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Background Methods Table 1a Results
» Obesity is both highly prevalent, « This retrospective, observational cohort study analyzed Prime Therapeutics’ integrated pharmacy and medical claims data from 16 million commercially Pre-Post Year 1 Change in Clinical Outcomes, Among New Start GLP-1 Members to Treat Obesity Without Diabetes and « A total of 3,346 commercially insured members newly initiating GLP-1therapy, and 384,309 control group
with 40.3% of the US adult insured members covering all regions of the United States across the 4-year period of January 1, 2020, to December 31, 2023. Matched Controls* members, met all initial study criteria.
populatpn con5|dereq obese, and « Study inclusion was limited to members newly initiating a GLP-1 (index date in calendar year 2021), defined as no GLP-1use in prior year, i.e., the GLP-1 Vear 1op Matched | Matched | Year1-p « The final analysis cohort was 3,046 GLP-1therapy members and 8,653 control group members; 300
costly,lwgh r'(icentl ist:jmhate;r?f identification period, with member continuous enroliment 1year before (pre-period) and 2 years after (post-period) the index date required. Pre- e D'ef?;r;n:;z Cjn:roels Cjn:roels D'ef?;r;nzz Annual (9.0%) GLP-1utilizing members did not match to controls. Characteristics were well-matched between
annual obesity-related nealtn care . : _heri - o : : : : : > o - - . . Difference- groups, with standardized mean differences less than 0.1 for all comparisons, except for age group with a
costs topping $170 billion.'? Members were required t.o have a pre per|<->d mec?lcal cle?lm, |ncllud|ng a diagnosis code for obesity or Z code. for body massllndex (BI\/II). 230. | Clinical Event Year Year1 | (% change) | Pre-Year Year 1 (% change) Sishelagl P-value standardized mean difference (SMD) of 04703,
« Glucagon-like peptide-1 - Members were excluded if they had a DM diagnosis medical claim or a pharmacy DM drug therapy claim during the pre-period, or medical claim o ot - o )
(GLP-1) receptor agonists have diagnosis in pre-period for HIV/AIDS, hemophilia, sickle cell disease, malignant cancer, or end-stage renal disease. N = 3,046 (95% Cl ’ Mezén ?)g? for b%tg 1E/il_hP;1! utrlil_thers anfd Controggrﬁu]? mctelmbers was 406 years; 81% were women, 14.1% had
- . . : . L : . . - : , prediabetes, an 6 had a history of myocardial infarction.
demonstrated significant weight « Using the same inclusion and exclusion criteria, a control group was identified using 13.5 million members with at least 1 pharmacy claim for any drug L o o o o o o o o _ o _
reduction benefits and efficacy during 2021 and without a GLP-1claim in calendar year 2021 and 1year prior to study index date. Bariatric surgery 0.2% 0.9% 0.7% 0.9% 0.9% 0.0% 0.7% (0.3t01.2)  0.0024 o Acrossl prte-yefar grlcd yelar 1,DID ?[t(at|st|ca|| glc[))rpgg;son fggzg ;hi Gll_lz—j group ha? S|gn|f||<[:)a|[r)1_tlc3)/7kl}ghero 002)
in reducing cardiovascular risk « A 2-step matching approach with direct matching followed by propensity score matching was used to identify the control group. Joint replacement 0.9% 11% 0.2% 11% 0.8% -0.3% 0.6% (0.0to1.1)  0.0492 Z2gl;acgfee;azcjfelgti;gizaa:ﬁglegID?gzlf p=0.01.883’ b= ) bariatric surgery (annual DID: 0.7%, p=0.002)
-Slfh ?S non—fatfaltrr}y(zcalidlal g — Step 1: Direct matching on gender, health plan, line of business (i.e., fully insured, health insurance marketplace, self-insured), BMI group, prediabetes, MACE 11% 0.9% -0.2% 1.3% 11% -0.2% -01% (-0.6t0 0.4) 07365 Across pre-year and year 2, DID statistical comparison found the GLP-1 group had significantly higher
infarction, non-fatal stroke, an ; A : : : : o ° - , -
cardiovascular-related death in pregnancy, and us_e of statin, renin angllcl)tensm system antagor.nst (RASA), z.and/or antidepressants at index date _ RASA medication initiation* 281% 30.0% 1.9% 29.5% 30.9% 1.4% 0.5%(-05t016)  0.3241 annual rates of joint replacement (annual DID: 0.6%, p= 0.0495) and bariatric surgery (annual DID: 1.6%,
clinical trials.2 — Step 2: After the direct match, GLP-1 utilizers were matched using propensity scores on 5-year age bands, month of index study date, Charlson e — 175% 20.0% 2 5Y, 18.4% 20.7% 2 39 0.1% (-0.9 to 1) 0.8322 p<0.001).
