subtype EP2; chemokine (C-X-C motif) receptor 4; chemokine (C-X3-C) receptor 1; glia maturation factor, γ; Bcl2-associated X protein; interleukin 6; melanocortin 2 receptor; ciliary neurotrophic factor; metallothionein 3; galanin receptor 1; Fas (TNF receptor superfamily, member 6); NEL-like 1 (chicken); similar to myocyte enhancer factor 2C; corticotropin releasing hormone binding protein; cholecystokinin A receptor; ciliary neurotrophic factor receptor; zinc finger protein 110; leukemia inhibitory factor receptor; fibroblast growth factor 9; FBJ murine osteosarcoma viral oncogene homolog; glial cell line derived neurotrophic factor family receptor α 1; neurotrophin 3; corticotropin releasing hormone; adenylate cyclase activating polypeptide 1 receptor 1; corticotropin releasing hormone receptor 2; pancreatic polypeptide receptor 1; glial cell line derived neurotrophic factor; hypocretin (orexin) receptor 2; B-cell leukemia/lymphoma 2; gastrin releasing peptide receptor; fibroblast growth factor receptor substrate 2 (predicted); heat shock 27kDa protein 1; nerve growth factor receptor (TNFRSF16) associated protein 1; neuropeptide Y receptor Y1; neurotrophic tyrosine kinase, receptor, type 1; glial cell line derived neurotrophic factor family receptor α 3; transforming growth factor α; neurotrophin 5; brain derived neurotrophic factor; transforming growth factor β 1 induced transcript 1; neurotrophic tyrosine kinase, receptor, type 2; hypocretin; neuropeptide Y receptor Y2; urocortin; glia maturation factor, β; galanin receptor 2; fusion, derived from t(12;16) malignant liposarcoma (human); interleukin 6 signal transducer; neuropeptide FF receptor 2; neuregulin 2

Genes called significant at Δ=1.2 and R=1.5: interleukin 1 β; prostaglandin E receptor 2, subtype EP2; chemokine (C-X-C motif) receptor 4; chemokine (C-X3-C) receptor 1; glia maturation factor, γ; Bcl2-associated X protein; interleukin 6; melanocortin 2 receptor; ciliary neurotrophic factor; metallothionein 3; leukemia inhibitory factor receptor; fibroblast growth factor 9; FBJ murine osteosarcoma viral oncogene homolog; adenylate cyclase activating polypeptide 1 receptor 1; corticotropin releasing hormone receptor 2; heat shock 27kDa protein 1

Changes in skin gene expression 2 days after incision using significance analysis of microarrays
	SAM
	Number falsely significant
	Number called  significant
	FDR

	∆ = 0.4
	16.5
	61
	27.1

	∆ = 0.6
	9.5
	53
	17.9

	∆ = 0.9
	0.5
	29
	1.6

	∆ = 1.2
	0
	24
	0

	∆ = 1.2, R = 1.5
	0
	10
	0


Genes called significant at Δ=1.2: Bcl2-associated X protein; interleukin 6 signal transducer; melanoma antigen, family D, 1; signal transducer and activator of transcription 2; chemokine (C-X3-C) receptor 1; interleukin 6; chemokine (C-X-C motif) receptor 4; myelocytomatosis viral oncogene homolog (avian); fibroblast growth factor receptor 1; signal transducer and activator of transcription 1; interleukin 1 receptor, type I; neurofibromatosis 1; prostaglandin E receptor 2, subtype EP2; tumor necrosis factor receptor superfamily, member 5; fibroblast growth factor receptor substrate 2 (predicted); transforming growth factor β 1 induced transcript 1; glia maturation factor, β; glia maturation factor, γ; zinc finger protein 91; interleukin-1 β; Trk-fused gene; nerve growth factor, β; leukemia inhibitory factor; interleukin 10

