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LIMITATIONS

Table 5. Percentage of Patient-months with PTH » MPR calculation based on the DaVita Rx® data may lead to patient

METHODS cont.

» EXxposure:

INTRODUCTION

» Cinacalcet (Sensipar®) is used to treat secondary hyperparathyroidism

RESULTS
Figure 1. Patient Selection Flow Chart

Table 3. Fixed Effect Model on PTH Values

(SHPT) in dialysis patients - Iwo methods of adherence measurements were used. Control by Pattern of Presecription as Ordered b miscalssiication due to
. Adh (0 2 dailv ci t regimen in real life oractice is | — Medication Possession Ratio (MPR) defined as Total Day Supply / o vy P Y - potential continuation of cinacalcet therapy after discontinuation
erence to a daily cinacalcet regimen in real life practice is less Ob : od for 12 rmonths following first cincalcet Cohort 1 Cohort 2 Phys:c:an .
than that demonstrated in clinical trials? >STVALOn PETIOT T ¢ OIS THUWING TITS: BINCAILEL USe Population in Davita Rx from DaVita Rx® program
— Discontinuers (= 180 day gap between refills) Jan 2009 and Dec 2010 : : . .
»As with other oral medications, non-adherence to cinacalcet may — Low adherence (< 0.8 MPR) TSR Variables F Value P Value g Variables F Value P Value - Accumulation of unused pills
prevent patients from experiencing the full benefits of therapy - High adherence (= 0.8 MPR) . l " Wit 12 months of lab data MPR group 301 0.049 || MPR group 134 026 First Time Cinacalcet Rx Patients Classified by Physician Order Pattern * Measurement of MPR is aggregated over 12 months, the relationship
+ Retrospective studies have shown that adherence can have an impact - Discontinuation categorized based on prescription orders from the Cohort 1 C,get g:gg :88881 C,get 582'1279 <00600(11031 T - T Sy between MPR and monthly PTH reported here may not be reflective of
inical and - out 37 but the alaorithm and th CDW (as ordered by physician) n = 3916 niage ' ' mage ' ' eve ontinuers ISCONLINUETS value short-term adherence cycles, including patients who discontinued
On Clinical ahd economic outcomes,™ but Ine algoriinm and he _ Continuous orders Body mass index 439 0.036 || Body massindex 299 0.084 n =903 N=740  for Difference | caloet for legitimat - Cohorts 8 and 4
terminology of adherence varied among different studies’ _ Multiple starts and stops First time cinacaloet users with Exclude subjects with clinical Race 853 <0.0001 | [ Race 574 <0.0001 PTH < 600 pgimL 04 %033 YTETYET 20000 cinacalcet for legitimate reasons in Cohorts 3 an
_ Single stops (discontinuers) new order record + 30 days from initial il reasons for discontinuation Gender 588 0015 || Gender 545  0.020 PTH 300 to 600 pg/mL 055 £ 033 047 + 033 <0.000" » Cross sectional design may not be able to capture the longitudinal
* Outcomes: Primary insurance 1.54 0.17 | | Primary insurance 224 0.048 — p— pv— causal relationship between the cinacalcet adherence and PTH control
— Percent of patient-months with controlled PTH by adherence Primary cause of ESRD  1.21 0.31 || Primary cause of ESRD 1.72  0.16 PTH 15010 990 pgml 412028 0.94£0.21 < 0.000 . Foll k should R na the Ph ot
Values represent percent months in range; Data represents mean x standard deviation O OW.-Up WOTK Should consiaer merging the .armacy prescription
Categor_y Cohort 3 Cohort 4 Continuers = continuous users grouped with patients with multiple starts and stops data with the CDW order data and explore longitudinal models (eg,
. AnaIyS|s: Discontinuers = patienst with a single prescription which was stopped during the observation period variable Iength of follow up) to address the limitations

Variables F Value P Value § Variables F Value P Value

OBJ ECT|VES — Generalized Linear Mixed Effect Model

— Random effect

discontinuation of cinacalcet
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Dose/Frequency change
Dose/Frequency change

75 829

65.94%

65.94

» Characteristics similar to the United States Renal Data System

dialysis population

mostly driven by discontinuers; however, the absolute diference
among subgroups may not be clinically meaniningful

» Patients with multiple starts and stops had a higher variablitity of PTH
than continuous users

