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THE DEVELOPMENT OF INDICATIONS
FOR THE PREOPERATIVE USE OF RECOMBINANT
ERYTHROPOIETIN

Robert W. Dubois, MD, PhD;* Dorothy Lim, PharmD;* Paul Hebert, MD; Marjorie Sherwood, MD;* Gershon H. Growe, MD;%

Jean-Francois Hardy, MD;$§ Rolla Edward Park, PhD;{ James P. Waddell, MD**

OBJECTIVE: To develop indications for the preoperative use of recombinant erythropoietin (rHuEPO)
alone and in conjunction with preoperative autologous donation (PAD).

DESIGN: A 2-round modified Delphi-consensus process.

PARTICIPANTS: Nine physicians representing multiple clinical specialties, practice environments and geo-
graphic locations.

METHOD: From evidence tables and a literature summary (MEDLINE database from January 1985 to Au-
gust 1996) provided and using the RAND-UCLA appropriateness method, the physicians developed 264
indications for the preoperative use of rHuEPO by permuting 7 clinical factors (age, history of transfusion
or antibody incompatibility, hemoglobin level, anemia of chronic disease, expected blood loss, presence of
cardiovascular or cardiopulmonary disease and patient anxiety). These indications were rated on a 9-point
appropriateness scale. Median scores and measures of agreement were determined.

OUTCOME MEASURES: The significance of cost constraints or cost and blood supply constraints and the im-
pact of each clinical factor on the ratings as judged by statistical analysis.

ResuLts: Of the 264 indications, 54% were rated appropriate, 18% uncertain and 28% inappropriate. Ex-
pected blood loss had the greatest impact on the ratings (high expected blood loss had a 5.9 point more
appropriate rating on the 9-point scale than low expected blood loss [p < 0.0001]). Preoperative hemo-
globin level also significantly influenced the ratings (p < 0.0001). Compared with the clinical context, the
ratings under the cost constraint were 1.0 less appropriate (p < 0.0001) for rHuEPO alone and 1.2 less ap-
propriate for rHuEPO and PAD (p < 0.0001). The ratings for patients with moderate expected blood loss
were significantly influenced by the cost constraint (less appropriate).

CONCLUSIONS: Expected blood loss and preoperative hemoglobin level were the best indicators of rHuEPO
appropriateness. Different contexts modify the appropriateness ratings of an expensive drug like
rHuEPO.

OBJECTIE : Etablir des indications relatives a I’utilisation préopératoire de ’érythropoiétine recombinée
(rHuEPO) seule et conjuguée a un don autologue préopératoire (DAP).

CONCEPTION : Dégagement de consensus par la méthode Delphi modifiée en deux temps.

PARTICIPANTS : Neuf médecins représentant de multiples spécialités cliniques, contextes d’exercice de la
profession et endroits géographiques.
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METHODE : A partir de tableaux de données probantes et d’une recension des écrits (base de données
MEDLINE de janvier 1985 a aott 1996) qui leur ont été fournis et en se servant de la méthode de la per-
tinence RAND-UCLA, les médecins ont établi 264 indications portant sur I’utilisation préopératoire de la
rHuEPO en permutant sept facteurs cliniques (dge, antécédents de transfusion ou incompatibilité d’anti-
corps, taux d’hémoglobine, anémie chronique, perte de sang prévue, présence d’une affection cardio-
vasculaire ou cardio-pulmonaire et anxiété du patient). Ces indications ont été cotées sur une échelle de
pertinence de 9 points. On a ¢établi des résultats médians et des mesures d’entente.

MESURES DE RESULTATS : L’importance des contraintes représentées par les cotits ou des contraintes
représentées par les cotits et I’approvisionnement en sang, et 'impact de chaque facteur clinique sur les ré-
sultats jugés au moyen d’une analyse statistique.

RESULTATS : Sur les 264 indications, 54 % ont été jugés appropriées, 18 %, incertaines, et 28 %, inappro-
priées. La perte de sang prévue a eu le plus d’impact sur les évaluations (une perte de sang élevée prévue
avait, sur ’échelle de 9 points, une cote de pertinence de 5,9 points de plus, qu’une perte de sang faible
prévue [p < 0,0001]). Le taux d’hémoglobine préopératoire a aussi agi considérablement sur les cotes
(p<0,0001). Comparativement au contexte clinique, les évaluations liées a la contrainte cott présentaient
une pertinence de 1,0 de moins (p < 0,0001) pour la rHuEPO seule et de 1,2 de moins pour la rHuEPO
etle DAP (p< 0,0001). La contrainte colt (moins pertinente) a eu une incidence considérable sur les éval-
uations dans le cas des patients chez lesquels on prévoyait une perte de sang moyenne.