Genes called significant at Δ=1.2 and R=1.5: Bcl2-associated X protein; interleukin 6 signal transducer; melanoma antigen, family D, 1; chemokine (C-X3-C) receptor 1; interleukin 6; chemokine (C-X-C motif) receptor 4; myelocytomatosis viral oncogene homolog (avian); fibroblast growth factor receptor 1; interleukin 1 receptor, type I; prostaglandin E receptor 2, subtype EP2

Changes in skin gene expression 10 days after incision using significance analysis of microarrays
	SAM
	Number falsely significant
	Number called  significant
	FDR

	∆ = 0.4
	5.7
	50
	11.3

	∆ = 0.6
	4
	45
	8.9

	∆ = 0.9
	1.7
	41
	4.07

	∆ = 1.2
	0
	21
	0

	∆ = 1.2, R = 1.5
	0
	14
	0


Genes called significant at Δ=1.2: chemokine (C-X-C motif) receptor 4; melanoma antigen, family D, 1; transforming growth factor β 1 induced transcript 1; chemokine (C-X3-C) receptor 1; transforming growth factor, β 1; tumor necrosis factor receptor superfamily, member 5; signal transducer and activator of transcription 2; fibroblast growth factor receptor 1; leukemia inhibitory factor receptor; interleukin 1 receptor, type I; zinc finger protein 91; Bcl2-associated X protein; nerve growth factor receptor (TNFR superfamily, member 16); signal transducer and activator of transcription 1; neurofibromatosis 1; glial cell line derived neurotrophic factor family receptor α 1; prostaglandin E receptor 2, subtype EP2; neuropeptide Y receptor Y1; interleukin 6 signal transducer; tumor protein p53; nerve growth factor, β  

Genes called significant at Δ=1.2 and R=1.5: chemokine (C-X-C motif) receptor 4; melanoma antigen, family D, 1; transforming growth factor β 1 induced transcript 1; chemokine (C-X3-C) receptor 1; transforming growth factor, β 1; tumor necrosis factor receptor superfamily, member 5; signal transducer and activator of transcription 2; fibroblast growth factor receptor 1; interleukin 1 receptor, type I; zinc finger protein 91; Bcl2-associated X protein; signal transducer and activator of transcription 1; interleukin 6 signal transducer; tumor protein p53

To increase the stringency for calling significant changes in gene expression, the threshold value, delta (∆), was increased.

The false discovery rate (FDR) was defined as the percentage of falsely significant genes compared to the genes called significant.  

R is the fold change cutoff.
SAM = significance analysis of microarrays

Supplementary Digital Content 2 - Table 2:  Significance analysis of microarray (SAM) in muscle

Changes in muscle gene expression 1 hour after incision using significance analysis of microarrays

	SAM
	Number falsely significant
	Number called  significant
	FDR

	∆ = 0.4
	0
	4
	0

	∆ = 0.6
	0
	3
	0

	∆ = 0.9
	0
	2
	0

	∆ = 1.2
	0
	2
	0

	∆ = 1.2, R = 1.5
	0
	1
	0


Genes called significant at Δ=1.2: interleukin 10; interleukin 1 β

Genes called significant at Δ=1.2 and R=1.5: interleukin 1 β

Changes in muscle gene expression 4 hours after incision using significance analysis of microarrays

