Supplementary material
Static and dynamic quantitative sensory testing protocol
Each patient underwent a specific protocol of static and dynamic quantitative sensory testing adapted from previous studies.1-8 Nine sensory parameters were tested in the same sequence and included: 
(1) Mechanical detection threshold (MDT). Calibrated von Frey filaments ranging between 0.008 and 300 grams, were applied sequentially in an up-down method, and the threshold was measured as the geometrical mean of the three-last detected and three first detected filaments.
(2) Dynamic mechanical allodynia (DMA). A standardized brush exerting light touch at a single stroke for 2 cm in length was applied five times. The pain intensity (NRS 0-10) was reported after each stroke and the average was calculated.
(3) Vibration detection threshold (VDT). A tuning fork was applied to a joint or bony prominence of the tested area three times and the threshold was measured as the average score at which the patients no longer detected the vibration (x/8).
(4) Mechanical pain summation. One and ten stimulations from a calibrated 40-gram pinprick were applied, and the patients reported their pain immediately at the end of the stimulation(s) and every 15 seconds post-stimuli during a 60-second period. The whole sequence was conducted three times. The wind-up ratio (WUR) was measured as the ratio of the average pain intensity immediately reported after the train of ten stimuli over the average pain intensity immediately reported after 1 stimulus. The presence of painful after sensations sixty seconds after 10 stimuli were applied was also noted.
(5) Pressure pain threshold (PPT). A handheld algometer was applied perpendicular to the body surface under underlying bone or muscle, and the threshold was measured as the mean of three trials.
(6 & 7) Warm detection threshold (WDT), and heat pain threshold (HPT). A 9 cm2 warm calibrated thermode connected to a Q-sense apparatus (Medoc, Israel) with a baseline 32°C, 0.3°C/second upslope, and a limit of 50°C was applied three times. The thresholds were calculated from the mean of the 3 three trials for each modality (when they first sensed heat, and when they first report pain).
(8) Temporal summation of pain (TSP). A thermode was applied to the right volar forearm to reach a pre-determined test temperature to a pain intensity 50/100 (T50). The maximum value of 46.9°C was used as a security cut-off. Once the target temperature was reached, it remained constant for 120 seconds. To avoid expectation effects, patients were told that the temperature of the thermode could increase, remain stable or decrease and that they would have to evaluate their pain with a computerized visual analogue scale (CoVAS) throughout the test. This scale ranged from 0 (no pain) to 100 (worst pain imaginable). Endogenous facilitatory pain mechanisms, and here measured as temporal summation, was assessed as the absolute difference in pain intensity during the last 60 seconds of the tonic noxious heat stimulus (temporal summation phase).5 Based on previous studies,9,10 an increase in pain intensity was determined minimum clinically significant if the change was equal or larger than 20/100 using the CoVAS during the temporal summation phase.
[bookmark: _Hlk63366609][bookmark: _Hlk63366678](9) Conditioned pain modulation (CPM). CPM assessment, was conducted using tonic heat on the right forearm as the test stimulus and the cold pressor task on the left arm as the conditioning stimulus as previously described protocols.4-8 The thermode applied to assess temporal summation of pain was also used for the first test stimulus. At the end of the 120 seconds of the test-stimulus, the average pain intensity during the 120 seconds was calculated. A cold pressor task (CPT) was used as the conditioning stimulus involving the immersion of their left forearm in a bath filled with cold water (12°C) for 120 seconds to trigger the descending inhibitory pain response. Every 15 seconds, the patients were asked to report their pain intensity using the NRS 0-10. The average pain intensity during the conditioning stimulus was then calculated. If a patient removed their arm before the end of the 120 seconds, an average pain intensity score of 10/10 was given. In order to evaluate the endogenous inhibitory pathways of pain modulation, and here measured as the CPM efficiency, the CPT was immediately followed by a second tonic heat test stimulus. The same pre-determined test temperature for each patient was used for the second tonic heat test stimulus. In addition, the thermode was not placed on the exact same area in the right volar forearm to avoid peripheral sensitization. CPM efficiency was measured as the percentage difference in average pain intensity of the test stimuli reported with the CoVAS such that a negative value for CPM response represents pain reduction with a more efficient CPM response (100% x (CoVASafter – CoVASbefore) / CoVASbefore).11 A CPM efficiency between -100% and -30% was considered as optimal, between -30% and -10% suboptimal and between ‑10% and +100% inefficient. A 10-30% reduction in pain was labeled to be a minimal improvement, while a 30% reduction in pain intensity was labelled to be a clinically important difference in pain intensity,9 and is approximately the mean value of inhibitory conditioned pain modulation observed in previous studies.5-8


	Supplementary Table 1. Characteristics of somatosensory profiles in patients seen at an interdisciplinary center for complex pain

	Variable
	Mechanical hyperalgesia
(n=44)
	Sensory loss
(n=17)
	Thermal hyperalgesia
(n=160)
	Normative QST
(n=193)
	Test statistic
	p-value
	Subgroup comparison

	MDTlog (mN), mean ± SD
	
	
	
	
	
	
	

	Control area Z-score
	-0.91 ± 0.93
	-1.20 ± 1.75
	-0.35 ± 1.08
	0.10 ± 1.04
	16.83
	<0.001
	MH & SL > TH > N

