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INTRODUCTION AND AIMS Table 1. Baseline demographic characteristics, Table 3. Hazard ratios for composite endpoint by
co-morbidities and cardiovascular risk factors subgroup and deviation from baseline Hb
» Since their introduction in 1989, erythropoiesis-stimulating agents All subjects| Diabet Non- Dialysis Non- T
(ESAs) have been a mainstay in the supportive care of patients N=5729 | N= : 'fl;':ta'i N = 4614 Ff??:i Analyses Hb maintained within £ 1 g/dL of baseline (BL)
With thE anaemia ﬂf Chrﬂ'niﬂ k|dnEY diSE‘ESE‘ (CKD} C”nical bEhEﬁtS AgE, mean, sh hr'EEIfS} 503 {15_42} 63.7 {12_12} 57.2 {15_34] 583 {15_54] 63.1 {14_29] All Hb values included
include improved physical performance and quality of life, as well Sex, male (%) 55.1 56.2 54.6 56.6 48.9 St S
as reduced need for blood transfusions.t Region, ex-US (%) 85.7 75.6 90.6 84.6 90.3 Composite Endpoint
Weight, mean, SD (kg)  70.8 (16.80) 78.0 (18.09) 67.3 (14.96) 69.5 (16.62) 76.1 (16.51) All subjects S S o.52 0.60-1.12
» However, randomised controlled trials (RCTs) which failed to Cause(s) of Renal Disease All diabetic subjects 220 SN 1.05 0.73-1.52
demonstrate improved cardiovascular morbidity and mortality Hypertension (%) 26.8 29.3 25.7 26.2 29.5 All non-diabefic subjects o 0.41-0.91
have raised concerns about potential harm associated with ESA Diabetes (%) 25.6 79.5 0.0 22.8 37.2 All subjects on dialysts 255N EEESAN 0.0 0-99=1.37
administration, especially to target haemoglobin (Hb) levels above Glomerulonephritis (%) 19.6 29 261 20.7 == “lstiiech noton/ciatysts He2 e o7 =
_ . . Other (%) 40.9 13.4 53.9 42.3 34.8 Red shading indicates HRs above 1 where the 95% Cls exclude unity.
13 g/d L:[E & althﬂugh thESE rESU|t5 hEVE given rise to CﬂntrﬂVEl—SY.[m] Not known {%} 0.9 0.2 1.2 11 0.0 Yellow shading indicates HRs below 1 where the 95% Cls exclude unity.
» We explored the relationship between stable maintenance of Co-morbidities Table 4. Hazard ratios for all-cause mortality by
Lo : Diabetes (%) 32.2 100 0.0 29.0 453 .. .
Hb levels and clinical outcomes in a pooled database of istory of subgroup and deviation from baseline Hb
23 prospective ESA studies in patients with CKD. o
hypertension (%) 85.8 92.2 82.7 83.6 94.9 Ad]usted Cox Regression Reference category:
M E T H 0 D S hyperlipidaemia (%) 36.3 55.1 27.3 32.2 52.8 Analyses Hb maintained within £ 1 g/dL of baseline (BL)

coronary artery
disease (%) 24.9 374 191 221 23.9 All Hb values included

congestive heart

_HR | 9s%a | HR | 95%cl

» Safety data were pooled from CKD patients treated with Mircera, failure (%) 15.2 22.8 11.6 14.4 — All-Cause Mortality
darbepoetin alfa, epoetin alfa or epoetin beta in the Hb maintenance peripheral vascular 43 25 3 01 1 e All subjects o 0.50-1.23
- . I 0 : ’ i ] ] 1 1 1 —_
setting of 23 RCTs, 13 of Hb maintenance and data from the follow- disease (%) All diabetic subjects 220 NSRS 100 0.60=1.67