CONCLUSIONS : La perte de sang prévue et le taux d’hémoglobine avant I’intervention étaient les meilleurs
indicateurs de la pertinence de la rHuEPO. Des contextes différents modifient les cotes de pertinence d’un
médicament cotteux comme la rHuEPO.

se of allogeneic red blood

cell transfusions in Canada

has been carefully scruti-
nized in recent years because of con-
cerns about the safety of the blood
supply. Several highly publicized inci-
dents involving the transfusion of in-
fected blood led to the re-examination
of blood collection, storage and use.'
The volume of packed red blood cells
(PRBC:s) used annually in Canada ex-
ceeds 720 000 units, approximately
60% of this being associated with
surgery. Each year, approximately
198 000 patients undergo orthopedic
surgical procedures and 48 000 pa-
tients undergo cardiovascular proce-
dures.! Many of these patients receive
blood transfusions. Although gener-
ally safe, transfused blood carries de-
finable risks, including transfusion re-
actions (1% to 5%)* and viral infection
(1:34 000)* (with specific risks of
1:493 000 for HIV transmission,
1:63 000 for hepatitis B and
1:103 000 for hepatitis C).

A synthetic erythropoietin that in-
creases the production of red blood
cells, recombinant erythropoietin
(rHuEPO) (Eprex, Janssen-Ortho
Inc., North York, Ont.) has recently
been released for preoperative use.

352 JCC, Vol. 41, N°5, octobre 1998

Several studies have shown the efficacy
of rHuEPO in reducing the need for
perioperative transfusions.** However,
rHuEPO carries associated risks (ex-
acerbation of hypertension, throm-
botic vascular events) as well as sub-
stantial costs. At approximately $4000
per patient, widespread preoperative
use could have important financial
consequences for institutions, provin-
cial drug benefit plans and ministries
of health.

Given the clinical, economic and
blood supply trade-ofts outlined,
decisions regarding the use of rtHuEPO
are complex. To assist decision-
making by clinicians, patients and pol-
icy-makers, we convened an expert
panel of Canadian physicians to de-
velop indications for the appropriate
use of this new agent. This article
briefly summarizes the scientific evi-
dence for the risks and benefits of
rHuEPO, describes the indications de-
velopment process, gives examples of
selected indications and shows how
the ratings varied based on a patient’s
clinical factors. It also shows how the
ratings differed depending on whether
the panel considered clinical factors
alone or also incorporated cost and
limitations in blood supply.

METHODS
Overview

To develop appropriateness mea-
sures for the use of rHuEPO given
preoperatively, we (a) undertook a
computer search of the literature to
determine the indications for the use,
risks and benefits of rHuEPO, (b) de-
veloped a list of indications or clinical
scenarios where rHuEPO might be
considered and (c) convened a con-
sensus panel to review and rate each
indication in 3 different contexts (clin-
ical, cost constraint, and cost and
blood supply constraint). We analysed
the ratings to determine the clinical
factors that influenced the ratings us-
ing the RAND-UCLA appropriate-
ness method.®”

Literature summary

The consensus panel was provided
with a review of the literature describ-
ing the benefits and risks of periopera-
tive anemia (as needed to assess
whether any intervention is indicated)
and the efficacy and risks of blood
transfusion and rHuEPO therapy (as
needed to evaluate whether rHuEPO



is an appropriate intervention). Infor-
mation regarding the availability of
blood and estimated costs of blood
tranfusion and rHuEPO therapy were
also provided. Articles were identified
by searching the MEDLINE database
for the period beginning in 1985
through August 1996. We identified
further articles among the reference
lists of papers located using MED-
LINE and from the recommendations
of clinicians with expertise in surgical
blood loss.

Literature review results

We retrieved and evaluated 37 stud-
ies describing the benefits and risks of
rHuEPO in surgical patients. We
found many articles that assessed the
clinical efficacy of rHuEPO in an ideal
setting, such as a research study with
strict selection criteria. Literature re-
garding the clinical effectiveness of
rHuEPO (i.e., impact on outcomes
under typical conditions in a commu-
nity setting or in a less well-selected pa-
tient population) is currently lacking.

The studies of rHuEPO efficacy
were “graded” by adapting a previously
described scale.® We considered 11 ran-
domized controlled trials to be large
enough to be considered level I evi-
dence and 17 smaller, randomized con-
trolled trials to be level IT evidence. In
the review, we also included 3 nonran-
domized (observational) controlled re-
ports (level IIT evidence), 2 historically
controlled reports (level IV evidence)
and 4 case series (level V evidence).
Three of the 37 studies potentially rep-
resent overlapping patients.

