Supplemental Digital Content

Contribution of p opioid receptor-expressing dorsal horn interneurons to neuropathic pain
Yanmei Qi!, Tyler S. Nelson', Pranav Prasoon', Christopher Norris!, and Bradley K. Taylor!
1. Department of Anesthesiology and Perioperative Medicine, Center for Neuroscience,

Pittsburgh Center for Pain Research, Pittsburgh Project to end Opioid Misuse,
University of Pittsburgh School of Medicine, Pittsburgh, PA, USA

A [1no outward current B DAMGO-responsive
Il DAMGO-induced outward current neurons
100
Male Female
100 — -
3 80— o
0\0 ()}
o 75 5 S0
£ 50 S
3 s 407 T
o X
)
O 25 g 20— . .
D- [ ]
° [ ]
0~ — | 0 I ,
X ’ x .
o> O & & Male Female
& & & &
oR o\ oR R

Supplementary Figure 1. DAMGO induced an outward current in both male and female
tdTomato-labelled MOR-INs. (A) Mean amplitude of DAMGO-induced outward currents in
Oprm1“T* neurons in male (n=6 cells from 4 mice) and female (n=4 cells from 3 mice). (B)
Proportion of Oprm1"“T" neurons that exhibited outward currents to DAMGO (1uM, 2 min) in male
(n=10 neurons from 4 mice) and female (n=7 neurons from 3 mice). DAMGO did not evoke
responses in Oprm1“T neurons (n=6 neurons from 2 male mice and n=3 neurons from 1 female
mouse). Data are presented as mean = SD. These panels represent the data illustrated in Figures
3C-D, segregated by sex.
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Supplementary Figure 2. Effects of spared nerve injury on the functional responsiveness of
MOR-INs to DAMGO, segregated by sex. (A) Proportion of Oprm1'T neurons exhibiting
DAMGO-induced outwards currents in sham male (n=9 neurons from 3 mice), SNI male (n=14
neurons from 4 mice), sham female (n=12 neurons from 4 mice), and SNI female (n=10 neurons
from 3 mice) groups. (B) Peak amplitude of DAMGO-induced outward currents in sham male
(n=4 neurons from 3 mice), SNI male (n=3 neurons from 2 mice), sham female (n=8 neurons from
4 mice), and SNI female (n=1 neurons from 1 mouse) groups. Data are mean + SD. These panels
represent the data illustrated in Figure 5B-C, segregated by sex.
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Supplementary Figure 3. Effect of spared nerve injury on intrinsic membrane excitability
and spontaneous synaptic activity of Oprm1™ neurons, segregated by sex. (A) Peak
amplitude of action potentials in sham male (n=14 neurons from 3 mice), SNI male (n=13 neurons
from 4 mice), sham female (n=16 neurons from 4 mice), and SNI female (n=11 neurons from 3
mice) groups. (B) Rheobase of action potentials in sham male (n=14 neurons from 3 mice), SNI
male (n=13 neurons from 4 mice), sham female (n=16 neurons from 4 mice), and SNI female
(n=11 neurons from 3 mice) groups. (C) The resting membrane potential of Oprm1“™" neurons in
sham male (n=13 neurons from 3 mice), SNI male (n=15 neurons from 4 mice), sham female (n=17
neurons from 4 mice), and SNI female (n=11 neurons from 3 mice) groups. Mean (D) amplitude
and (E) frequency of sSEPSCs exhibited by delayed firing neuron in sham male (n=6 neurons from
3 mice), SNI male (n=4 neurons from 4 mice), sham female (n=8 neurons from 4 mice), and SNI
female (n=6 neurons from 3 mice) groups. Data are mean = SD. These panels represent the data
illustrated in Figure 6A4,B,C,F,G, respectively, segregated by sex.



