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BACKGROUND
Frailty is associated with aging and inflammation, leading to increased risk of mortality and morbidity '
Frailty appears to be more prevalent in patients with PMR vs. the general population

Reducing GC use is important in patients with PMR, particularly with frailty, which may be exacerbated by
GC use?

Patients with both PMR and frailty may benefit from IL-6Ri therapy as IL-6 is involved in the pathogenesis of
both'?

A retrospective study showed that a higher proportion of patients on IL-6Ri vs. conventional synthetic
immunomodulators (csIM) discontinued GC at 1 year (HR [95% CI]: 1.28 [1.02-1.60]*

OBJECTIVES

+ The study compared the effectiveness of IL-6Ri vs. csIM therapy as second (2L) and third (3L)
line treatment in the subgroup of frail patients with PMR

METHODS

« A subgroup analysis of patients with frailty from a retrospective cohort study using Medicare claims data
(Figure 1)

« IL-6Ri and csIM patients with PMR were direct matched and then propensity score (PS) matched on
multiple factors

+ PS matched pairs were with a claims-based frailty index (CF1), an algorithm for
estimation of frallty Ievels WhICh was based on the evaluation of gait speed, grip strength, and the 2-year
risk of death, insti disabili ization, and prolonged (>30 days) skilled nursing
facility stay, in a retrospective cohort study5

« Although CF120.25 and =0.25° have been used as thresholds for frailty, due to sample size CFl zmedian
(0.2) was used to identify more frail patients. Matched pairs with CFI 20.2 were retained for comparison

« The primary outcomes were time to GC discontinuation (d/c) and time to GC d/c or minimal GC.
Cumulative GC dose was also compared
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CONCLUSION

» Compared with csIM, IL-6Ri had a greater GC-sparing effect in the main cohort as well as the frailty subgroup of patients with PMR

» The treatment effect size seen in pa

nts with frailty appears to be larger than that reported in the main cohort*

» Frail patients with PMR may derive even greater benefit from IL-6Ri therapy compared with csIM therapy

RESULTS

- Ofthe 187 2L and 228 3L PS matched pairs from the main cohort, 89 (35 [39.3%] 2L and 54 [60.7%] 3L) * IL-6Ri vs. csIM initiators were significantly more likely to discontinue GC and achieve discontinuation of GC or minimal

had CFl 20.2, the median (frailty subgroup)

Most common csIM therapy in 2L and 3L, respectively: Main cohort: MTX (86.6%) and

LEF (71.1%); Frailty subgroup: MTX (77.1%) and LEF (64.8%)

Patient characteristics were generally balanced in both the main cohort and the frailty subgroup (Table 1)
or csIM as 2| 3L therapy after PS match

Main cohort Frailty subgroup
csimMt

-

748 (6.4) 75.2(5.8) 77.2(6.6) 76.0(6.5)
298 (71.8%) || 310(74.7%) || 70(78.7%) |[ 69 (77.5%)
373(89.9%) || 377(90.8%) || 81(91.0%) | 77 (86.5%)
360 (86.7%) || 361(87.0%) |[ 72(80.9%) |[ 61(68.5%)

87(6.3) 8.4.(6.6) 8.1(5.0) 8.4(54)

Characteri

Age at index, years®®

Gender, female"

Race, white®

Reason for Medicare enroliment, age 265 years®
Daily GC dose? during baseline (mg)*

Daily GC dose” category during baseline2®
<25mg

25-<5mg

5-<10mg

37 (8.9%)
78 (18.8%)
174 (41.9%)

42 (10.1%) <11 <11
79 (19.0%) 19 (21.3%) 19 (21.6%)
183 (44.1%) || 39 (43.8%) 40 (45.5%)
10-<15mg 81(19.5%) 70 (16.9%) 11(12.4%) 17 (19.3%)
15-<20 mg 29 (7.0%) 24 (5.8%) <11 <11
20-25mg <11 <11 <11 <11
>25mg <11
11.0(6.0)

Redacted - -
11.1(6.3) 11.1(6.4) 117 (6.3)

Daily GC dose* on index date (mg)*

Daily GC dose* category on index date®
<2.5mg

25-<5mg

5-<10mg

10-<15mg

12(2.9%) <11 <11 <11
37 (8.9%) Redacted <11 <11

125(30.1%) |[ 140(33.7%) |[ 30(33.7%) |[ 32(36.0%)

103 (24.8%) || 97 (23.4%) 17 (19.1%) || 20 (225%)

GC dose at 1 year in both the main cohort and the frailty subgroup (Figure 2, Table 2)
Figure 2: GC discontinuation and GC discontinuation or minimal GC at 1 year from index date in PS matched patients
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« IL-6Ri vs. csIM initiators were found to have a lower cumulative GC dose at 1 year in both the main cohort and
the frailty subgroup (Figure 3)

Figure 3: Cumulative GC dose at 1 year from index date in PS matched patients
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“(Total equivalents dispensed over follow-up/days of follow-up observalion)7. #Pearson’s Chi-squared fest, Wilcoxon rank sum test.

Resullts of sensitivity analyses for discontinuation of GC varying the censoring rules resulted in similar findings
in both the main cohort and the frailty subgroup (Table 2)

Table 2: Hazard ratios after PS match stratified by 2L and 3L therapy*

Main cohort Frailty subgroup

Outcome (Censoring rule) HR (95% CI)t HR (95% CI)* m

Time from first PMR diagnosis to index date (days)° | 831.1(900.5) || 852.5(938.9) || 12335(1184.1) | [ 12492(1196.1)

Comorbidities during baseline

Di GC 0 days**, death, outcome, one
year, stop index drug, switching) ‘ 1.28(1.02-1.60) ‘ 0.031 2.32(1.35-3.99) ‘

Di inue or minimal GC -60 days**, death,

Seronegative RA 219 (52.8%)

09(3.7)

214 (51.6%)
07(23)

51 (57.3%)
2.1(6.2)

50 (56.2%)
0.9 (26)

Number inpatient days during baseline®

‘ 1.28(1.03-158) ‘ 0025 2.23(1.34-3.71) ‘

outcome, one year, stop index drug, switching)

Discontinue GC ing censoring for one year) ‘ 1.16 (0.94-1.43) ‘ 0.175 1.88 (1.14-3.10) ‘

Number emergency department visits during baseline> | 0.4 (1.0) 05(1.1) 07 (1.1) 08(1.6)

Number outpatient office visits during baseline® 10.1(5.5) 10.1(5.4) 115(5.5)
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