. . : . . cerebrovascular All non-diabetic subjects D o/ 0.32-1.02
up period of 10 studies performed in anaemia correction. disease (%) 2= Ll e 9.5 116 : 281
—e All subjects on dialysis -_ 1.01 0.56 — 1.84
- . . . . Baseline Hb, mean, 10.88 11.21 10.73 10.87 10.92 . : .
» Cox proportional hazards regression models of time to first SD (g/dL) (1.687) (1.342) (1.808) (1.829) (0.882) All subjects not on dialysis 5.0 0.31-81.26 4.32 0.84-22.16
event (unadjusted and adjusted for baseline risk factors) were Ferritin, median, 345 347.5 345 412 145 Red shading indicates HRs above 1 where the 95% Cls exclude unity.
developed to estimate the risk of each outcome of interest: range (mg/ml) (0.8;7520) ' {1.1;7520} ' (0.8;7320} | (0.8;7520} (6.0;2153) . .
P e e ren o e o Table 5. Hazard ratios for cardiovascular events by
" All-cause mortality supplementation, (% subgroup and deviation from baseline Hb
Cardi | ¢ (d fned by the MedDRA Standardised Baseline albumin, 39.4 39.0 40.0 39.0 40.6
= (Cardiovascular event (define e Me andardise : . . . . .
) . Y. h » : medlz?n, range (g/L) (1.6; 90.0) (1.6;90.0) (14.5;76.6) (1.6;76.6) (20.2;90.0) " dmte d Cox Regression Reference category:
= Cerebrovascular event (MedDRA SMQ “Cerebrovascular o Decrease from BL >1 gde Increase from BL >1 g/dL
Diastolicblood pressure, - 2¢ 133y 75(132) 79(13.2) 78(13.8)  76(11.0) o TR R
disorders”) mean, SD (mmHg) : : ' ' - 95% Cl | HR | 95% Cl
= A composite of these components Cardiovascular Events
P P Table 2. Events and event rates by endpoint and All subjects T 02 047-116
in relation to maintenance of Hb levels (average Hb durin . iabatic subi . 123-309 _
> mainten * ( age ! g analysis subgroup All diabetic subjects - 0.96 0.56 — 1.62
the study minus individual baseline Hb), defined in three Hb All non-diabetic subjects 0.95 — 2.80 0.55 0.30 — 0.99
categories: All Subjects| Diabetic |Non-diabetic| Dialysis |Non-dialysis All subjects on dialysis -_ 0.59 030-1.16
Outcome of Interest N =5729 N = 1845 N =3884 N =4614 N=1115 : : :
) ) . i . : : : : All subjects not on dialysis 0.00 0.00 0.84 0.35-2.00
— maintained within + 1 g/dL of baseline n (inc. rate) | n (inc. rate) | n (inc. rate) | n (inc. rate) | n (inc. rate)
. . Composite endpoint 653 {11_4} 308 {15_?1 345 {g_g] 536 {11_51 31 {?_3] Red shading indicates HRs above 1 where the 95% Cls exclude unity.
— increased >1 g/C“_ from baseline _ Yellow shading indicates HRs below 1 where the 95% Cls exclude unity.
All-cause mortality 333(5.8) 155(8.4)  178(4.6) 279(6.0)  28(2.5)
— decreased >1 g/dL from baseline Cardiovascular event || 312 (5.4) || 158(8:6) | 154(40) | 256(55) | 4137) = Table 6. Hazard ratios for cerebrovascular events by
» Analyses were performed for all maintenance setting subjects, N I NS ST ST IR subgroup and deviation from baseline Hb
maintenance setting subjects on dialysis and maintenance setting n, number of subjects with at least one event

. ] ] inc. rate = incidence rate, number of subjects with at least one event per 100 PEY Adjusted Cox Regression Reference category:
subjects not on dialysis. Analyses Hb maintained within + 1 g/dL of baseline (BL)

Figure 1. Composite endpoint

Kaplan-Meier curves of the time to first occurrence of the All Hb values included
HR | 9s%c | HR_