. _ . Comorbidity Index score and conditions,” and pre-period drug utilization of non-GLP-1weight loss drug therapy by class (e.g. phentermine, . No other statisticallv sianificant chan in annual clinical outcomes were observed
- Additionally, while wel?ht loss topiramate, naltrexone, etc). Acute kidney injury 0.6% 0.6% 0.0% 0.6% 0.8% 0.2% -0.2% (-0.6t00.3) 0.4207 ©other statistically significant changes In annuat clinical outcomes were observed.
may reduce the need for bariatric oy
suré ery and joint replacement » Clinical outcomes included: bariatric surgery, joint replacement, major adverse cardiovascular event (MACE) (a composite of acute myocardial infarction, Acute pancreatitis 0.1% 0.6% 0.5% 0.3% 0.4% 0.1% 0.4% (0.1to 0.8) 0.0188
evidence also suggests ’ stroke, transient isc_:hem.ic_attack, coronary artery bypass graft, and percutaneous transluminal coronary angioplasty), RASA and statin medication use Cholecystitis 01% 0.3% 0.2% 0.2% 0.2% 0.0% 0.2% (0.0 to 0.5) 00762
: . change, and negative clinical events.
improved clinical outcomes Gastroparesis 0.2% 0.4% 0.2% 0.2% 0.3% 0.1% 01%(-01t00.3)  0.2882
among patients combining . _ o
GLP-1with endoscopic bariatric Outcome Event Outcome Definition Intestinal obstruction 0.3% 0.4% 0.1% 0.5% 0.4% -0.1% 01%(-0.3t00.4)  0.6953 Limitations
therapy or bariatric surgeries Nonarteritic ischemic - Data were sourced from administrative health care claims; therefore, misclassification bias may h
: : . : . : 0.0% 0.0% 0.0% 0.0% 0.0% 0.0% 0.0% (0.0 to 0.1 0.5637 ’ ’ y have
and when used con0305m|tantly Acute kidney failure ICD-10-CM in any position: N17.x optic neuropathy ’ ’ ’ ° ’ ° 6 ) occurred due to using medical and pharmacy claims to exclude individuals without diabetes and to
in joint replacement.> Aeut il infarct CDAO-CM o o1y (22 Thyroid cancer 0.0% 0.0% 0.0% 0.0% 0.1% 0.1% -01% (-0.2t00.0)  0.1359 identify those with obesity.
« Whi _ P cute myocardial infarction -10- in any position: 121.x, 122.x : o g . . .
;/g/?:/l\lee%hlz rT1]sa 2;2 21;222??#;% 21 negative event® 1.2% 2.0% 0.7% 17% 2 0% 0.3% 0.5% (-0.2 to 1.2) 01772 » While gr:)upi vr\:erdetwell—baJI[anlced,t 9At91;||dent|flfd new star;c GLF;—1 cla_z_etsntt;;] W|tr;out DM treated members
, - . o . were not matched to a control, potentially resulting in an external validi reat.
medications are associated with Acute pancreatitis ICD-10-CM in any position: K85.x >1 severe negative event' 1.0% 1.5% 0.5% 1.4% 1.6% 0.2% 0.3% (-0.4t00.9)  0.4253 potenay o Y o _
gastrointestinal side effects . antrol group mer_nbers may have initiated GLP-1weight loss therapy after 2021, resulting in a potential
such as nausea, vomiting, and Bariatric surgery CPT in any position: 43644, 43645, 43770, 43775, 43842, 43843, 43845, 43846, 43847 misclassification bias.
diarrhea. Long-term safety N . N » Our study examined a commercially insured membership and therefore is not generalizable to Medicare or
concerns include potential risks Cholecystitis ICD-10-CM in any position: K81.9x Table 1b Medicaid populations.
of pancreatitis, gastroparesis, : — Pre-Post Year 2 Change in Clinical Outcomes, Among New Start GLP-1 Members to Treat Obesity Without Diabetes and » The impact of an individual's cost sharing, other diagnoses, social determinants of health, or other member
cholecystitis, intestinal obstruction, Coronary artery bypass graft CPT inany position: 33510 to 33523, 33533 to 33536 Matched Controls* characteristics are outside the scope of this analysis and are worthy of future consideration.