	SAM
	Number falsely significant
	Number called  significant
	FDR

	∆ = 0.4
	12.4
	64
	19.4

	∆ = 0.6
	4.7
	55
	8.6

	∆ = 0.9
	0.9
	43
	1.9

	∆ = 1.2
	0.4
	32
	1.34

	∆ = 1.2, R = 1.5
	0
	6
	0


Genes called significant at Δ=1.2: interleukin 1 β; prostaglandin E receptor 2, subtype EP2; nerve growth factor β; leukemia inhibitory factor; myelocytomatosis viral oncogene homolog (avian); fibroblast growth factor 2; interleukin 6; FBJ murine osteosarcoma viral oncogene homolog; interleukin 6 receptor, α; signal transducer and activator of transcription 3; glia maturation factor, γ; interleukin 10; neuregulin 1; interleukin 1 receptor, type I; artemin; neurotrophin 5; nerve growth factor receptor (TNFR superfamily, member 16); interleukin 10 receptor, α; neuropeptide Y receptor Y1; fibroblast growth factor 9; melanocortin 2 receptor; fibroblast growth factor receptor substrate 3; pancreatic polypeptide receptor 1; hypocretin; corticotropin releasing hormone binding protein; galanin receptor 1; hypocretin (orexin) receptor 2; neuropeptide Y receptor Y2; neurotrophic tyrosine kinase, receptor, type 1; adenylate cyclase activating polypeptide 1 receptor 1; similar to myocyte enhancer factor 2C; gastrin releasing peptide receptor  

Genes called significant at Δ=1.2 and R=1.5: interleukin 1 β; prostaglandin E receptor 2, subtype EP2; nerve growth factor, β; myelocytomatosis viral oncogene homolog (avian); FBJ murine osteosarcoma viral oncogene homolog; glia maturation factor, γ

Changes in muscle gene expression 1 day after incision using significance analysis of microarrays
	SAM
	Number falsely significant
	Number called  significant
	FDR

	∆ = 0.4
	1.29
	43
	3

	∆ = 0.6
	1.29
	43
	3

	∆ = 0.9
	1.29
	43
	3

	∆ = 1.2
	0.43
	38
	1.1

	∆ = 1.2, R = 1.5
	0
	12
	0


Genes called significant at Δ=1.2: chemokine (C-X-C motif) receptor 4; neuropeptide FF receptor 2; neuropeptide Y receptor Y2; persephin; adenylate cyclase activating polypeptide 1 receptor 1; corticotropin releasing hormone receptor 1; corticotropin releasing hormone; corticotropin releasing hormone binding protein; galanin receptor 1; hypocretin (orexin) receptor 2; similar to myocyte enhancer factor 2C; leukemia inhibitory factor receptor; gastrin releasing peptide receptor; neuropeptide Y receptor Y1; hypocretin; brain derived neurotrophic factor; neurotrophin 3; fas (TNF receptor superfamily, member 6); metallothionein 3; NEL-like 1 (chicken); fibroblast growth factor 9; zinc finger protein 110; glial cell line derived neurotrophic factor family receptor α 1; transforming growth factor, β 1; fibroblast growth factor receptor substrate 2 (predicted); fibroblast growth factor receptor substrate 3; neurotrophic tyrosine kinase, receptor, type 1; urocortin; signal transducer and activator of transcription 1; FBJ murine osteosarcoma viral oncogene homolog; cholecystokinin A receptor; ciliary neurotrophic factor receptor; ciliary neurotrophic factor; glia maturation factor, β; melanocortin 2 receptor; pancreatic polypeptide receptor 1; VGF nerve growth factor inducible; fibroblast growth factor receptor 1
Genes called significant at Δ=1.2 and R=1.5: chemokine (C-X-C motif) receptor 4; neuropeptide FF receptor 2; neuropeptide Y receptor Y2; persephin; adenylate cyclase activating polypeptide 1 receptor 1; gastrin releasing peptide receptor; fas (TNF receptor superfamily, member 6); zinc finger protein 110; transforming growth factor, β 1; fibroblast growth factor receptor substrate 3; FBJ murine osteosarcoma viral oncogene homolog; pancreatic polypeptide receptor 1
Changes in muscle gene expression 2 days after incision using significance analysis of microarrays
	SAM
	Number falsely significant
	Number called  significant
	FDR