- New order + 30 days from intial fill MPR group 0.84 0.43 MPR group 0.89 0.41
. . - y
» The primary objective was to evaluate the association between - Individuals o + R Age 3723 <0.0001 | | Age 1235  0.00050 CONCLUSIONS
adherence and clinical outcomes, specifically PTH level, among — Fixed effects Excluding clinical reasons for discontinuation Vintage 3355  <0.0001 | | Vintage 1211 0.00050
dialysis patients - MPR groups — Sex Body mass index 158 021 || Body mass index 407 0.044 » The MPR-based analysis showed an association between adherence
s . - - Age - Race . P Race 392 0.0003 || Race 411 0.00020 and PTH control, but the results were not consistent across the
» The secondary objective was to compare dnfferent methgds of. _ Vintage _ Primary cause of ESRD Table 2. Patient Characteristics by Cohort Gender 1074 00011 || Gender 635 0012 sensitivity analyses
adherence measurgmepts by u§|ng ”lnedlca.tlor.l POSSESSIoN ratio - BMI — 3rimary Insurance Primary insurance 0.78 0.56 Primary insurance 1.75 0.12 , , ,
(MPR) and discontinuation/continuation as indicators of adherence Cohort 1 Cohort 2 Cohort 3 Cohort 4 Primary cause of ESRD  1.44 0.23 || Primary cause of ESRD  1.93 0.12 - Cor.npared.to low adherence and discontinuers, h|gh.adherence |
Table 1. Reasons for Change or Discontinuation on n=3916  n=1726  n=2367  n=1012 patients with the greatest MPR (= 0.80) do have a higher proportion
Cinacalcet Orders Age (years) + MPR was a significant predictor of PTH control in the main analysis, of controlled PTH months, but the differences between the groups
0, mean (SD) 52.46 (14.12) 51.81(14.18) 52.63(13.95) 52.00 (14.13) but was inconsistent across sensitivity analysis cohorts do not appear to be clinically meaningful
Clinically justifiable reasons for discontinuation 31.35% intage (years) Flgure 2 Patient PTH Control by Months Amon g The prescription order-based analy3|slshowled that continuous users
Patient transfer/discontinued dialysis/death 25521  21.32 mean (SD) 434 (3.86) 3.86(3.63) 4.33(3.84) 3.82(3.57) Conti U d Patient th Multile Start had better PTH control compared to discontinuers. Furthermore,
METHODS Healthcare provider discontinued 3722 3.6 BMI' (kg/m?) _ _ ontinuous Users ana Fatients wi uitipie otarts compared to continuous users, patienst with multiple stops and starts
o - | _abs 4740 401 mean (SD) 2015 (7.42) 29.32(7.78) 29.19(7.12) 29.25 (7.68) Table 4. Percentage of Patient-months with and Stops Based on Prescription as Ordered by had higher PTH variability
» Data: DaVita Rx® data contain patient-level data on pharmacy fills for Hospitalization 439 0.38 Sex (%) Biochemical Control bv Adheren Cohort 1 Physici . , ,
patients enrolled in the DaVita Rx® pharmacy program. Data was Parathyroidectomy 377 033 . 1906 1842 1863 1875 y ce-Lono ysician + Our analyses suggest of a relationship between cinacalcet adherence
. B Side effects 1069 093 - - - - and improved PTH control, although limitations of data and
merged with DaVita® Clinical Data Warehouse (CDW) data that Discontinues not specified 370 176 Male £0.94 51 56 5137 5198 , | | |
contained patient level information on demographics, laboratory Transplant T 0 Race (%) Low-Adherers High adherers  Discontinuers P Value _+ Continuous User (n = 809) methhodolog|cal choices clearly warrant further exploration and more in
result, and physician orders for first time cinacalet patients between Labeled contraindication 18 0.02 Native American 046 099 034 030 o N =555 n =1822 n = 1539 “«— Multiple Starts and Stops (n = 94) depth analyses.
ilarlbar_y 1, 2(.)t09.and December 31, 2010 Other reasons for discontinuation Black 53.66 56.20 60.54 56.92 < 600 pg/mL
nclusion criteria: ———r—— Hisoanic 18.34 2016 18.42 19.96 % monthsinrange 0.91+0.34  093+035  0.8820.36 0.00030 _
— Primary cohort (Cohort 1) ?’Sﬁﬁﬁtr;"ricﬁé‘@”“ed 1336604 8;? Asizn/Pacific slander  2.15 1,62 2.03 1.38 300 to 600 pg/mL REFERENCES