acute kidney failure, nonarteritic

ischemic optic neuropathy, and Gastroparesis ICD-10-CM in any position: K31.84 Year 2-Pre | Matched | Matched | Year 2-Pre Annual
thyroid 5 ' ' :
yrc?l cancer _ Intestinal obstruction ICD-10-CM in any position: K56.x Clinical Event g/lffirence) gon_tYroIs C$ntr<)2Is g/lffirence) Difference- P-value :
» The impact of GLP-1obesity ochange) | Fre-rear ear °Chang® | in-Difference Conclusions References
treatment initiation on clinical Joint (hip or knee) replacement CPT in any position: 27440, 27442, 27443, 27445, 27446, 27447, 27120, 27125, 27130, 27132 N = 3.046 N = 8.653 (95% CIt « In this intent-to-treat real-world analysis, 1. Wong HJ, Sim B, Teo YH, et al. Efficacy of GLP-1receptor
outcomes in members without = =9 agonists on weight loss, BMI, and waist circumference for

no improvement in clinical outcomes was patients with obesity or overweight: A systematic review,

ﬁ?sbr?é?z Eet:feuﬁa(le—l\;vcci)crjlgtzzﬁlng Nonarteritic ischemic optic neuropathy ICD-10-CM in any position: H47.01 Bariatric surgery 0.2% 1.4% 1.2% 0.9% 0.5% -0.4% 1.6% (1.1to 2.1) <0.001 seen over the 2-year period. meta-analysis, and meta-regression of l(ﬂ)ran omized
' : . controlled trials. Diabetes Care. 2025;48(2).292-300.
Percutaneous transluminal coronary angioplasty CPT in any position: 92920 to 92944, C9600 to C9608 Joint replacement 0.9% 1.4% 0.5% 11% 1.0% -0.1% 0.6% (0.0 to 1.2) 0.0495 CoTpared to tpf. ma:[[Ch?d cont1r?l gtrrc]) up: doi:10.2337/dc24-1678
MACE 11% 15% 0.4% 1.3% 1.5% 0.2% 0.2% (-0.4t00.8) 05630 acliie pancreatilis ratesin year | for the 2. Drucker DJ. Efficacy and safety of GLP-1 medicines for type
Objective Renin-angiotensin system antagonists : - e GLP-1-treated group were significantly 2 diabetes and obesity. Diabetes Care. 2024:47(11):1873-1888.
The obiective is to describ (RASA) medication Generic Product Identifier: 3610x, 3615x, 3617x, 3699x RASA medication initiation? 28.1% 30.5% 2.4% 29.5% 31.7% 2.2% 0.2% (-11to 1.5) 0.7363 higher, resulting in number needed to harm doi10.2337/dci24-0003
€ objective s 1o aescribe : ot AR Aot of 1in 250 treated GLP-1 utilizers. All other 3.lmam A, Alim H, Binhussein M, et al. Weight loss effect of GLP-1
T Statin medication initiation? 17.5% 21.2% 3.7% 18.4% 22.9% 4.5% -0.8% (-2.0t0 0.4 0.1998 .’ O LV S ;
changes in clinical outcomes | Statin medication Generic Product Identifier: 279930x, 3940x, 399940x, 409925x . - o ) o 0 o i L ! negative event rates were no different, RAs with endoscopic bariatric fherapy and bariatric surgeries.