	∆ = 0.4
	0
	56
	0

	∆ = 0.6
	0
	55
	0

	∆ = 0.9
	0
	54
	0

	∆ = 1.2
	0
	53
	0

	∆ = 1.2, R = 1.5
	0
	45
	0


Genes called significant at Δ=1.2: melanocortin 2 receptor; nerve growth factor receptor (TNFR superfamily, member 16); chemokine (C-X3-C) receptor 1; interleukin 10; brain derived neurotrophic factor; transforming growth factor α; tachykinin receptor 1; neurotrophin 5; neurotrophin 3; neurotrophic tyrosine kinase, receptor, type 1; tumor necrosis factor receptor superfamily, member 5; hypocretin (orexin) receptor 1; persephin; hypocretin; leukemia inhibitory factor; urocortin; nerve growth factor, β; signal transducer and activator of transcription 4; interleukin 10 receptor, α; glial cell line derived neurotrophic factor; hypocretin (orexin) receptor 2; similar to cerebellin 1 precursor protein; pancreatic polypeptide receptor 1; galanin receptor 2; glial cell line derived neurotrophic factor family receptor α 2; prostaglandin E receptor 2, subtype EP2; NEL-like 1 (chicken); neuregulin 2; corticotropin releasing hormone; chemokine (C-X-C motif) receptor 4; B-cell leukemia/lymphoma 2; interleukin-6 receptor α; ciliary neurotrophic factor receptor; corticotropin releasing hormone receptor 1; neuropeptide Y receptor Y2; glial cell line derived neurotrophic factor family receptor α 3; nuclear receptor subfamily 1, group I, member 2; myelocytomatosis viral oncogene homolog (avian); fibroblast growth factor 9; gastrin releasing peptide receptor; leukemia inhibitory factor receptor; neuregulin 1; trk-fused gene; interleukin 6; corticotropin releasing hormone binding protein; glia maturation factor, β; glia maturation factor, γ; transforming growth factor, β 1; heat shock 27kDa protein 1; fusion, derived from t(12;16) malignant liposarcoma (human); neuropeptide FF receptor 2; fibroblast growth factor receptor 1; metallothionein 3
Genes called significant at Δ=1.2 and R=1.5: melanocortin 2 receptor; nerve growth factor receptor (TNFR superfamily, member 16); chemokine (C-X3-C) receptor 1; interleukin 10; brain derived neurotrophic factor; transforming growth factor α; tachykinin receptor 1; neurotrophin 5; neurotrophin 3; neurotrophic tyrosine kinase, receptor, type 1; tumor necrosis factor receptor superfamily, member 5; hypocretin (orexin) receptor 1; persephin; hypocretin; leukemia inhibitory factor; urocortin; nerve growth factor, β; signal transducer and activator of transcription 4; interleukin 10 receptor, α; glial cell line derived neurotrophic factor; hypocretin (orexin) receptor 2; similar to cerebellin 1 precursor protein; pancreatic polypeptide receptor 1; galanin receptor 2; glial cell line derived neurotrophic factor family receptor α 2; prostaglandin E receptor 2, subtype EP2; NEL-like 1 (chicken); neuregulin 2; corticotropin releasing hormone; chemokine (C-X-C motif) receptor 4; B-cell leukemia/lymphoma 2; corticotropin releasing hormone receptor 1; neuropeptide Y receptor Y2; glial cell line derived neurotrophic factor family receptor α 3; nuclear receptor subfamily 1, group I, member 2; myelocytomatosis viral oncogene homolog (avian); leukemia inhibitory factor receptor; neuregulin 1; trk-fused gene; interleukin 6; corticotropin releasing hormone binding protein; glia maturation factor, γ; transforming growth factor, β 1; heat shock 27kDa protein 1; fusion, derived from t(12;16) malignant liposarcoma (human)

Changes in muscle gene expression 10 days after incision using significance analysis of microarrays
	SAM
	Number falsely significant
	Number called significant
	FDR

