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	OARSI score

	　
	　
	Left
	Right

	　
	　
	SAMR1
	SAMP8
	SAMR1
	SAMP8

	6w
	n
	10
	10
	10
	10

	
	Median
	0.06
	0.08
	0
	0

	
	IQR
	0.00-0.21
	0.00-0.29
	0.00-0.25
	0.00-0.00

	9w
	n
	10
	10
	10
	10

	
	Median
	0.33
	0.36
	0.08
	0.19

	
	IQR
	0.25-0.47
	0.17-0.63
	0.00-0.31
	0.11-0.38

	11w
	n
	10
	10
	10
	10

	
	Median
	0.36
	0.58
	0.14
	0.22

	
	IQR
	0.29-0.65
	0.42-0.71
	0.03-0.32
	0.07-0.39

	14w
	n
	10
	10
	10
	10

	
	Median
	0.89
	1.78
	0.28
	1.21

	
	IQR
	0.56-1.07
	1.35-4.62
	0.24-0.53
	0.74-1.36

	18w
	n
	10
	10
	10
	10

	
	Median
	0.94
	10.58
	1.03
	4.86

	
	IQR
	0.74-1.14
	1.94-12.35
	0.46-1.21
	1.88-9.81

	23w
	n
	20
	20
	20
	20

	
	Median
	1.11
	10.24
	1.11
	9.22

	
	IQR
	0.63-1.40
	3.11-13.13
	0.67-1.67
	3.36-12.15

	28w
	n
	10
	10
	10
	10

	
	Median
	1.67
	9.14
	1.41
	12.19

	
	IQR
	1.20-2.04
	7.13-10.58
	1.15-1.76
	7.42-14.68

	33w
	n
	10
	10
	10
	10

	
	Median
	1.67
	13.03
	1.19
	12.22

	
	IQR
	1.61-1.81
	12.26-13.57
	0.89-2.11
	10.62-15.6



IQR: interquartile range
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	Meniscus score

	　
	　
	Medial
	Lateral

	　
	　
	SAMR1
	SAMP8
	SAMR1
	SAMP8

	6w
	n
	10
	10
	10
	10

	
	Median
	1.00
	1.00
	1.00
	1.00

	
	IQR
	1.00-1.25
	0.75-1.00
	1.00-1.00
	0.50-1.00

	9w
	n
	10
	10
	10
	10

	
	Median
	1.00
	1.50
	1.00
	1.00

	
	IQR
	1.00-1.00
	1.00-2.00
	1.00-1.00
	1.00-1.00

	11w
	n
	10
	10
	10
	10

	
	Median
	1.00
	2.00
	0.67
	1.00

	
	IQR
	1.00-1.25
	2.0-2.50
	0.00-1.00
	1.00-1.00

	14w
	n
	10
	10
	10
	10

	
	Median
	1.33
	3.33
	1.00
	1.00

	
	IQR
	0.67-1.33
	2.50-4.92
	1.00-1.25
	1.00-1.00

	18w
	n
	10
	10
	10
	10

	
	Median
	3.17
	9.83
	2.33
	3.00

	
	IQR
	2.50-3.92
	5.75-13.17
	1.75-2.58
	2.42-4.17

	23w
	n
	20
	20
	20
	20

	
	Median
	3.67
	12.50
	1.00
	2.83

	
	IQR
	2.83-4.08
	7.25-14.08
	1.00-1.33
	2.33-8.83

	28w
	n
	10
	10
	10
	10

	
	Median
	3.67
	10.83
	1.67
	2.50

	
	IQR
	3.00-3.92
	6.67-13.17
	1.67-2.00
	1.67-3.17

	33w
	n
	10
	10
	10
	10

	
	Median
	2.50
	14.50
	1.50
	2.33

	
	IQR
	1.75-3.25
	12.50-15.00
	1.00-3.00
	2.00-2.92
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	Synovitis score

	　
	　
	SAMR1
	SAMP8

	6w
	n
	10
	10

	
	Median
	0.00
	0.00

	
	IQR
	0.00-0.00
	0.00-0.00

	9w
	n
	10
	10

	
	Median
	0.00
	0.00

	
	IQR
	0.00-0.00
	0.00-0.00

	11w
	n
	10
	10

	
	Median
	0.00
	0.50

	
	IQR
	0.00-0.00
	0.08-0.67

	14w
	n
	10
	10

	
	Median
	0.33
	1.00

	
	IQR
	0.00-0.67
	0.42-2.00

	18w
	n
	10
	10

	
	Median
	0.42
	3.67

	
	IQR
	0.08-1.00
	1.50-6.25

	23w
	n
	20
	20

	
	Median
	1.83
	7.67

	
	IQR
	1.58-2.00
	5.25-8.33

	28w
	n
	10
	10

	
	Median
	1.00
	7.00

	
	IQR
	0.67-1.00
	5.83-7.33

	33w
	n
	10
	10

	
	Median
	1.33
	8.67

	
	IQR
	1.33-1.58
	7.75-9.00
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	Subchondral bone score