	Tested area Z-score
	-1.31 ± 1.39
	-1.99 ± 1.64
	-0.95 ± 1.32
	0.00 ± 1.27
	26.22
	<0.001
	MH & SL & TH > N
SL > TH

	Average Z-score
	-1.11 ± 0.94
	-1.47 ± 1.49
	-0.65 ± 1.00
	0.06 ± 0.94
	30.52
	<0.001
	MH & SL & TH < N
SL < TH

	DMAlog (NRS 0-10), mean ± SD
	
	
	
	
	
	
	

	Control area Z-score
	0.07 ± 0.46
	0.00 ± 0.00
	0.47 ± 1.09
	0.08 ± 0.48
	8.55
	<0.001
	TH > MH & N

	Tested area Z-score
	0.70 ± 1.28
	0.20 ± 0.77
	2.02 ± 1.41
	0.22 ± 0.79
	76.17
	<0.001
	TH > MH & SL & N

	Average Z-score
	0.38 ± 0.74
	0.10 ± 0.39
	1.25 ± 0.95
	0.14 ± 0.52
	67.23
	<0.001
	TH > MH & SL & N

	VDT (x/8), mean ± SD
	
	
	
	
	
	
	

	Control area Z-score
	-0.66 ± 1.01
	-0.59 ± 1.58
	-0.45 ± 1.05
	0.13 ± 0.88
	14.07
	<0.001
	N > MH & TH

	Tested area Z-score
	-1.38 ± 1.16
	-0.82 ± 1.43
	-1.01 ± 1.52
	-0.25 ± 1.25
	12.75
	<0.001
	N > MH & TH

	Average Z-score
	-1.02 ± 0.77
	-0.70 ± 1.42
	-0.73 ± 1.18
	-0.06 ± 0.96
	16.18
	<0.001
	N > MH & TH

	WURlog (ratio), mean ± SD
	
	
	
	
	
	
	

	Control area Z-score
	0.40 ± 1.20
	0.19 ± 1.28
	0.03 ± 0.94
	0.05 ± 1.02
	1.28
	0.283
	ND

	Absence of painful after sensations after 10 stimuli in the control area, n (%)
	31 (70.45)
	13 (76.47)
	94 (58.75)
	136 (70.47)
	11.26
	0.081
	ND

	Presence of painful after sensations after 10 stimuli in the control area, n (%)
	10 (22.73)
	2 (11.76)
	58 (36.25)
	51 (26.42)
	
	
	

	N/A, n (%)
	3 (6.82)
	2 (11.76)
	8 (5.00)
	6 (3.11)
	
	
	

	Tested area Z-score
	-0.06 ± 0.64
	0.46 ± 1.35
	-0.18 ± 0.63
	-0.03 ± 0.77
	3.03
	0.030
	TH < SL

	Absence of painful after sensations after 10 stimuli in the tested area, n (%)
	25 (56.82)
	11 (64.71)
	40 (25.00)
	88 (45.60)
	29.03
	<0.001
	TH > MH & SL & N

	Presence of painful after sensations after 10 stimuli in the tested area, n (%)
	16 (36.36)
	4 (23.53)
	96 (60.00)
	90 (46.63)
	
	
	

	N/A, n (%)
	3 (6.82)
	2 (11.76)
	24 (15.00)
	15 (7.77)
	
	
	

	Average Z-score
	0.17 ± 0.66
	0.32 ± 1.16
	-0.10 ± 0.63
	0.02 ± 0.74
	2.14
	0.095
	ND

	PPTlog (kPa), mean ± SD
	
	
	
	
	
	
	

	Control area Z-score
	0.65 ± 0.96
	-0.45 ± 0.55
	0.53 ± 1.09
	0.34 ± 0.93
	5.92
	<0.001
	SL < MH & TH & N

	Tested area Z-score
	1.49 ± 1.36
	-0.07 ± 1.33
	1.34 ± 1.44
	0.93 ± 1.29
	7.63
	<0.001
	SL < MH & TH & N

	Average Z-score
	1.07 ± 1.04
	-0.26 ± 0.89
	0.94 ± 1.10
	0.63 ± 0.98
	8.89
	<0.001
	SL < MH & TH & N

	WDTlog (°C from baseline), mean ± SD
	
	
	
	
	
	
	

	Control area Z-score
	-0.53 ± 1.45
	-0.89 ± 0.95
	0.25 ± 1.13
	0.24 ± 1.22
	9.28
	<0.001
	TH & N > MH & SL

	HPT (°C), mean ± SD
	
	
	
	
	
	
	

	Control area Z-score
	-0.72 ± 0.69
	-1.50 ± 0.61
	0.30 ± 0.99
	-0.21 ± 0.97
	28.76
	<0.001
	SL < MH < N < TH

	Test statistic for chi-square test or one-way ANOVA dependent on whether the variable was discrete or continuous, respectively.
log, log-transformed data; MDT, mechanical detection threshold; VDT, vibration detection threshold; DMA, dynamic mechanical allodynia; WUR, wind-up ratio; PPT, pressure pain threshold; WDT, warm detection threshold; HPT, heat pain threshold.
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