	∆ = 0.4
	9.9
	61
	16.3

	∆ = 0.6
	8.4
	60
	14

	∆ = 0.9
	1.1
	38
	3

	∆ = 1.2
	0
	20
	0

	∆ = 1.2, R = 1.5
	0
	1
	0


Genes called significant at Δ=1.2: neuregulin 1; interleukin 10; chemokine (C-X-C motif) receptor 4; melanoma antigen, family D, 1; interleukin 6; prostaglandin E receptor 2, subtype EP2; NEL-like 1 (chicken); heat shock 27kDa protein 1; hypocretin; neurotrophin 5; interleukin 6 receptor, α; neuropeptide FF receptor 2; neuropeptide Y receptor Y2; neurotrophic tyrosine kinase, receptor, type 1; similar to myocyte enhancer factor 2C; corticotropin releasing hormone binding protein; pancreatic polypeptide receptor 1; galanin receptor 1; hypocretin (orexin) receptor 2; corticotropin releasing hormone receptor 1  

Genes called significant at Δ=1.2 and R=1.5: melanoma antigen, family D, 1
To increase the stringency for calling significant changes in gene expression, the threshold value, delta (∆), was increased.

The false discovery rate (FDR) was defined as the percentage of falsely significant genes compared to the genes called significant.  

R is the fold change cutoff.
SAM = significance analysis of microarrays
Supplementary Digital Content 2 - Table 3:  Significance analysis of microarray (SAM) in Dorsal Root Ganglion

Changes in dorsal root ganglion gene expression 1 hour after incision using significance analysis of microarrays
	SAM
	Number falsely significant
	Number called  significant
	FDR

	∆ = 0.4
	0
	0
	NA

	∆ = 0.6
	0
	0
	NA

	∆ = 0.9
	0
	0
	NA

	∆ = 1.2
	0
	0
	NA

	∆ = 1.2, R = 1.5
	0
	0
	NA


Genes called significant at Δ=1.2:   none
Genes called significant at Δ=1.2 and R=1.5: none
Changes in dorsal root ganglion gene expression 4 hours after incision using significance analysis of microarrays

	SAM
	Number falsely significant
	Number called  significant
	FDR

	∆ = 0.4
	15.9
	38
	41.7

	∆ = 0.6
	1.7
	10
	16.67

	∆ = 0.9
	0
	0
	NA

	∆ = 1.2
	0
	0
	NA

	∆ = 1.2, R = 1.5
	0
	0
	NA


Genes called significant at Δ=1.2: none

Genes called significant at Δ=1.2 and R=1.5: none

Changes in dorsal root ganglion gene expression 24 hours after incision using significance analysis of microarrays
	SAM
	Number falsely significant
	Number called  significant
	FDR

	∆ = 0.4
	0
	1
	0

	∆ = 0.6
	0
	1
	0

	∆ = 0.9
	0
	1
	0

	∆ = 1.2
	0
	0
	NA

	∆ = 1.2, R = 1.5
	0
	0
	NA


Genes called significant at Δ=1.2: none
Genes called significant at Δ=1.2 and R=1.5: none
Changes in dorsal root ganglion gene expression 48 hours after incision using significance analysis of microarrays
	SAM
	Number falsely significant
	Number called  significant
	FDR

	∆ = 0.4
	0
	1
	0

	∆ = 0.6
	0
	0
	NA

	∆ = 0.9
	0
	0
	NA

	∆ = 1.2
	0
	0
	NA

	∆ = 1.2, R = 1.5
	0
	0
	NA


Genes called significant at Δ=1.2: none
Genes called significant at Δ=1.2 and R=1.5: none
Changes in dorsal root ganglion gene expression 10 days after incision using significance analysis of microarrays
	SAM
	Number falsely significant
	Number called  significant
	FDR

	∆ = 0.4
	0
	2
	0

	∆ = 0.6
	0
	2
	0

	∆ = 0.9
	0
	2
	0

	∆ = 1.2
	0
	0
	NA

	∆ = 1.2, R = 1.5
	0
	0
	NA


Genes called significant at Δ=1.2: none
Genes called significant at Δ=1.2 and R=1.5: none
To increase the stringency for calling significant changes in gene expression, the threshold value, delta (∆), was increased.

The false discovery rate (FDR) was defined as the percentage of  falsely significant genes compared to the genes called significant.  

R is the fold change cutoff.
SAM = significance analysis of microarrays
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