The need for intervention to treat
perioperative anemia requires an un-
derstanding of the risks of anemia as
well as the risks of intervention, such
as blood transfusion. For detailed dis-
cussion regarding these topics, several
review articles that discuss the patho-
physiology of anemia in detail, and
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published recommendations and
guidelines regarding red blood cell
transfusion (including those recently
issued by the Canadian Medical Asso-
ciation) are available.>"

Efficacy of recombinant erythropoietin
alone (without preoperative autologous
donation [PAD])

The principle underlying the use of
preoperative rHuEPO is to administer
it in advance of surgery to stimulate a
significant increase in red blood cell
mass and a rapid regeneration of
blood lost at the operation such that
allogeneic transfusion is avoided or at
least reduced. As outlined in Table
1,+522 the majority of published stud-
ies of preoperative rHuEPO used
alone involved elective orthopedic
surgery. Less information was avail-
able regarding rHuEPO efficacy in
cardiac surgery and other types of
surgery, and for patients with a base-
line hemoglobin level greater than
160 g/L or less than 100 g/L. The
outcome measures most commonly
used to evaluate rHuEPO efficacy
were the impact on erythropoiesis, as
measured by changes in hemoglobin,
hematocrit or reticulocyte counts
from baseline to the day of surgery,
and the impact on perioperative trans-
fusion requirements.

There was evidence that rHuEPO
was effective in increasing red blood
cell production between pretreatment
and the day of surgery, but an in-
creased hemoglobin level did not
translate into a significant reduction
in any exposure to allogeneic blood.
rHuEPO appeared, however, to be ef-
fective in reducing the number of
units of allogeneic blood transtused
compared with placebo. From studies
that stratified patients by baseline he-
moglobin level, patients with a base-
line hemoglobin level between 101
g/L and 130 g/L appeared to benefit

CJS, Vol. 41, No. 5, October 1998

the most from rHuEPO therapy, as
assessed by decreased exposure to any
allogeneic blood and a decreased
number of allogeneic units transfused.
The most studied effective regimen in
decreasing exposure to allogeneic
transfusion was rHuEPO 300
units/kg subcutaneously per day for
at least 14 days, beginning 10 days be-
fore operation and continuing until
the third or fourth day after. The evi-
dence for lower doses or shorter dura-
tion was insufficient or conflicting,
but it appeared that 100 units/kg
dosing for at least 14 days or 600
units/kg subcutaneously weekly for 4
doses was effective in some patients.

Recombinant erythropoietin with PAD

The principle of using rHuEPO in
combination with PAD is to enhance
collection of autologous blood in ad-
vance of elective surgery by reversing
existing anemia and attenuating
phlebotomy-induced decreases in he-
moglobin levels. The success of PAD is
influenced by the patient’s baseline
hemoglobin level, the number of PAD
units required and comorbid condi-
tions. Nonanemic patients typically can
donate 3 autologous units within a 3-
to 4-week period before becoming
anemic.”® Patients who are anemic
(hematocrit less than 39%) at first do-
nation are more likely to be unsuccess-
ful in donating the required number of
units.”?* Information regarding the
cost-effectiveness of PAD (including
wastage of collected autologous blood)
has been discussed elsewhere.”

The majority of published studies of
rHuEPO with PAD involved elective
orthopedic and cardiac patients (Table
I12##7%1) These studies demonstrated
that rHuEPO was effective in amelio-
rating PAD-induced anemia, thereby
increasing the amount of autologous
blood that could be donated preopera-
tively. All studies showed that rHUEPO
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increases red blood cell production, as
measured by increased reticulocyte,
hematocrit or hemoglobin levels when
compared with controls. rtHuEPO sig-
nificantly enhanced the success of
reaching PAD targets of 4 or more
units over placebo.

The effectiveness of rHuEPO in in-
creasing the volume of autologous
blood collected preoperatively was
dose-dependent. Treatment with 300

units/kg (1800 units/kg total) and
600 units/kg (3600 units/kg total)
twice weekly for 3 weeks were both ef-
fective, as was 400 units/kg weekly for
4 weeks (1600 units/kg total). Both
subcutaneous and intravenous admin-
istration of rHuEPO was eftective.

rHuEPO risks (side effects)

Adverse effects were uncommon in

the literature regarding short-term,
preoperative use of rHuEPO. It
should be noted that the randomized
clinical trials for rHUEPO in the pre-
operative period may be too small to
detect serious, but infrequent, adverse
effects. The most extensive use of
rHuEPO has been in patients with
chronic renal failure. In these patients,
hypertension (or worsening of exist-
ing hypertension) is seen frequently

