SCHOOL OF MEDICINE

(CASE WESTERN RESERVE
UNIVERSITY

GLP-1 Receptor Agonists in Fibromyalgia: Opioid sparing signals,
MetroHealth Lower Acute-Care Use, and Improved Psychiatric Symptoms

Abhinav Singh Verma?!, Rishab Gupta?, Anjali Pathak?,Vasudha Sharma 4

1Case Western Reserve University/ MetroHealth, Cleveland, USA. ?Harvard Medical School, Boston, USA. 3Cleveland Clinic Foundation, Cleveland,
OH, “Dayanand Medical College & Hospital, Ludhiana, India

Background

z
=
m
S
ol
2 3

Table 2 Primary opioid outcomes (6-12 months post-index)

Metric GLP-1 RA Comparator ~Effect “

GLP-1 receptor agonists (GLP-1RAs) reduce appetite, energy Any opioid 0.335(7 665/22 887) 0.472(14762/31278) RRO0.710 _ L _
. L —_— After exclusions, opioid risk was lower with
intake, and serum glucose levels by activating GLP-1 receptors. fill (risk) (95 % C10.694- GLP-1RA vs comparator (risk 0.334 =
_ 0.725), ) '
) I>_< They, pot.entlally, ac.t on the CNS and PNS tc? re.duce. nerve | 2D —0.137 17 574/22.686] vs 0.460 [13,690/29,767]: risk > U
o i damage, inflammation, and pain hypersensitivity. Fibromyalgia OR 0 553 * ratio 0.726, 95% C1 0.710-0.742). Opioid (3D 2
b FM) presents with neuropathic pain and small fiber | | ) —
@ Z ﬁeu:op athy, resulting in sipnificarr)\t opioid use, estimates range Time to Median 1 299 days, Median 1170 days, HRO0.872 hazard was lower (HR 0.893, 95% CI1 0.868 4 -
- @O Pathy, & 1N St P € 5 firstopioid  survival probability 41.0%  survival probability 40.8% (95 % CI 0.848- 0.919; log- £ N
m < ) C ey . -

S z 5 from 20-55%. We hypothesize that GLP-1RAs might prove to be 0.897): log-rank rank p< 0.001). Opioid instances per patient © (D N
C o w opioid sparing, reduce acute care use, and increase the overall v*83.1, p<0.001 were also lower (mean 1.34 vs 2.55; = 9_ 5."'
<Ct C S mental health quality in FM Opioid Mean4.68+12.74  8.05+18.87 (median2) t=-53.56, t=-22.35, p< 0.001) (Figure 2) 2 o
W I N . . =

@) % instances (median 1) df =262 754, _ _ O =5 =
5 LO per patient 5<0.001 Neuromodulator/adjunct fills showed lower o D S
S ' : risk with GLP-1RA (0.246 vs 0.329; RR e =
gt D o ; pos =
25 D, sy E R

8 A retrospective, multi-network cohort study on the TriNetX FC)SLP 1RA (risk O 424? 0.494' RR 0.858 tf;n*- 2

® E— E . . . . ) T . . B (”S " VS U. ’ " ) - —
T o Research Network. Adults (218years) with an FM d|agnos|5 In a large national EHR network, GLP-1RA initiation among adults with FM 95% C| 0.837-0 880) L -3
> 10 S and obesity was associated with clinically meaningful reductions in opioid _ ' ' _ sl
Q. 2 (LCD. 1(;) CI;/I M7.9:7.) a.nd 212 mlon;hs of datT. b.?;oresnd after exposure and other pain-related utilization over 6-12 months. Our findings (F|gure 3)- Symptom'burden proxies were > o
the I.n e()j( rugigltl':;?no(gu?_ R( S) Welre 'edlgll' e.-lr ?deXposure support prospective evaluation of GLP-1RAs as adjuncts for FM care and infrequent overall but nominally lower with
was incident - Initiation Semag utide, Irag utide, opioid-sparing strategies. GLP_1 RA (RR 0.756 95% CI 0634_0903)
exanatide, lixisenatide, dulaglutide, or tirzepatide) identified in
EMR; the comparator was patients with FM without GLP-1RA
exposure on a random outpatient visit. Propensity scores using Tald=d Secorespy suteom s
demographics, BMI, type 2 DM, baseline pain score, PHQ- Qutcomes GLP-1 RA Comparator  Effect
w 9/GAD-7 score, antidepressant/anxiolytic use, ED visits, and NMeuromeodulatorfadjunct fills Risk 0.246 0.343(19052/55554) RR0.719 (95 % CI 0.704-0.734), RD —0.096, OR 0.627;
- T , , - (8 B48/35 595) HR 0.922 (95 % Cl 0.895-0.945); mean instances 5.53
c 2 comorbidities (depression, anxiety, OSA, osteoarthritis). ve 6.57 (p < 0.001)
: (-3 Primaryoutcome: Comparing any opioid fills. Secondary Symptom-burden proxies Risk 0.002 0.002 (267/131058) RR 0.819 (95 % CI 0.685-0.979), RD =0; HR 1.186
| E outcomes: Comparing neuromodulator/adjunct fills (218130648 Eﬁiq;' E{'];"E‘E’E” -321); mean instances 0.010vs 0.071
W (duloxetl.ne/ pr.e.ga b.alm/ gabapentin/tizanidine), pa.m—related Pain-related ED/inpatient Risk 0.425 0.512 (9 735/18 998) RR 0.529 (95 % Cl 0.809-0.850), RD -0.088, OR 0.703:
z ED/hospital utilization, and symptom-burden proxies (PHQ-9 encounters (5 181/12 193] HR 1.035 (95 % CI 1.001-1.071); mean encounters §.29
v >10, GAD-7210, or pain NRS >4 where available vs 9.95 (p < 0.0017)
o
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