	　
	　
	SAMR1
	SAMP8

	6w
	n
	10
	10

	
	Median
	1.00
	4.83

	
	IQR
	1.00-1.00
	4.33-6.50

	9w
	n
	10
	10

	
	Median
	2.33
	7.83

	
	IQR
	2.08-3.50
	7.33-8.75

	11w
	n
	10
	10

	
	Median
	2.00
	4.50

	
	IQR
	1.08-2.83
	3.00-5.67

	14w
	n
	10
	10

	
	Median
	4.67
	9.50

	
	IQR
	4.00-5.00
	8.75-10.25

	18w
	n
	10
	10

	
	Median
	4.67
	11.00

	
	IQR
	3.00-5.00
	7.17-11.25

	23w
	n
	20
	20

	
	Median
	6.67
	10.33

	
	IQR
	5.67-7.42
	8.00-11.33

	28w
	n
	10
	10

	
	Median
	6.17
	10.83

	
	IQR
	5.42-6.67
	9.92-11.25

	33w
	n
	10
	10

	
	Median
	4.67
	11.33

	
	IQR
	4.08-5.33
	11.08-11.67
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	r
	P

	OARSI (Medial) vs Synovium
	0.8827
	P < 0.0001

	OARSI (Medial) vs Medial Meniscus
	0.8310
	P < 0.0001

	Medial Meniscus vs Synovium
	0.8142
	P < 0.0001

	OARSI (Medial) vs SBC
	0.5702
	P < 0.0001

	OARSI (Lateral) vs Medial Meniscus
	0.5424
	P < 0.0001

	SBC vs Medial Meniscus
	0.4662
	0.00017

	SBC vs Lateral Meniscus
	0.1797
	0.16959

	OARSI (Lateral) vs SBC
	0.1685
	0.19808



SBC: Subchondral bone



Table. S6

	
	
	
	6w
	9w
	11w
	14w
	18w
	23w
	28w
	33w

	Fig2B
	OARSI
	Left
P8 vs R1
	0.7458
	0.7604
	0.1475
	##
0.0044
	##
0.0172
	##
0.0001
	##
0.0039
	##
0.0007

	
	OARSI
	Right
P8 vs R1
	0.3573
	0.3328
	0.3422
	#
0.0211
	##
0.0044
	##
p<0.0001
	##
0.0010
	##
0.0007

	
	OARSI
	P8
Right vs Left
	0.3730
	0.8042
	0.2013
	0.2691
	0.6500
	0.8604
	0.3637
	0.6232

	
	
	
	
	
	
	
	
	
	
	

	Fig3B
	Meniscus (Medial)
	Left
P8 vs R1
	0.7151
	0.1702
	##
0.0003
	##
0.0001
	##
0.0001
	##
p<0.0001
	##
0.0002
	##
0.0003

	
	Meniscus (Lateral)
	Left
P8 vs R1
	0.5117
	0.7649
	0.7649
	0.4843
	#
0.0261
	##
p<0.0001
	0.3772
	0.2394

	
	
	
	
	
	
	
	
	
	
	

	Fig3B
	Synovitis
	Left
P8 vs R1
	
	
	0.1706
	0.0599
	#
0.0010
	#
0.0001
	##
0.0005
	##
0.0004

	
	
	
	
	
	
	
	
	
	
	

	Fig4C
	Subchon
	Left
P8 vs R1
	##
0.0010
	##
0.0009
	##
0.0087
	##
0.0007
	##
0.0022
	##
p<0.0001
	##
0.0012
	##
0.0010

	
	
	
	
	
	
	
	
	
	
	



Comparison between SAMR1 and SAMP8 was performed by the Mann-Whitney U-test. 
Comparison between left and right knee in SAMP8 was performed by the Wilcoxon signed-rank test. 
The p-values (#P <0.05, ##P <0.01) were corrected using the Holm’s method for multiple comparison.
# and ## significant difference between SAMP8 compared to age matched SAMR1. 



Table. S7

	Gene Name
	Assay ID

	Col2a1
	Mm01309565m1

	Acan
	Mm00545807m1

	Col10a1
	Mm00487041m1

	Mmp13
	Mm00439491m1

	Adamts5
	Mm00478620m1

	Il6
	Mm00446190m1

	Cdkn1A
	Mm04205640g1

	Cdkn2A
	Mm00494449m1

	Igfbp3
	Mm01187817m1

	Gapdh
	Mm99999915g1



Real time PCR was performed with the TaqMan Gene Expression Assay probes 