Table |

Efficacy Studies of Perioperative Recombinant Erythropoietin (rHUEPO) Alone

Increase in Decrease in Decrease in
No. of Evidence rHUEPO hemoglobin or allogeneic allogeneic units
Study patients level Design intervention hematocrit exposure used Comment
Orthopedic surgery
Canadian Orthopedic 208 | Multicentre, 300 u/kg X 14 d S S S (Hgb
Preoperative randomized, (D-10-D+3) 100-130 g/L)
Erythropoietin Study double blind
Group, 1993* Placebo 300 u/kg x 9 d S NS S (Hgb
(D-5-D+3) 100-130 g/L)
de Andrade et al, 316 | Multicentre, 300 u/kgx 15d S (Hgb S (Hgb 100-130 S (Hgb S increase in DVT (by
1996% randomized, (D-10-D+4) 100-130 g/L) g/L) 100-130 g/L) ultrasonography) in
double blind Hgb > 130 g/L
Placebo 100 u/kg x 15d S (Hgb NS S (Hgb
(D-10-D+4) 100-130 g/L) 100-130 g/L)
Faris, Ritter and 200 | Multicentre, 300 u/kg x 15 d NS (D-10-DO0) S (NS if Hgb S
Abels, 19967 randomized, (D-10-D+4) > 130 g/mL
double blind
100 u/kg x 15d
Placebo (D-10-D+4) NS (D-10-D0) S S
Goldberg et al, 145 | Multicentre, 600 u/kg x 4 NS between 2 NS between 2 NS between 2
1996% randomized doses dosing groups dosing groups dosing groups
open label (D-21,D-14,D-7,
(dose finding) ~ DO)
300 u/kg x 15d
(D-10-D+4)
Cardiac studies
D’Ambra et al, 41 Il Randomized, 300 u/kg x 8d S
1992° double blind (D-5-D+2)
Placebo 150 u/kg x 8 d S
(D-5-D+2)
D'Ambra, 1996 182 | Randomized, 300 u/kg x 8d NS (S if pts with 7/126 receiving
double blind (D-5-D+2) surgical rHUEPO died v. 0/56
complications are receiving placebo; 4/7
excluded) deaths were associated
Placebo 150 u/kg x 8 d NS with vascular or
(D-5-D+2) thrombotic events
Kyo et al, 19922 95% Il Multicentre, 3000 u 2-3 x/wk NS NS
randomized, x 4 wk
controlled 6000 u 2-3 x/wk NS NS
x 4 wk
9000 u 2-3 x/wk S NS
x 4 wk
Other surgery
Heiss et al, 1996* 30 1l Randomized, 150 u/kgq2d NS NS
(colorectal surgery) double blind (D-10-D+2)
Placebo

S = significant, NS = not significant, u = units of rHUEPO, d = day, D = day no. (DO is day of surgery, D— = preop day, D+ = postop day) DVT = deep vein thrombosis

*Subset of full study, includes only rHUEPO arm
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and may be related to the rate and ex-
tent of hematocrit increase.®*

Deep vein thromboses, as detected
by ultrasonography or surveillance
venography, were higher in rHuEPO-
treated patients than in those receiving
placebo in 2 orthopedic studies.?**
Specifically, the risk was increased in
patients on rHuEPO with baseline he-
moglobin levels greater than 130 g/L.
The occurrence of deep vein thrombo-
sis in patients with a baseline hemoglo-
bin level of 101 to 130 g/L was simi-
lar to that of patients receiving a
placebo.” Patients who received doses
of 600 units/kg weekly had a higher
thrombotic vascular event rate (5%)
than subjects administered 300
units/kg daily (0%), although the
thrombotic events could not be attrib-
uted to rHUEPO.” Of greatest con-
cern is a study in which rHuEPO was
administered in the preoperative pe-
riod to patients who underwent coro-
nary artery bypass grafting (and not
participating in PAD). Seven patients
in the rHUEPO-treated group died (#»
= 126) versus none in the placebo-
treated group (7 = 56).% Four of the 7
deaths were associated with throm-
botic or vascular events and a causative
role of rHuEPO could not be ex-
cluded, although the death rate in the
rHuEPO study group was comparable
to that reported in the literature for
coronary artery bypass grafting with-
out rHuEPO treatment.

Resource considerations

The estimated procurement cost
for rHuEPO in Canada is $134 per
10 000 units. For 14 doses of 300
units/kg for a patient weighing 70 kg
(the labelled dose of rHUEPO use
alone), the cost would be approxi-
mately $4000. Four doses of 600
units/kg for a patient weighing 70 kg
(the labelled dose for rHuEPO with
PAD) would cost approximately
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$2300. These figures do not include
administration costs.

To put the relative costs of THuEPO
into perspective, we applied direct cost
data to the results of 2 studies to esti-
mate the rHuEPO costs per unit of
avoided allogeneic blood transfusion.
In the Canadian Orthopedic Perioper-
ative Erythropoietin Study Group
study, patients receiving rHuEPO and
patients receiving placebo used a mean
of 0.52 and 1.14 units of allogeneic
blood, respectively.* Applying the di-
rect costs for rHuEPO and allogeneic
blood, the cost per rHuEPO patient
was $4552 and for placebo patients,
$240. Transfusions were reduced by an
average of 0.62 units per patient by the
use of rHuEPO. At an rHuEPO cost
of $3940 per patient, the average cost
per allogeneic unit of blood avoided
was $6355. As a reference point,
Goodnough, Bodner and Martin®® esti-
mated costs related to transfusion reac-
tions and transmission of selected in-
fectious agents (HIV, hepatitis B,
hepatitis C and HTLV-1/1I) to be
US$21. A model of the net costs in
quality-adjusted years of life for
rHuEPO use would be similar to cost
models for autologous blood donation
(except for the costs associated with
wasted units of autologous blood col-
lected but not administered). In pub-
lished models of autologous blood do-
nation for surgical patients, the net
costs in quality-adjusted years of life
have ranged from US$235 000 to
US$23 000 000.2%* These models
were highly dependent on the esti-
mates used for the incidence of post-
transfusion hepatitis and the number of
units of collected autologous blood.