79930 3940 S35 0% 0% O3 0% 0% O3  OOKCOSWOS OO0 indcaingGLP-obesty reamentumsnot ST S0 bt ot 20 i b
armong commercially msured obese Stroke ICD-10-CM in any position: 160.x to 164.x Acute pancreatitis 0.1% 0.3% 0.2% 0.3% 0.3% 0.0% 0.2% (-01t005)  0.2101 resulting In higher rates of medcal care for ' Maimonides Medical Center. Published 2024. Accessed
" adverse effects, except for pancreatitis. , _ : imo. - _ —to-
members without diabetes mellitus _ _ . Cholecystitis 0.1% 0.3% 0.2% 0.2% 0.2% 0.0% 0.2% (-0.1to 0.4) 0.2314 N , P p . ﬁg{gﬁ;’_’jg,ﬁ?ffpgﬁgiﬁﬂ?gﬂﬁcgﬁéi'f I-drugs-found-to
(DM) compared to a matched Thyroid cancer ICD-10-CM in any position: C73.x _ . . . . . . . « Additionally, higher rates of joint _ o
contrg(lj rgi € - oaidl :Sg O‘? Gastroparesis 0.2% 0.3% 0.1% 0.2% 0.3% 0.1% 01% (-0.2t00.3)  0.5554 replacement and bariatric surgeries were 5. Pret—%p?ratlvs gseptf GLP-1s may redtycetcorf]cﬁhcattlons aftber )
y . . . . aypn . . . metapolic an ariatric surgery In patients with extreme opesiIty.
treatme?w i peprsis’?ence. Transient ischemic attack ICD-10-CM in any position: G45.x Intestinal obstruction 0.3% 0.6% 0.3% 0.5% 0.6% 01% 0.2% (-0.2 to 0.6) 0.2906 observed in the GLP-1-treated group . American Society for Metagol% an% Bariatric Surgery. Publishe{j
Nonarteritic ischemic compared to match controls, although this June 13, 2024. Accessed February 6, 2025. https://asmbs.org/
- - ' | /pre- ive-use-of-glp-1s-may- -
 Negative clinical events included: acute kidney injury or failure, acute pancreatitis, cholecystitis, gastroparesis, intestinal obstruction, nonarteritic optic neuropathy 0.0% 0.0% 0.0% e 010 S 0.0% (0110 0.0) D mraeycgﬁéjiﬁgr;cic;GLI;;r?ESeSil’ﬁy;eagn entas QirnvéﬁEiﬁﬁﬁifaﬁ;er_fn"e?;ﬁi_‘;ii_%aﬁa?riﬁ_sr?ﬁéer@‘fﬁf_e
) ,' g°§§g§ Sﬁéfmerapeutics LLC ischemic optic neuropathy, and thyroid cancer. Severe negative events were limited to acute kidney failure, acute pancreatitis, intestinal obstruction, _ . . . . . . . P gp gery. patients-with-extreme-obesity/
S 5900 Ames Crossing Road, nonarteritic ischemic optic neuropathy, and thyroid cancer. Thyroid cancer 0.0% 0.1% 0.1% 0.0% 0.2% 0.2% -01% (-0.2to01)  0.3583 » The results of this study suggest that 6.Gao X, Hua X, Wang X, Xu W, Zhang Y, Shi C, Gu M. Efficacy
A iagan’ MN 55121 - All study outcomes were measured as annual percent of members with the outcome of interest. 21 negative event® 1.2% 2.5% 1.2% 1.7% 2.4% 0.7% 0.5% (-0.2-1.3) 01682 't may take longer than 2 years to and safety of semaglutide on weight loss in obese or
. Academy of Managed Care _ _ _ _ _ o . observe clinical event reductions among overweight patients without diabetes: A systematic review and
i:ﬂzfzf&veﬁmgcp) - Annual percent change between groups and across periods (pre-period vs. year 1 post-period, pre-period vs. year 2 post-period) were statistically 21severe negative event' 1.0% 1.9% 0.9% 1.4% 2.0% 0.6% 0.3% (-0.4 t0 1.0) 0.3473 the general GLP-1obesity treatment meta-analysis of randomized controlled trials. Front Pharmacol.
March 31-April 3,, 2025, analyzed USing difference-in-difference (DID) regreSSion- Cl = Confidence Interval, MACE = major adverse cardiovascular event; RASA = renin-angiotensin system antagonist (antinypertensive) population, emphasizing the need to fairly 2022;13:935823. doi: 10.3389/fphar.2022.935823.
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