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Supplementary Figure S1. CB2 agonists dose-dependently reduce HIV replication
in macrophages and microglia. Quantification of HIV p24 levels in supernatants of
human monocyte-derived macrophages (MDMs) (a) and human induced pluripotent stem

cell-derived microglia (iMg) (b), measured by AlphaLISA
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Supplementary Figure S2. HIVapa and CB2-specific cannabinoids are not cytotoxic
in MDMs and iMg at DPI 9. a. LDH release in MDM supernatants was quantified using
the Cytotoxicity Detection kit. Data are presented as percentage of maximal cell toxicity
in positive controls. n = 5§ MDM donors. b. DAPI* iMg nuclei are averaged from 5

wells/condition across 3 differentiations.



CD4 CCRs5 CXCR4 IL6

Q

o
=3
g
o
o
o

e

o
-
I
n

e
@
@

e

B
log, Fold Change
from Mock + Veh

log, Fold Change

from Mock + Veh

log, Fold Change

from Mock + Veh
5

log, Fold Change

from Mock + Veh
5

e
i
e
n
e
n
-

0.0

CNR1 CNR2 GPR55 TNF
1.0 1.0 2.0
L = 0.8 @ 0.8 L o D =
B3 28 281s 2g
o o © ©
= + = + £ + o +
O x 08 G x O Q x O x
T3 =8 z 1o z 8
S =04 2 = 0. g = g =
% g nd nd S g NE * S £
S:O.Z S-tn. E-gn's Su‘:
0.0 0.0 0.0
RO & &
& & & &
& &
x x
b y ¢
NLRP3 PYCARD IL1B IL18

2.0

[xd
o
IS

2= T c [ 2 c @
23 16 o 08 2 o5 D3 15 25 3
€S €S g2e £ s e
53 5 &5 5 25
E E E3

o 810 -8 ©x T 810 2%
30' _co T a —QO EDZ
£= £= o= £= o=
z’igns s5 s ﬁgns s
R g8 gs gg” 351

0.0

&

&

Supplementary Figure S3. RNA-seq transcript counts are validated by qRT-PCR. a.
Expression of key HIV entry, endocannabinoid system, and cytokine transcripts in MDMs,
measured by qRT-PCR, represented as fold change from Mock + Veh, n = 3 MDM donors.
b. Expression of NLRP3 inflammasome transcripts in MDMs, measured by gRT-PCR,

represented as fold change from Mock + Veh, n = 3 MDM donors

n.d., not detected
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Supplementary Figure S4. RNA-seq identifies divergent responses to CB2 signaling
across HIV-infected myeloid cell cultures. a. Heatmap showing Manhattan plot
clustering of logz normalized read counts per million of the top 30 significant differentially
expressed genes (DEGs) in HIV + DMSO vs HIV + JWH-133 MDM, b. HIV + DMSO vs

HIV + JWH-133 iMg. ¢. Top 10 GO Biological Process gene sets that are enriched in the



significant DEGs of HIV + JWH-133 MDM vs HIV + JWH-133 iMg. n = 2 MDM donors, n

= 2 iMg lines
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Supplementary Figure S5. CB:2-specific agonists do not suppress NLRP3

inflammasome priming in HIV-infected iMg. Data showing the ratio of iMg with NF-kB

nuclear translocation determined using immunofluorescence-based NF-kB translocation

assay. Average of 3 wells/conditions from 2 differentiations in 3 iMg lines, two-way

ANOVA with Tukey’s correction for multiple comparisons