Applying similar costs for rtHuEPO,
allogeneic blood and autologous
blood to the results of a rHuEPO with
PAD study,® we found that the direct
costs associated with rHuEPO with
PAD were between $2700 and $5400
per patient (depending on rHuEPO

dose), compared with an average of
$1600 per placebo (PAD without
rHuEPO) patient.

INDICATIONS

We attempted to create a compre-
hensive list of all possible indications
for the preoperative use of rHuEPO
that might arise in clinical practice.
The indications were divided into 2
clinical presentations; those pertaining
to its use alone (192) and those per-
taining to its use in conjunction with
PAD, when it had already been de-
cided to perform PAD (72). The
panel did not consider or evaluate ap-
propriate indications for PAD.

Patients were categorized accord-
ing to hypothetical situations or indi-
cations based on permutations of the
following factors: age (18 to 70 years,
older than 70 years), history of trans-
fusion or antibody incompatibility,
preoperative hemoglobin level (more
than 130 to 150 g/L, 101 to 130
g/L, 80 to 100 g/L) expected blood
loss (0, 1 to 2, 3 or more units
PRBCs) (or use of PAD: 1 to 2, 3 to
4,5 or more expected units), anemia
of chronic disease (present versus ab-
sent), significant stable cardiovascular
or cardiopulmonary disease (present
versus absent), and patient anxiety
about receiving an allogeneic blood
transfusion (present versus absent).
Examples of indications are listed in
Table III1.

CONSENSUS PANEL

We convened a panel of 9 Cana-
dian physicians representing a diver-
sity of specialties (cardiac surgery, or-
thopedic surgery, urologic surgery,
anesthesiology, critical care medicine,
transfusion medicine), practice set-
tings (university and community) and
geographic sites. The panelists re-
ceived the literature review and an ini-



tial set of indications by mail, which
they rated. The first round ratings
were summarized and presented to
the panel. During the meeting, the
panelists revised the indications struc-
ture, modified the definitions of key
terms, discussed reasons for the de-
gree of agreement or disagreement in
ratings from the first round and confi-
dentially “re-rated” all indications.
Each indication was rated on a 9-point
scale of appropriateness (9 = extremely
appropriate, 5 = uncertain and 1 = ex-
tremely inappropriate).

The panel rated each of the 264
indications under 3 separate con-
texts: clinical, cost constraint, and
cost and blood supply constraint. In
the clinical context, the panel based
their rating of the appropriateness on
a comparison of expected clinical
benefits to the patient for the use of
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rHuEPO (e.g., fewer transfusions,
improved quality of life), with its
clinical risks (e.g., morbidity, toxic-
ity). Next, the panel rated the indica-
tions considering the risks and bene-
fits — to both the patient and the
health care system. Under the con-
text of cost constraint, the panel con-
sidered a health care environment
needing to decrease overall costs by
10%. Lastly, the panel rated the indi-
cations under the context of both cost
and blood supply constraint — a
health care environment needing to
decrease overall costs by 10% and in
which 5% or more of hospital blood
orders cannot be met.

The final appropriateness rating
was the median rating of the 9 pan-
elists. The consensus method did not
force agreement. We considered that
indications were appropriate for me-

dian ratings between 7 and 9 (without
disagreement), inappropriate for me-
dian ratings between 1 and 3 (without
disagreement) and uncertain for me-
dian ratings between 4 and 6 or if pan-
elists disagreed. We defined disagree-
ment as occurring when at least 2
panelists rated the indication appro-
priate and at least 2 rated the indica-
tion inappropriate regardless of the
median rating.

STATISTICAL METHODS

Influence of clinical factors
on median ratings

We used categoric variables to rep-
resent the levels of the clinical factors
that define indications and did analy-
sis of variance of median ratings on
the categoric variables. To judge the

Table 1ll

Selected Indications and Ratings*

Indication

Context

Clinical

Cost constraint

Cost and blood
supply constraint

Erythropoietin alone

Hgb 131-150 g/L, no/mild patient anxiety and

1-2 units expected PRBC loss
> 3 units expected PRBC loss

Inappropriate

Hgb 101-130 g/L and anemia of chronic disease,
1-2 units expected PRBC loss, and

No/mild patient anxiety

Moderate/severe patient anxiety

Inappropriate

Inappropriate

Uncertain Uncertain Uncertain
Uncertain Inappropriate Uncertain
Appropriate Inappropriate Uncertain

Erythropoietin with preoperative autologous

donation (PAD)

