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Recombinant Human Erythropoetin in Children with Chronic Renal F ailure
(A Preliminary Report)

Husein Alatas

Abstrak

Eritropoetin rekombinan telah diberikan pada enam anak dengan gagal ginjal kronik (klirens kreatinin < 30 mi/menit/1,73 mz)
dan 2 diantaranya dengan gagal ginjal terminal dalam terapi Dialisis Peritoneal Mandiri Berkesinambungan (CAPD), Eritropoetin
rekombinan (r-Hu-Epo = Rekombinant Human Eritropoetin) diberikan secara subkutan dengan dosis awal 150 whe/bb/kali per minggu
dan dinaikkan setiap minggu 75 u/kg/bb sampai kadar hemoglobin > 10 g/dl dan kemudian dosis dipertahankan pada level tersebut.
Hitung retikulosit meningkat pada semua penderira. Kadar Hb sebelum pemberian r-Hu-Epo 6.93 + 1.76 &/dl, 4 minggu pascaterapi
menjadi 8.45 + 1.77 g/dl dan 8 minggu pascaterapi menjadi 8.78 + 2.69 g/dl. Kadar Hematokrit sebelum terapi 23.10+ 4.95%, 4 minggu
pascaterapi naik menjadi 26.42 + 7.07%, dan 8 minggu pascaterapi menjadi 29.85 + 9.95%. Pada 2 orang anak yang sebelumnya
memerlukan transfusi darah berulang setelah pemberian r- Hu-Epo tidak memerlukan transfusi lagi dengan demikian terhindar dari
bahaya infeksi hepatitis, hemosiderosis dan sensitisasi terhadap HLA antigen histokompatibilitas. Kadar serum feritin pascaterapi
menurun dengan demikian menunjukkan adanya pemakaian Fe untuk membentuk eritrosit. Efek samping yang ditemukan adalah
peningkatan tekanan darah pada dua anak tetapi dengan penambahan dosis antihipertensi dan pengurangan dosis r-Hu-Epo seperti
minggu sebelumnya, tekanan darah menurun. Pada laporan pendahuluan ini didapat kesan r-Hu -Epo memberi efek baik pada penderita
gagal ginjal kronik stadium lanjut, yaitu mencegah pemberian transfusi darah berulang dengan segala komplikasinya, tetapi dipihak
lain harganya yang masih mahal menyebabkan penggunaannya di dalam klinik bersifar selektif,

Abstract

Recombinant human erythropoetin (r-Hu-Epo) was administered to six children with chronic renal failure (creatinine clearance
< 30 ml/m/1.73 mz). Two of these children suffered from terminal renal Jailure and received contimious am bulatory peritoneal dialysis
(CAPD). An initial dose of 150 w/keB Wyweek r-Hu-Epo was administered subcutaneously. The dose was increased by 75 w/kg BW/week
and maintained when the hem oglobin level reached 10 g/dl. The hemoglobin level rose from 6.93 + 1.76 &/dl before treatment to 8 45
* 1.77 g/dl after 4 weeks and 8.78 + 2.69 g/dl after 8 weeks of trearment to 26,42 + 7.07% after 4 weeks and 29.85 + 9.95% after 8 weeks
of therapy. The reticulocyte count increased while the serum ferritin level decreased during treatment. Thus indicated that Fe was being
utilized for promoting the production of erythrocyte in the bone marrow. In 2 cases previously requiring multiple blood transfusions,
no further transfusions were needed, thus preventing the dangers of hepatitis, hemosiderosis, or sensitization of HLA histocompatibility
antigen. An increase in blood pressure was the side effect detected in 2 cases. This was corrected by adding an antihipertensive drug
and reducing the r-Hu-Epo dose to the level of the previous week. The results afthis preliminary trial showed that r-Hu -Epoisapromising
drug in restricting multiple blood transfusions and thus the adverse effects caused. However, since the drug is relatively expensive, its
use is still limited.
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INTRODUCTION

transmission of viral infections, and increased produc-
tion of lymphocytotoxic antibodies. *3

Anemia is one of the major complications in renal Recently, recombinant human erythropoetin (r-

failure, which leads to the necessity of repeated blood
transfusions and the consequent risks and complica-
tions. Regular blood transfusion may correct the
anemia temporarily, but as mentioned before, it is
associated with certain risks such as iron overload,

Hu-Epo) has been made available. Animal experi-
ments have shown it to be effective in correcting
anemia in chronic renal failure. Recent trials on adults
and children receiving hemodialysis or peritoneal
dialysis as maintenance therapy have shown prompt
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resolution of anemia after administration of r-Hu-
Epo.(”7 Hypertension has been the most frequently
reported side effect in r-Hu-Epo therapy, but in the
majority of the patients, blood pressure was easily
controlled by adding hypotensive drugs.g’9

