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SA-PO205

IV C.ER.A. (Continuous Erythropoietin Receptor Activator) Once Every
2 Weeks or Once Monthly Maintains Stable Hb Levels after Converting
Directly from IV Epoetin 1-3 Times Per Week in Patients with CKD on
Dialysis. 5. Fishbane!N. W. Levin?J F. E. Mam ?J. L Lewis *M Bernardo*
N.M. Lunde *F. C. Dougherty.” 'Finthrop Hospital, Mineola; *Renal Research
Institute, New York; *KfH Dialysezentrum, Munich, Germany, ‘Nephrology
dAssociates P.C., Birmingham; *Southwest Nephrology Associates, L L P,
Houston; “Twin Citiss Clinical Research, Arden Hills; K Hoffiman-La Roche
Lid, Basel, Switzerland.

CERA, an mnovative agent with different binding properties compared to epoetin
and a prolonged half-life, is in development for correction of anemia and maintenance of
Hb at extended administration intervals in CKD patients. This study examined the efficacy
of IV CER A up to once monthly in maintaining stable Hb levels in dialysis patients
converted directly from IV epoetin 1-3x/wk.

This wulticenter stady included dialysis patients (218 yr), on stable doses of IV epoetin
(1-3xwk), with stable baseline Hb (10.5-13.0 g/dL} and adequate iron status. Patients were
randomized to continne IV epoetin (n=226) or to IVC ER A, 1x 2wk (0=223) or 1x/dwk
(n=224) for 52 wk. Dose was adjusted (no more frequently than 1x/4wk) to maintain Hb
within 1.0 g/dL of baseline level and within 10.0-13.5 g/dL. Patients were evaluated during
wk 29-36 and followad up duning wk 37-52.

Mean (SD) Hb levels were comparable in all groups at baselins {range 11.9-12.0{0.6-
0.7] g/dL) and during evaluation (range, 11.7-11.8 {1.0-1.1] g/dL) and follow-up (range,
11.6-11.8 [1.0] g/dL). SD of the means indicated comparable inter-patient vanability in
Hb between groups. Within patient mean SD valoes for Hb during evaluation and follow-
up were (.60 g/l and 0.79 g/dL, respectively, for CER A 1x/wk: 0.56 g/dL and 0.7]
g'dL for CER.A. 1w/dwk; and 0.55 g/dL and 0.66 g/dL. for epoetin, indicating comparable
Intra-patient variability in Hb across groups.

In summary, once-monthly IV C ER.A. provided stable Hb levels, as recommended
by guidelines, over the long term in patients converting directly from epoetin 1-3x/wk.
These data also indicate that CER_A. maintains tight control of Hb when administered
at extended intervals.

Disclosure — Grant'Research Support: Roche; Consultant- Boche; Scientific Advisor:
Roche; Honoraria: Roche
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SA-PO207

SC C.E.R.A. (Continuons Erythropoietin Receptor Activator) Once Every
2 Weeks or Once Monthly Maintains Stable Hb Levels after Converting
Directly from SC Epoetin 1-3 Times Per Week in Patients with CKD on
Dialysis. F. Locatelli! W. Sulowicz,? K Hams? R. Selgas? J. Kaufman’
M. Klinger® F. Malbert1,” F. C. Doughesty.® ‘A Manzoni Hospital, Lecco,
Laly; *Jagidllonian University, Cracow, Poland; *Leicester General Hospital,
Leicester, United Kingdom,; “Hospital Universitario La Paz, Madrid, Spain,
*¥A Boston Healthcare System, Bosion, MA,; ‘Medical University, Wroclaw,
Poland; “Istituti Ospitalieri, Cremona, Italy; °F. Hoffmmann-La Roche Lid,
Bassl, Switzsrland.

CER.A, an inmovative agent acting differently at the receptor and with a prolonged
half-life, 35 m development for correction of anemia and maintenance of Hb at extended
administration itervals in CKD patients. This study examined the efhcacy of SCCER A
up to once monthly in maintaming stable Hb levels in dialysis patients converted directly
from SC epoetin 1-3x/wk.