Hgb 131-150 g/L, no/mild patient anxiety, and

1-2 units expected use of PAD
3-4 units expected use of PAD

Inappropriate

Hgb 110-130 g/L and anemia of chronic
disease, no/mild patient anxiety, and

1-2 units expected use of PAD
3-4 units expected use of PAD

Inappropriate

Inappropriate

Uncertain Uncertain Uncertain
Appropriate Uncertain Appropriate
Appropriate Appropriate Appropriate

PRBC = packed red blood cell

*In all scenarios: patients were aged 18 to 70 yr, there was no history of transfusions or antibody incompatibility, and there was no significant
cardiopulmonary or cardiovascular disease.
Appropriate = median of 9 panelists ratings was 7-9 without disagreement, inappropriate = median of 9 panelists ratings was 1-3 without dis-
agreement, uncertain = median of 9 panelists ratings was 5-7 or disagreement occurred (see text)
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significance of each clinical factor, we
used the p value for the correspond-
ing categoric variable in the analysis of
variance. To illustrate the effect of the
clinical factors, we compared mean
median ratings for extreme levels of
each clinical factor (e.g., high versus
low expected blood loss).

Influence of context on median
ratings

To judge the significance of cost
constraints, or cost and blood supply
constraints, we used paired compari-
son t-tests for equality of ratings in
each of the constrained versus clinical
contexts. To illustrate the effect of the
constraints, we calculated mean me-
dian ratings in each of the 3 contexts.

Influence of expected blood loss
on differences in median ratings
by context

To check for systematic variations
across indications in the influence of
context on median ratings, we did an
analysis of variance with constrained
minus clinical median rating as the
dependent variable and categoric vari-
ables for the clinical factors that de-
fine indications as independent vari-
ables. Expected blood loss was the
only highly significant characteristic
(for cost constraints: p < 0.0001 ver-
sus p = 0.18 to 0.94 for the other
characteristics; for cost and blood
supply constraints: p < 0.0001 versus
p=0.04 to 1.0). Consequently, we
examined the influence of context on
median ratings separately for each of
the 3 categories of expected blood
loss (low, medium and high), using
the same methods described in the
preceding paragraph.

All calculations were done using
Stata version 5.0. (Stata Statistical
Software: Release 5.0; Stata Corp.,
College Station, Tex.)
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RESULTS

Panelists rated each of the 264 in-
dications under the 3 contexts for a
total of 792 indications. Table III
shows selected indications and ratings
(chosen to show the full range of rat-
ings and the influence of the clinical
factors and context). Overall, 54% of
the indications (428 of 792) were
rated appropriate, 18% uncertain (143
of' 792) and 28% inappropriate (221
of 792). Although the structure of the
indications differed, in general the rat-
ings for the use of rHuEPO alone
were lower than the ratings for the use
of rHuEPO with PAD (clinical con-
text — 5.7 versus 7.3, cost constraint
— 4.7 versus 6.1, cost and blood sup-
ply constraint — 5.6 versus 7.0). Ac-
cording to our definition, the panel
disagreed for 13% of the final indica-
tions (from 20% on the first round).

To determine which clinical factors
influenced the panel’s median rating
for the use of rHuEPO alone, we car-
ried out an analysis of variance (Table
IV). Expected blood loss had the
greatest impact; high blood loss indi-
cations were rated significantly more
appropriate (5.9 points higher for
rHuEPO alone, 3.6 points higher for
rHuEPO with PAD) than indications
with low expected blood loss
(p<0.0001). Preoperative hemoglo-
bin levels also significantly influenced
the ratings: a low preoperative hemo-
globin level was associated with
greater appropriateness than a high
preoperative hemoglobin level (4.4
points higher for rHuEPO alone, 3.0
points higher for rHuEPO with PAD,
»<0.0001).

The context had a substantial impact
(Table V). Ratings were less appropri-
ate under the cost constraint context

Table IV

Influence of Clinical Factors Alone on the Ratings

Clinical factor Mean score*  Differencet p value
Erythropoietin alonet
Expected blood loss,§ high/low 8.3/2.4 5.9 < 0.0001
Hemoglobin, 1 low/high 7.9/3.5 4.4 < 0.0001
History of transfusion incompatibility, yes/no 5.9/5.5 0.4 0.03
Patient anxiety, severe/mild or none 5.9/5.5 0.4 0.045
Cardiovascular/cardiopulmonary disease,
present/absent 5.8/5.6 0.2 0.21
Age, > 70/18-70 yr 5.8/5.5 0.3 0.14
Erythropoietin and PAD}
Expected blood loss,§ high/low 8.8/5.2 3.6 < 0.0001
Hemoglobin, T low/high 8.4/5.4 3.0 < 0.0001
Patient anxiety, severe/mild or none 7.4/7.0 0.4 0.15
Cardiovascular/cardiopulmonary disease,
present/absent 7.4/7.1 0.3 0.29
Age, > 70/18-70 yr 7.2717.22 0.05 0.86

*The numbers in this column represent the mean of all ratings for the indications with that value (e.g., the mean of all

ratings for high expected blood loss was 8.3).