The purpose of this study is to evaluate the ef-
ficacy and safety of r-Hu-Epo in 6 children with
anemia due to chronic renal failure. Changes in hemo-
globin and hematocrit levels, reticulocyte count as well
as serum ferritin level were correlated to the r-Hu-Epo
administration. Potential side effects were noted, espe-
cially changes in blood pressure which have frequently
been reported in the literature.®

MATERIALS AND METHODS

Six patients, consisting of 4 males and 2 females with
a mean age of 12.5 years, were entered in this study
after parental informed consent were obtained (table
1). The patients were all diagnosed as chronic renal
failure with a creatinine clearance of < 30 ml/min/1.73
m?. Two of these children suffered from terminal renal
failure (creatinine clearance < 5 ml/min/1.73 mz) and
was on continuous ambulatory peritoneal dialysis
(CAPD) treatment. The etiology was nephrotic
syndrome in 4 patients and chronic pyelonephritis in 2
patients. The inclusion criteria for r-Hu-Epo ad-
ministration were:

1. age between 1 - 16 years

2. no other causes of anemia, such as thallasemia,
sickle cell anemia, etc.

3. no persistent severe hypertension

4. no abnormal liver function

The drug was injected subcutaneously with a
starting dose of 150 u/kgBW weekly for 4 successive
weeks while waiting for a response. An increase of
1 g/dl/month was a suitable guideline for adequate
response. The dose was then titrated by adding 75
p/kgBW/week and maintained for a further 4 succes-
sive weeks. When the target hemoglobin of 10 g/dl was
reached, the titration phase was concluded and the
r-Hu-Epo dose was maintained at this level.

Laboratory tests to evaluate renal and liver func-
tions, serum ferritin, hemoglobin (Hb) and hematocrit
levels (Ht), and reticulocyte count were recorded as
baseline data. After r-Hu-Epo therapy was initiated,
the Hb, Ht, and reticulocyte count were repeated every
two weeks, while serum ferritin levels were re-ex-
amined after 4 weeks and at the end of drug level
titration. Blood chemistry was evaluated monthly to
monitor renal and liver functions. Iron supplementa-
tion was given during treatment, to maintain the ferritin

Med J Univ Indon

level within a normal range. Any patient can receive
blood transfusion when necessary.

.Potential side effects were noted during treat-
ment. Blood pressure was carefully measured prior to
and 30 minutes after r-Hu-Epo injection. It was
monitored daily in the hospitalized patients or biweek-
ly in ambulatory patients on follow up examinations.

The quality of life was recorded monthly by
means of a questionaire to observe any improvement
or deterioration of the well being of the patients. Spe-
cial emphasis was made on the changes in appetite,
physical fitness and school attendance.

Statistical significance (p value) for the paired
data was not calculated, since the number of patients
in this preliminary report was small. Values are ex-
pressed as mean + SD.

Table 1. Clinical data of patients at the time of entry

No Age (years) Sex Etiology of CRF
1 10 M N.S.

2 13 F CPN

3 12 M N.S.(CAPD)

4 12 F N.S.

5 14 M CPN

6 14 M N.S.(CAPD)

NS : Nephrotic Syndrome
CPN : Chronic Pyelonephritis

RESULTS

The preliminary results of this study showed that in the
first 4 and 8 weeks of r-Hu-Epo administration, the Hb,
Ht, and reticulocyte count were increased in all patients
(fig. 1,2,3). Hemoglobin levels rose from 6.93 + 1.76
g/dl to 8.45 + 1.77 g/d] after 4 weeks and 8.78 + 2.69
after 8 weeks of treatment. Hematocrit levels rose from
23.10 + 4.95 % to 26.42 + 7.07 % after 4 weeks and
29.85 + 9.95 % after 8 weeks of treatment. Reticulo-
cyte count rose from 1.02 + 0.44 % to 2.87 + 1.64 %
after 8 weeks of therapy (table 2). In 2 patients who
required multiple blood transfusion prior to treatment,
no further transfusions were needed after r-Hu-Epo
administration.