— Patients in both the DaVita Rx® and DaVita® CDW database from e —— 336 0'29 Whit 17 16 1895 15 63 17 89 % months in range 0.52 £ 0.31 0.54 + 0.33 0.50 £ 0.33 0.0021 'K/DOQI clinical practice guidelines for bone metabolism and disease in chronic kidney disease. Am J Kidney Dis.
January 1, 2009 through December 31, 2010 Ent Tduolicate ord 304 0.08 * | | | ' 150 to 300 pg/mL Oct 2003:42(4 Suppl 3):S1-201 | -
Age > 18,years -c of January ; 2009, Pnt!‘y etrrort upliCate oraer oo 0.23 Other 2 27 2 14 104 2 08 % months in range 037 +0.26 041 + 028 035+032 <0.0001 irﬂ]r;cr:igr;?;s?g FI\)/l:;ilce)rr]\tesy Eém(c;l;glal(;t, (jg%lnzeoﬁ)(\)lvizjs)eggr;gnt of adherence to cinacalcet by prescription refill rates
- = , atient cos . . - - | T 1O8S
_ Pafti g Alve] - . . Primary Cause ESRD (%) < 30% of baseline ’Andrade SE, Kahler KH, Frech F, Chan KA. Methods for evaluation of medication adh d persist i
Dat!ents oueving 'hem'OdIalySIS = fimes Pt V'veek : Tryl-ng to control with another drug 239 0.21 Diabetes 31 59 32 04 32 19 39 51 % months in range 0.39 = 0.31 0.37 £0.33 0.37 £0.32 0.37 au?or:\aatgd dataSaseers. Pharrren(;c:oepidzrr]niol Druz Soaf.SAct)JrggeZVgO%a;1lg?8;):52156-5%;Iginsc?usseicr)ing%a-gG;erSIS .
— Patients who are first time cinacalcet users defined as no cinacalcet Patient refused/never taken 224 0.19 ' ' ' ' 6 monih ‘Pruijm M, Teta D, Halabi G, Wuerzner G, Santschi V, Burnier M. Improvement in secondary hyperparathyroidism
fill before January 1, 2009 Per protocol 121 0.11 Hypertension 37.33 26.38 37.77 36.07 mean (SD) 45313 (454.71) 456.89 (439.82) 508.21 (545.33) 0.0046 due to drug adherence monitoring in dialysis patients. Ciin Nephrol. Sep 200972(3):199-205.
- Patienst with > 12 months of follow up Insurance does not cover 9 0.08 Polycystic Disease ~ 2.30 243 2.45 2.57 12 month 1 clincal pracic: adminiiathe cieims.based anlyss e systemate Iereure eview: Gl Exp NeptrolFeb.
— Sensitivity analysis cohorts IC\I:UFSIY}chgThe discontinued ;g 88; Other 38 78 29 14 27 59 28 85 mean (SD) 454.07 (404.85) 489.02 (503.80) 506.58 (506.67) 0.096 2898;132(51\3\:/4}-12' ok Lo KL B e S HA Satvaneie PR Tt ot d
. . . . " . e " Pins , 1dKemoto , Lentine , burrougns , ocnnitzier , vdlvalaggio . 1ranspiant outcomes an
— Cohort 2: subjects from primary cohort who were first time cinacalcet P(a)tlrr; Fr)f[eC?)u| x igtpglbtain 71 0.07 Primary Insurance (%) Cg zll:m 95 maldlL econor{]ic costs associated with patient noncor?wpliance to immunosuppressior?.gAm J TranspIZnt. Nov
users with a new order record in CDW + 30 days from initial fill date Medicaid 1151 1299 11 41 13.14 10 9.9 MY 2009,9(11):2597-2606.
_ : . . In study 15 0.0 edical - - - - %o months in range 0.79+0.27 0.78 £0.29 0.76 £ 0.29 0.093 "Williams TD, Dunette R, Kochevar JJ. Results of alternative definitions for Statin refill compliance, persistence and
Cohort 3: excl f subjects f hort who had - b P
_ |'O' O:'I A eXfC ubs|lon or su J?C Sd'rom p.”mary Cof O!’ W (l) d Prior authorization (PA) 10 0.01 Medicare 78.01 76.59 78 45 7757 Phosphorous gaps in a retrospective database analysis. Poster presentation at ISPOR 11th International Meeting 2006.
clinically justitiable reasons for discontinuation of cinacalcet Changed modality 9 00’ No | 0.5 0.70 055 0.5 3.5t0 5.5 mg/dL . . . - . e . Philadelphia, PA.
— Cohort 4: subjects from primary cohort who were first time cinacalcet Donut hole 5 0.00 V,Z SUrance 0. g 0. > 0. 3 0. 0 % months in range  0.59 + 0.34 0.60 £ 0.36 056+0.35 0.0014 C,OnthO,US users had higher PTH at Clnacqlcet initiation than p.atlents
users with a new order record in CDW + 30 days from initial fill date Sample ran out 4 0.00 o 9'53 9'44 9'17 8.20 Data represents mean = standard deviation with multiple StOPZ la”d starts, but the magnitude of PTH reduction CONFLICTS OF INTEREST
and excluding subjects who had legitmate clinical reasons for Awaiting refil 1 0.00 il ' ' ' ' » Proportion of months in control was associated with adherence, appears comparabie _

* This research was financially supported by Amgen, Inc., Thousand Oaks,
CA and conducted in collaboration with Da Vita Clinical Research®

American Society of Nephrology, Philadelphia, PA; November 8-13, 2011