This multicenter siudy incloded dialysis patients (218 yr), on stable SC epoetm (1-
3x/wk), with stable Hb (10.5-13.0 g/dL) and adequate iron status. Patients (n=572) were
randomized to contioue on 5C epoetin (n=191) orto SCC E R A. Ix 2wk (u=190) or 1x/4wk
(n=191) for 52 wk_ Dose was adjusted to maintain Hb +1.0 g/dL of baseline and within
10.0-13.5 g/dL. Patients were evaluated in wk 29-36 and followed up during wk 37-52.

Mean (SD) Hb levels were the same at baseline i all groups (11.7 [0.7] g/dL) and
remained stable durmg evaluation (range, 11.4-11.7[1.1-1.2} g/dL) and follow-up (range,
11.5-11.6 [1.0-1.1] g/dL) periods. SD of the means indicated comparable inter-patient
varnability in Hb between groups. Within patient mean 5D values for Hb during evaluation
and follow-up were 0.52 & 0.68 g/dL, respectively, fr CER A. 1x2wk;0.57 & 0.76 g/dL
for CER A. Ix/dwk; & 0.57 & 0.68 g/dL for epoetin, indicating comparable intra-patient
vanability m Hb across groups.

These Phase III resalts show that once monthly SC C ER A provided long-term tight
control of Hb, as recommended by gnidelines, in patients converting directly from epoetin
1-3xfwk over the long term. By maintaining Hb within a tight range, once-monthly CER A.

Drsclosure — Grant/Research Support: Roche; Consultant: Roche; Scientific Advisor:
Roche, Amgen; Honoraria: Roche; Advisory Board or Board of Directors: Roche
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SA-PO212

C ERA. (Continuous Erythropoietin Receptor Activator) Administered at
Extended Intervals Corrects Hb Levels in Patients with CKD on Dialysis. M.
Klinger,! M. Anias,* V. Vargemezis * A. Besarab * W. Sulowicz,’ T. Gerntholtz ¢
K. Ciechanowski,” F. C. Dougherty* 'Medical University, Wroclaw, Poland;
*Hospital Marques de Valdecilla, Santander, Spain; *University Hospital,
Alexandroupolis, Greece; ‘Henry Ford Hospital, Detroit; *Jagiellonian
University, Crakow, Poland; *Chris Hani Baragwanath Hospital, Johannesburg,
South Aftica; "Pomeranian Medical University, Szczecin, Poland; °F. Hoffinann-
La Roche Ltd, Basel, Switzerland.

CE.R A, an mnovative agent with unique receptor activity and a prolonged half-life,
is cumrently m development to provide correction of anemia and stable mamtenance of
Hb levels at extended administration intervals in CKD patients. This study examined the
efficacy of IVCE R.A_at extended administration mtervals of 1x2wk in correcting anemia
and maintaming Hb levels in ESA-naive patients with CKD on dialysis.

This ormiticenter, open-label, parallel-group stady enrolled patients (218 yr) with CKD
on mamienance dialysis (178 on hemodialysis, 3 on perttoneal dialysis) whose baseline
Hb was 8-11 g/dL and who had adequate iron status (K/DOQL EBPG). After screening,
patients (n=181) were randomized (3:1) to IV CER.A. (»=135) or epoetin alfa or beta
(n=46) for 24 wk. Dose was adjusted to achieve a Hb response (21 g/dL increase and 211
g/dL}. The primary efficacy parameter was the Hb response rate at the end of the comrection
peniod of 24 wk.

Mean (SD) Hb levels at baseline were similar for CE R A (9.4 [0.9] 2/dL) and epoetin
(9.4 [0.8] g/dL). Response rates (95% CI) at the end of the correction period were 93 3%
(87.7-969) for CER.A_ and 91.3% (79.2-97.6) for apoetin; mean Hb levels were 12.1
g/dl & 12.0 g/dL, respectively. Median dose at the time of response was 0.6 pgkg/ 2wk
for CE.R A and 123 TUikg/wrk for epoetin. C E R A. was well tolerated; the most frequent
AEs were hypertension, procedural hypotension and arteriovenous fistula site hemorrhage.
AEs were similar with epoetin.

This Phase I study demonstrated that IV CER A 0.6 ugkg2wk is effective m
carrecting Hb levels in ESA-naive patients with CKD on dialysis, achieving target Hb
levels (as recommended by gnidelines) in more than 90% of patients.

Disclosure —~ Grant/Research Support: Roche; Consultant: Roche; Sciantific Advisor:
Roche, Ortho Biotech; Honorana: Roche
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