Increased blood pressure was observed in 2
patients. However, the blood pressure could be con-
trolled by adding the antihypertensive drug captopril
and reducing the r-Hu-Epo dose to the level of the
preceeding week (figure 4). '

Results from the questionaire showed that ap-
petite was improved. The patients became more active
after the administration of r-Hu-Epo.
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Table 2. The effects of treatment with r-Hu-Epo on
hemoglobin, hematocrit and reticulocyte count

Before After Epo
EPO 4 weeks 8 weeks
Hb (g/dl) 693 +1.76 8.45+1.77 8.78 £2.69
Ht (%) 23.10 +£4.95 26.42 +7.07 29.85+9.95
Reti (%) 1.02 +0.44 — 287+1.64
hemoglobin
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Figure 1. Hemoglobin concentration before and during treat-
ment with r-Hu- Epo
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Figure 2. Hematocrit values before and during treatment with
r-Hu-Epo
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Figure 3. Reticulocyte count before and during treatment with
r-Hu-Epo
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Figure 4. Ferritin level before and during treatment with r-Hu-
Epo

DISCUSSION

The synthesis of recombinant human erythropoetin
(r-Hu-Epo) is a significant advantage in the treatment
of anemia due to chronic renal failure. Earlier studies
reported promising results in the treatment of renal
anemia in hemodialyzed patients.4’5’10 More recent
reports described the use of this drug in children as well
as adults patients on continous ambulatorﬁy peritoneal
dialysis (CAPD) and predialysis patients. 7
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Either intravenous or subcutaneous administra-
tion, which is clearly more practical in predialysis and
CAPD patients, produced no significant difference in
the pharmacokinetic or efficacy evaluation.'! In this
study, r-Hu-Epo was administered to 4 predialysed and
2 CAPD patients. The results showed an increase in Hb
and Ht levels, as well as reticulocyte count. This
demonstrated that subcutaneous r-Hu-Epo was effec-
tive. In 2 cases previously requiring multiple blood
transfusions, no further transfusion needed to be given,
thus preventing the dangers of hepatitis, AIDS, hemo-
siderosis, or sensitization of HLA histocompatibility
antigens.

Several studies have confirmed the efficacy of
r-Hu-Epo in improving anemia in end stage renal
failure patients not yet requiring dialysis therapy. Lim
et al treated 14 anemic patients with intravenous r-Hu-
Epo in a double blind placebo-controlled trial and
reported an increase in mean hemoglobin levels from
9.1 +0.2 (se)to 12.3 + 0.4 g/dl over a 2 month period.6
Escbach et al had administered r-Hu-Epo in 17 pre-
dialysis patients with anemia and observed a median
rise of hematocrit from 0.27 to 0.37.”

It is important to measure the serum iron level in
patients treated with r-Hu-Epo. In patients with iron
deficiency, indicated by a low level of serum ferritin,
ferrum should be supplemented either orally or
parenterally, in conjunction with r-Hu-Epo. This en-
sures iron is adequate for the production of erytrocytes
in the bone marrow. Findings in this study showed that
serum ferritin level decreased and reticulocyte count
increased during r-Hu-Epo treatment, which indicated
that ferrum was utilized for erytrocyte production in
the bone marrow. As was recommended, ferrous sul-
fate was administered orally in 3 cases with normal
serum ferritin level. Patients with repleted iron levels
can develoE iron deficiency under the influence of
r—Hu—Epo.1 -13

Partial correction of anemia in chronic renal
failure with r-Hu-Epo is the best treatment, since a
linear increase in the hemoglobin and hematocrit levels
leads to an exponential rise in whole body viscosity. 14
This is thought to contribute to many side effects in
r-Hu-Epo therapy, such as hypertension, increased
peripheral resistance and thrombotic complication.
Based on this consideration a rise of 1 g/dl/4 weeks
appears to be the best compromise and the optimum

target of hemoglobin level seems to be in a range of
10-12 g/d1.'3

The target Hb level in this study was set at 10 g/dl
as the end point of the r-Hu-Epo titration dose. This
minimizes possible complications of treatment. Never-
theless, 2 cases of moderate hypertension was ob-
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served. However, a combination of captopril and re-
ducing r-Hu-Epo dose by 75 u/kgBW/ week or return-
ing to the dosage of the previous week was sufficient
to control the blood pressure. No other side effects was
observed in this study.

Hypertension was indeed the most frequently re-
ported side effect associated with r-Hu-Epo therapy.g’9
Results of multicenter clinical trials involving 309
patients showed that 72% patients with existing hyper-
tension were in no greater risk of acquiring increased
blood pressure than those who were normotensive at
the beginning of treatment. Only 39% of the patients
were reported as having developed sustained increase
in diastolic pressure of 10 mmHg or more.'® The in-
creased blood pressure in r-Hu-Epo therapy is thought
to be mediated by a number of pathophysiologic chan-
ges namely increased blood viscosity, increased peri-
pheral resistance, and failure in reducing the elevated
cardiac output due to anemia.'®

Almost all children showed improved appetite
and physical activities. This along with a significant
increase in Hb were also reported by Suhardjono et al
in their study on adult patients receiving r—Hu-Epo.8

Data from this preliminary clinical trial have
shown that r-Hu-Epo has promising effect in increas-
ing the Hb and Ht levels in children with anemia due
to chronic renal failure. This minimizes multiple blood
transfusions and the adverse effects caused. The high
cost, however, limits the widespread use of this drug.
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