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Discontinuation of Semaglutide AmongOlder Adults
With Diabetes in the US and Japan
Semaglutide improves cardiovascular, kidney, andmetabolic

outcomes, but its benefit may be limited if patients discon-

tinue therapy.1 Prior studies have shown high discontinua-

tion rates of glucagon-like peptide-1 receptor agonists (GLP-

1RAs) as adrugclass,2but few

studieshavespecificallystud-

ied frequencies and predic-

torsof injectablesemaglutidediscontinuation.3,4Assessingdis-

continuationpatternsacrosscountrieswithmarkeddifferences

in population-level cardiometabolic risk as well as structural

differences inhealthcaresystemsmayelucidate importantpre-

dictors of semaglutide discontinuation and inform strategies

to supportpersistence.Therefore,weusednationalhealthcare

databases in theUSandJapan toevaluate frequencies andpre-

dictors of discontinuation of injectable semaglutide in older

adults with diabetes.

Methods |We includedUSadults froma 100%sample ofMedi-

care claims (traditional fee-for-service and Medicare Advan-

tage) between January 1, 2018, and December 31, 2022, and

Japanese adults from the DeSC database between January 1,

2018, andOctober 31, 2023.We included adults aged 65 years

orolderwithdiabeteswho initiated injectable semaglutidepre-

scriptions. Details of data sources, study population, out-

come, andcovariates aredescribed in theeMethods inSupple-

ment 1. Institutional reviewboard approvalwas exempted by

the Beth Israel Deaconess Medical Center because this study

involved secondary use of data (category 4); informed con-

Table. Demographic and Clinical Characteristics of PatientsWho Initiated Injectable Semaglutide

Among Adults Aged 65 Years or Older in the US and Japan

Patient characteristic

Cohort Absolute
standardized
differenceUnited States (n = 318 543) Japan (n = 8531)

Age, mean (SD), y 71.7 (5.3) 77.3 (7.3) 0.88

Sex, No. (%)

Female 175 191 (55.0) 4247 (49.8)
0.10

Male 143 352 (45.0) 4284 (50.2)

Self-reported race and ethnicity, No. (%)a

American Indian or Alaska Native 2741 (0.9) NA

NA

Hispanic 11 988 (3.8) NA

Non-Hispanic Asian 7117 (2.2) NA

Non-Hispanic Black 38 638 (12.1) NA

Non-Hispanic White 244 651 (76.8) NA

Other 6192 (1.9) NA

Unknown 7216 (2.3) NA

Insurance type, No. (%)b

Dual enrollment in Medicare Advantage
and Medicaid

74 363 (23.3) NA

NA

Medicare Advantage 187 154 (58.8) NA

Comorbidity, No. (%)

Hypertension 187 154 (58.8) 7374 (86.4) 0.62

Obesity 134 461 (42.2) 316 (3.7) 0.92

Chronic kidney disease 156 923 (49.3) 3813 (44.7) 0.09

Heart failure 63 573 (20.0) 3378 (39.6) 0.43

Ischemic heart disease 110 999 (34.8) 3311 (38.8) 0.08

Stroke or transient ischemic attack 27 077 (8.5) 1739 (20.4) 0.34

Peripheral vascular disease 65 657 (20.6) 314 (3.7) 0.52

Cancer 29 899 (9.4) 1088 (12.8) 0.11

Depression 85 928 (27.0) 921 (10.8) 0.41

Dementia 20 716 (6.5) 1124 (13.2) 0.22

Prior use of any other GLP-1RAsc 68 952 (21.6) 1373 (16.1) 0.14

Abbreviations: GLP-1RAs,

glucagon-like peptide-1 receptor

agonists; NA, not applicable.

a Race and ethnicity are a social

construct not used in Japan. For US

individuals, Medicare determines

race primarily by using self-reported

data from the Social Security

Administration, enhanced using an

algorithm that identifies additional

individuals as Asian and Hispanic

based on their first or last names.

The "other" category includes

individuals who self-identify as

Native Hawaiian or Other Pacific

Islander or other race and ethnicity;

these groups were collapsed into a

single category due to their small

sample size.

bThese insurance categories are

defined for Medicare Advantage

beneficiaries and are not used in

Japan.

c Any other GLP-1RAs include

albiglutide, dulaglutide, exenatide,

liraglutide, and lixisenatide.
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sent was waived. Data analysis was performed from July 1,

2024, to June 30, 2025.

First,wedescribedthesociodemographicandclinical char-

acteristicsof adultswho initiatedsemaglutide. Second,wecal-

culated the frequency of discontinuation at 12 months after

initiating semaglutide, defined as having a gap in any GLP-

1RAs (semaglutide or other) of 60days or greater. Last, we as-

sessed the associations of patient characteristics among those

who discontinued at 12months usingmultivariable linear re-

gression models.

All analyseswerecomplete-caseanalyses conductedusing

SASversion9.4 (SAS Institute Inc) andRversion4.2.3 (RProj-

ect for Statistical Computing).