TA positive number means that the panel rated the first scenario more appropriate than the second (e.g., high expected
blood loss was more appropriate than low expected blood loss by 5.9 points on a 9-point scale).

$Overall mean rating was 5.7.

§Erythropoietin alone: 3+ units expected packed red blood cell loss v. O units; erythropoietin and PAD: 5+ units expected

PAD v. 1-2 units

fiErythropoietin alone: 80-100 g/L v. > 130 g/L; erythropoietin and PAD 110-130 g/L v. > 130 g/L




than the clinical context (1.0 decrease
for rHuEPO alone, p<0.0001; 1.2
decrease for rHuEPO with PAD,
£<0.0001). Under the combined cost
and blood supply constraint, the ratings
differed only slightly from the clinical
context (0.1 decrease for rHuEPO
alone, p = 0.04; 0.3 decrease for
rHuEPO with PAD, p < 0.0001).

Only 1 clinical factor (expected
blood loss) had a significant influence
on the variation in ratings across con-
texts (Table VI). The cost constraint
and the combined cost and blood sup-
ply constraint had little effect on the
ratings for patients with 7o expected
blood loss or high expected blood
loss. However, indications for patients
with intermediate (1 to 2 units of
PRBCs) expected blood loss were sig-
nificantly affected by a cost constraint
with ratings 2 points less appropriate
than under the clinical context
(p<0.0001).

DiscussioN

We used expert panel consensus
methodology to develop indications
for the preoperative use of rHuEPO.
Expected blood loss and preoperative
hemoglobin level had the greatest im-
pact on the ratings. The panel also
evaluated use under 3 different con-
texts; considering clinical issues alone,
adding a cost constraint, and cost in
conjunction with a limited blood sup-
ply. These indications are timely ow-
ing to the recent approval of rHuEPO
for general use, concerns about the
safety and quantity of the blood sup-
ply and ongoing efforts to constrain
health care expenditures.

Panelists received a literature sum-
mary but also rated indications and
considered clinical factors where evi-
dence was lacking. This guideline de-
velopment method has been shown to
have both reliability (e.g., panelists
rating are stable over time) and valid-
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ity (e.g., it correlates with published
evidence and has internal consis-
tency).” The resulting guidelines are
enlightened by the evidence but use
quantitative consensus judgement to
evaluate the individual indications.
The rating structure had substan-
tial clinical detail. This richness al-
lowed the panelists to quantitatively
express their viewpoints. In an effort

to understand which clinical factors
had the greatest impact, we performed
an analysis of variance. Expected
blood loss had the highest influence
of the clinical factors (Table IV). On
average, the panel rated indications for
rHuEPO alone with high expected
blood loss 5.9 points higher (more ap-
propriate) on a 9-point scale than in-
dications with low expected blood

Table V

Influence of Context on the Ratings

Context

Cost and blood

Indication Clinical Cost constraint supply constraint
Erythropoietin alone, n= 192

Mean score* 5.7 4.7 5.6

Variation from the clinical

scenariotf NA -1.0 (p<0.0001) -0.1 (p=0.04)
Erythropoietin and PAD, n=72

Mean score* 7.3 6.1 7.0

Variation from the clinical

scenariot NA -1.2 (p< 0.0001) -0.3 (p< 0.0001)

*Mean of all ratings for the listed context

fThe negative value means that the panel rated the scenario /ess appropriate than the clinical scenario.

NA = not applicable

Table VI

Influence of Expected Blood Loss and Context on the Ratings for Erythropoietin Alone

Context

Cost and blood

Expected blood loss Clinical Cost constraint supply constraint
None, n = 64

Mean score* 2.4 1.7 2.2

Variation from the clinical

scenariot NA -0.7 (p=0.0001) -0.2 (p=0.02)
1-2 units of PRBCs, n= 64

Mean score* 6.3 4.3 5.9

Variation from the clinical

scenariot NA -2.0(p<0.0001) -0.4(p<0.0001)
3 or more units of PRBCs, n = 64

Mean score* 8.3 8.0 8.6

Variation from the clinical

scenariot NA -0.3 (p=0.01) 0.3 (p=0.002)

*Mean of all ratings for the listed context

1The negative value means that the panel rated the scenario /ess appropriate than the clinical scenario.

NA = not applicable
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loss. Similarly, preoperative hemoglo-
bin level had a substantial impact on
appropriateness, with ratings 4.4
points higher (more appropriate)
when the hemoglobin level was 80
to 100 g/L than when it was more
than 130 g/L. Although statistically
significant, a history of transfusion in-
compatibility and patient anxiety had
only minimal impact on the ratings.
Age and the presence of cardiovascu-
lar/cardiopulmonary disease had no
impact.

