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Supplemental Fig. 1.  Recruitment of a Cross Sectional Sample of Adults with Sickle Cell Anemia and Age and Sex Matched Controls.  Most subjects with sickle cell anemia were approached in order of enrollment on the Bethesda Sickle Cell Cohort Study from January, 2011 onward.  The first 28 SS subjects identified and approached using this strategy enrolled on the pain study.  Two additional subjects contacted the study team regarding participation and were consented to the study.  Normal volunteers were screened for sickle cell trait if they met other entry criteria (age, sex match to SS subject; no history of chronic pain).  Thirty out of 36 screened controls were enrolled on the study and underwent quantitative sensory testing along with the 30 sickle cell anemia subjects. SS=sickle cell anemia; NV=normal volunteer.
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Supplemental Fig. 2.  Conditioned pain modulation testing.  (A) Heat pain threshold pain scores were determined using the Medoc analyzer on the volar forearm when the contralateral hand was in either no water bath, a room temperature water bath (habituation test) or a hot water bath (the CPM or inhibitory second stimulus).  NVs had a non-significant decline in pain scores during CPM testing (p=0.42) while pain scores were unchanged for sickle cell subjects.

[image: ]



Supplemental Table 1. No differences between sickle cell anemia and normal volunteers in mechanical light touch testing using von Frey filaments. Ascending filament pressure was defined as the pressure recorded where the subject first felt the sensation of touch with a filament during testing with sequential ascending filaments (smallest to largest). Descending filament pressure was defined as the pressure recorded where the subject first noted to absence of a touch sensation during testing with sequential descending filaments (largest to smallest).

	von Frey Testing Method
	SS (n=30)
Mean Filament Pressure (SD)
	Normal Volunteer (n=30)
Mean Filament Pressure (SD)
	p value

	Ascending filaments (grams)
	0.33 (0.52)
	0.33 (0.57)
	0.96

	Descending filaments (grams)
	0.98 (1.06)
	1.00 (1.59)
	0.95
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