Results | A total of 327074 individuals were included in the

study: 318543 in theUS (mean [SD] age, 71.7 [5.3] years; 175 191

[55.0%] female) and 8531 in Japan (mean [SD] age, 77.3 [7.3]

years; 4247 [49.8%] female) (Table). At 12 months after initi-

ating injectable semaglutide, 2.8%ofUSpatients and 10.1%of

Japanese patients had switched to oral semaglutide or other

GLP-1RAs, while 59.5% of US patients and 30.8% of Japanese

patientshaddiscontinuedallGLP-1RAs. Inbothcountries, pre-

existing chronic kidneydisease (CKD) and cardiovascular dis-

ease were associated with greater discontinuation (eg, CKD,

+2.27 [95% CI, 1.73 to 2.82] percentage points in the US and

+6.22 [95%CI,4.21 to8.24]percentagepoints in Japan; stroke,

+1.94 [95% CI, 1.29 to 2.59] percentage points in the US and

+2.84 [95% CI, 0.34 to 5.34] percentage points in Japan)

(Figure). In the US, discontinuationwas less frequent in indi-

viduals dually enrolled in Medicare and Medicaid compared

with those enrolled inMedicare alone (−11.89 [95%CI, −12.32

to −11.46] percentage points).

Discussion | In this binational study of older adultswith diabe-

tes, nearly 6 in 10 US adults and 3 in 10 Japanese adults dis-

continued GLP-1RAswithin 12months of initiating injectable

semaglutide. Individualswith cardiovasculardiseaseandCKD

were more likely to discontinue GLP-1RAs in both countries.

Patientswith established cardiovascular disease andCKDhad

higherdiscontinuationrates inbothcountries,which is trouble-

some given the substantial clinical benefit these high-risk in-

dividualswouldbeexpectedtoderive fromGLP-1RAtherapy.1,5

Figure. Association of Patient CharacteristicsWith Discontinuation of Injectable Semaglutide in the US and Japan

US, risk difference
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We usedmultivariable linear regressionmodels to evaluate the association of

baseline characteristics with discontinuation of all glucagon-like peptide-1

receptor agonists (GLP-1RAs) within 12 months of injectable semaglutide

initiation, separately for the US and Japanese cohorts. Themodels included the

covariates shown in the figure as well as an indicator variable for the calendar

year in which semaglutide was initiated. Note that race and ethnicity are a social

construct that is not used in Japan; for US individuals, Medicare determines race

primarily by using self-reported data from the Social Security Administration,

enhanced using an algorithm that identifies additional individuals as Asian and

Hispanic based on their first or last names. The "other" category includes

individuals who self-identify as Native Hawaiian or Other Pacific Islander or

other race and ethnicity; these groups were collapsed into a single category due

to their small sample size. The USmodel accounted for type of Medicare

(fee-for-service [FFS] or Medicare Advantage [MA]) and whether or not the

individual was dually enrolled in Medicare andMedicaid; these categories are

not applicable to the Japanese cohort and were therefore excluded from the

Japanmodel. CKD indicates chronic kidney disease.
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Our findings suggest that both individual- and structural-

level factors likely contribute toGLP-1RAdiscontinuation.Al-

though our study could not directly assess the reasons for

semaglutide discontinuation, potential drivers includemedi-

cation intolerance, out-of-pocket costs, and drug stockouts.

The lower discontinuation rates observed in Japan compared

with the USmay reflect lower copayments formedications in

Japan.6This interpretation is supportedby the finding thatUS

individuals with dual Medicare and Medicaid enrollment—

who generally have lower medication out-of-pocket costs—

were less likely todiscontinue therapythanpatientswithMedi-

care alone. These observations underscore the importance of

minimizing cost sharing to improve the affordability of these

effective therapies.

Study limitations include lack of information on out-of-

pocket costs and characteristics of health care professionals

as well as uncertain generalizability to patients without dia-

betes, younger populations, or individuals initiating oral

semaglutide.

In conclusion, the high frequency of discontinuation in

2 countries with structurally different health care systems

and differing burdens of cardiometabolic conditions high-

lights the need for concerted global efforts to support per-

sistence with semaglutide, particularly among populations

at high risk.
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COMMENT&RESPONSE

High-Risk Areas—The Trees in the Forest
To the Editor Liu et al1 show that prevalence of cardiometa-

bolic risk factors and coronary heart disease, but not stroke,

washigher in rural vsurbanareasof theUSusing thedata from

the 2022 National Health Interview Survey using county-

level assessments of urban vs rural status.We see high preva-

lence of cardiometabolic risk factors and cardiovascular out-

comes in theBronx,which is thepoorest urban county inNew

York state.2 We are left to wonder whether relative homoge-

neity ofmarkers of poverty in rural counties, defined aspopu-

lation less than 50000,might bias the results in favor of rural

counties. Markers of wealth are highly heterogeneous in the

urban counties of New York City, New York. For example, we

haveshownthat redlinedcensus tracks (deniedaccess tohous-

ing loans fromthe 1930s to 1960s) currentlyhavehigher stroke

prevalence than nonredlined census tracks.3 Such local hot

zones,orhigh-riskgeographicplaces, likely represent thehigh-

est riskof cardiovasculardisease in theUS.The structural driv-
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