The importance of expected blood
loss and preoperative hemoglobin to
the ratings is not surprising. The liter-
ature clearly shows that the need for
allogeneic blood increases when pa-
tients present for surgery in an anemic
state or lose substantial amounts of
blood during the procedure. Retro-
spective reviews of surgical cases have
found that the combination of low he-
moglobin levels and high intraopera-
tive red blood cell loss correlates with
mortality.'* It was unexpected that
patient anxiety about allogeneic blood
transfusion did not have more of an
impact on the median ratings. This
factor did influence certain panelists
in specific indications but did not
greatly shift the overall ratings. This
factor has not been addressed in the
literature and the ratings reflect the
clinical judgement of the panelists.

On the surface, the lack of signifi-
cance for the presence of cardiovascu-
lar disease seems to contradict the lit-
erature about the risks of rHuEPO.
Several series have shown higher rates
of thrombosis in patients receiving
rHuEPO, with the greatest frequency
in patients with pre-existing cardiovas-
cular disease.”® Why then, did the
panel seemingly discount this clinical
factor? During the panel discussion, a
competing issue surfaced. Although
rHuEPO has its greatest potential risk
in patients with significant cardiovas-
cular disease, it is in these same pa-
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tients that rHuEPO has its greatest
potential benefit. Acute blood loss can
lead to ischemic events in patients
who have cardiovascular compromise.
rHuEPO can raise the preoperative
hemoglobin level and potentially give
the patient a greater ability to sustain
that blood loss. Thus, the panel rat-
ings reflect not an oversight of the lit-
erature but rather a balancing of risks
and benefits.

To have utility, indications for
rHuEPO must reflect the realities of
current practice and not just model an
ideal circumstance. Physicians feel
most comfortable focussing on just
the clinical factors. However, policy-
makers must consider that rHuEPO
use is expensive, and widespread use
would greatly impact hospitals’ and
provinces’ ability to offer other ser-
vices. Finally, the blood supply is also
a constrained resource. Hospitals peri-
odically do not have adequate supplies
of blood for elective surgery. It was for
these reasons that the panel evaluated
rHuEPO use under the 3 separate
contexts; clinical, cost constraint, and
cost and blood supply constraints.

As expected, the ratings for
rHuEPO use were highest (most ap-
propriate) under the clinical context
when cost was not considered (Table
V). The addition of cost shifted the
ratings 1 point less appropriate. The
panel felt less willing to use rHuEPO
when cost was a consideration. How-
ever, use of rHuEPO reduces the need
for blood transfusion. In the context
of constraints in cost and blood sup-
ply, the panel ratings generally resem-
bled those of clinical issues alone. In
essence, cost tended to make
rHuEPO use less appropriate, whereas
a constrained blood supply tended to
make use more appropriate (bringing
the ratings close to the original clini-
cal context).

The impact of the context had dif-
fering importance for patients de-

pending on the expected blood
loss. When the patient had no ex-
pected blood loss, the panel felt that
rHuEPO use was not warranted. Cost
and blood supply constraint had mini-
mal impact, since the panel rated each
context inappropriate. In contrast, the
panel rated most indications with 3 or
more units of expected PRBC loss
very appropriate (median rating 8.3).
When the panel considered the cost
constraint, the ratings only shifted a
small amount (0.3), since the panel
felt that in this circumstance the bene-
fits of rHuEPO were substantial and
cost did not greatly alter their judge-
ment. With constrained blood supply,
the panel ratings were even more ap-
propriate than the clinical context,
since rHUEPO use could reduce de-
mands on this scarce resource.

The panel showed substantial cost
sensitivity for indications with moder-
ate (1 to 2 units of PRBCs) expected
blood loss. It is in these patients that
the panel felt that the clinical risks and
benefits were about equal. The cost
constraints shifted the ratings 2 points
more inappropriate.

Our study evaluated the hypotheti-
cal indications for rHuEPO but did
not examine actual use. To determine
the appropriateness of current pat-
terns of use requires an epidemiologic
sampling of cases and determination
of each clinical factor. Further research
could answer this question.

In summary, we developed a de-
tailed set of indications for the use of
rHuEPO alone and its use in conjunc-
tion with PAD. By evaluating each in-
dication under 3 separate contexts,
providers and payers can tailor use, se-
lecting the context that best reflects
their environment. We identified that
expected blood loss and preoperative
hemoglobin level had the greatest im-
pact on the determination of appro-
priateness, factors supported by the
scientific literature. With this informa-



tion, clinicians can focus carefully on
the selected issues that matter in a
continuing effort to make best use of
resources.

This study was funded by Janssen-Ortho, Inc.,
North York, Ont. The consensus process was
coordinated by methodologists and clinicians
from Value Health Sciences, Inc. (now Proto-
care Sciences), which has no financial interest
in Eprex (recombinant erythropoetin). After
granting of the funding Value Health Sciences,
Inc. (now Protocare Sciences) made all
methodologic decisions. Janssen-Ortho Inc.
did not see the results until the ratings were
complete.
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