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Mechanical withdrawal threshold (male/female) 
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Table 1 - Comments for movie1 

Setting 

Von Frey 
monofilaments 

SNI ipsilateral 
paw: withdrawal 
response 

Description of events 
The restrainer consists of three serial individual transparent 
Plexiglas boxes (1 Ox1Ox13cm each) placed on an elevated 
platform with soft wire mesh floor (0.2x0.2cm). Mice are gently 
placed in the box before testing and can move freely in the box 
during testing. 
A series of eleven von Frey monofilaments (0.008g, 0.02g, 
0.04g, 0.07g, 0.16g, 0.40g, 0.60g, 1.0g, 1.4g, 2.0g, 4.0g) will be 
used to evoke paw withdrawal response. Testing starts with the 
lowest filament of the series and the glabrous skin territory of 
the su rai nerve (Fig ure 1 G) is stimulated 1 O times at a low 
frequency (> 0.2-0.3 Hz). The filament is applied perpendicularly 
to the skin surface until it bends. The number of withdrawals is 
recorded and then the next filament (in ascending order) is 
used. Number of withdrawal response is recorded for each 
filament of the series. 

SNI induces in the ipsilateral paw a high frequency of 
withdrawal response by an intermediate force filament. The 
stimulus evokes a very brisk withdrawal response that is shown 
at normal (@ 32", 35") and slow motion (@ 40"). The stimulus 
may also evoke abnormal exaggerated response (@43s, 47s) 
that follows the withdrawal by brief licking of the paw. Notice the 
area stimulated (the lateral plantar area of the paw) and the 
bending of the filament. The investigator observes the animal 
from underneath the grid. For clarity, a lateral view is presented 
with stimuli @ 59', 1 '02" and 1 '05", the later evoking again an 
exaggerated response with paw shaking and licking 

SNI The frequency of response in the contralateral paw is much 
contralateral lower than in the ipsilateral paw, here the mouse does not 

hd respond to the stimulus (@1 '19", 1 '25", 1 '36") paw: wit rawal 
response 
Incorrect stimuli The territory of the sural nerve is tiny and it is sometimes difficult 

to coordinate the stimulation in the correct territory with animal's 
movements. Here we show typically a stimulus in the wrong 
territory, the saphenous nerve territory (@1'47"). ln this case 
the stimulus is not considered for recordings and an additional 
stimulus is performed in the sural territory. Another bias is the 
use of filaments that are too stiff. Above 4.0g, the force 
produces by the filament is beyond the force that the animal can 
counter exerted (motor impairment due to SNI). The paw is just 
passively lifted by the filament (@1 '51 ", 1 '53"), without any 
filament' binding. 

SNI: spared nerve injury, @: at that time on the video in' for minutes and "for seconds 
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Table Il - comments for movie 2 : general mouse behavior after SNI 

Description of events 
Curiosity Mause curiosity is conserved, it is not frightened 
Standing up by the cameraman. Although its movements are 

slightly modified, it can stand up on its hind limbs 
despite the SNI lesion (left paw). 

Exploration of the The mouse explores its environment normally 
environ ment when the cage is cleaned and although careful 

observation can detect abnormalities in paw 
position and çiait, overall walking is not impaired. 

Climbing Despite a neuromuscular defect due to SNI, the 
mouse can easily climb the cage grid. ln slow 
motion, notice that the SNl-injured left paw is 
used for holding and balance, even though the 
digits are not gripping the bar. 
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Table Ill : Significant estimated coefficient values, standard errors and p-values of the 

fitted mixed-effects model in the spared nerve injury model (SNI). 

Coefficient Value Standard error Significance 

ao -0.93 0.13 <.0001 

as 0.38 0.14 0.01 

aBLB -0.08 0.34 0.82 

a"4 2.58 0.29 <.0001 

ad? 3.05 0.30 <.0001 

ad,4 3.26 0.30 <.0001 

ad2I 3.78 0.30 <.0001 

a<12s 4.40 0.32 <.0001 

/30 1.19 0.08 <.0001 

f3sw -0.17 0.11 0.11 

/3d4 -0.67 0.10 <.0001 

/3d7 -0.50 0.10 <.0001 

/3dl4 -0.45 0.10 <.0001 

/3<121 -0.52 0.10 <.0001 

/3,128 -0.45 0.10 <.0001 

s, sex; d, day; BL, baseline 

46 



Table IV. Estimated coefficient values, standard errors and p-values of the fitted 
mixed-effects mode! for comparison of sham, SNI and SNI-variant procedures. No 
other coefficient of the mode! was found significant. 

Coefficient Value Standard error Significance 

ao -0.87 0.39 0.03 

ad1 1.24 0.53 0.02 

ad 7 ,SNI ,Su rai 1.55 0.44 < 0.001 

adl4,SNI ,Sura/ 3.01 0.46 < 0.0001 

ad2l,SNI,Sural 3.01 0.47 < 0.0001 

a d7,SN!v(s,cp),Sura/ 1.50 0.44 < 0.001 

adl4,SN!v(s,cp),Sural 2.30 0.46 < 0.0001 

a d21,SN/i>(s,cp),Sural 2.77 0.47 < 0.0001 

ad7,SN/\(t),Sura/ -1.09 0.46 0.02 

/Jo 0.64 0.02 < 0.0001 

d, day; 7, 14, and 21 after the surgical procedure 
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