. . . 95% CI
outcomes of interest are displayed by category of the deviation 10+ -
: " i Hb ; “-X Cerebrovascular Events
rom basetine [b. ;o I All subjects A 064 0.33-1.25
» Hazard ratios (HRs) for each outcome in each category of deviation 3o All diabetic subjects S NS o.70 0.31-1.60
from baseline Hb relative to the defined reference category, 1 22 oowmmimsenen All non-diabetic subjects L 0.26—1.31
divtine for all risk fact ted for all subiects. disbet oa] e All subjects on dialysis -_ 0.63 0.23-1.74
adjusting for all risk factors, are presented for all subjects, diabetic - . o
J 8 ! P ) ! ©o 3 & 8 12 15 18 1 M 27 32 B 3}k 3 @ 4 48 51 All subjects not on dialysis 0.00 0.38 0.12-1.16
and non-diabetic subjects, as well as those on dialysis and those not o Month of Treatment
] . . . . Maintsined 3347 3098 548 1691 409 110 98 73 56 45 33 W 18 10 1 0 0 o Red shading indicates HRs above 1 where the 95% Cls exclude unity.
on dialysis, along with 95% confidence intervals (Cls). o M Em M D RmYYTTTOR"RTRTET TN

» Results in unadjusted analyses and those adjusted for baseline

R E S U I_TS Figure 2. All-cause mortality characteristics were similar.

» |In 5729 patients analysed in the Hb maintenance setting, H CO N C LU S I 0 N S
baseline co-morbidities and cardiovascular risk factors were E ]
highly prevalent (92.0% of patients) and characteristic of the : » Inaretrospective analysis of a large integrated database
CKD population; 80.0% were on dialysis. Baseline demographic % o] TR comprising 23 prospective RCTs and 5729 CKD patients
characteristics, co-morbidities and cardiovascular risk factors ; m — /T o o 1 = 1 T 11— tr.ea:ted Wi_th FS.AS in the Hb mainte.nance set.ting, risk of a
are presented in Table 1. o Morth of eatment clinically 5|g|:||ﬁcant event (composite endpoint, fatal EdUEI‘lSE
Mo B DD dm e B M % m omom o w5 3 0 o o events, cardiovascular events and cerebrovascular events) in

In the time-to-first-event analysis, 653 patients had an event of the all-subjects population and in dialysis subjects, as well as

the composite endpoint, 333 suffered a fatal adverse event, in diabetic subjects, was increased in subjects with a decline

Figure 3. Cardiovascular events from baseline Hb exceeding 1 g/dL.

312 a cardiovascular event and 146 a cerebrovascular event.

L . . . . » . 1'ﬂ_—'_‘—'—-—._._,_l_
» Incidence was approximately double in diabetic as compared with Lo —.
non-diabetic patients and in dialysis as opposed to non-dialysis E "7 AC KN OWLE DG E M E NTS
patients (Table 2). 3
g 031 peyiaton fom Baseine Hb Data presented are from pooled analyses of the following studies: BA16736, BA16738, ML20680,
} The Ka plan_Meier dlsplay in Figure 1 demﬂnstrates the time to ::: EEM BA16/739, BA16740, BA1/7283, BA1/7284, BH1/84/, BH20051, ML21058, ML21060, ML21208, ML21904,
] _ _ oo BA16169, MA16620, MF3787, MF3981, MF4100, MF4135, MF4173, BA15959, MA17502, MF4169.
first occurrence of the composite Eﬂdpﬂlnt and shows that oo s E R s nm"::ﬁ;;mm 2oroEoEo B E This research was funded by F. Hoffmann-La Roche Ltd, Basel, Switzerland.
event-free survival was lower in the category with a decrease N mr smi 2o 1me am w1 w0 s s o s w1 1 1 o o o Editorial assistance for this presentation, provided by Health Interactions, was supported by
_ Eow sm um an om m e RBEERRET T YOS ON F. Hoffmann-La Roche Ltd, Basel, Switzerland.
from baseline Hb greater than 1 g/dL.
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