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ABSTRACT

BACKGROUND

The majority of patients undergoing surgical treatment for ST-elevation myocardial
infarction receive antifibrinolytic therapy to limit blood loss. This approach ap-
pears counterintuitive to the accepted medical treatment of the same condition —
namely, fibrinolysis to limit thrombosis. Despite this concern, no independent,
large-scale safety assessment has been undertaken.

METHODS

In this observational study involving 4374 patients undergoing revascularization,
we prospectively assessed three agents (aprotinin [1295 patients], aminocaproic
acid [883], and tranexamic acid [822]) as compared with no agent (1374 patients)
with regard to serious outcomes by propensity and multivariable methods. (Al-
though aprotinin is a serine protease inhibitor, here we use the term antifibrino-
Iytic therapy to include all three agents.)

RESULTS

In propensity-adjusted, multivariable logistic regression (C-index, 0.72), use of
aprotinin was associated with a doubling in the risk of renal failure requiring di-
alysis among patients undergoing complex coronary-artery surgery (odds ratio,
2.59; 95 percent confidence interval, 1.36 to 4.95) or primary surgery (odds ratio,
2.34; 95 percent confidence interval, 1.27 to 4.31). Similarly, use of aprotinin in the
latter group was associated with a 55 percent increase in the risk of myocardial
infarction or heart failure (P<0.001) and a 181 percent increase in the risk of stroke
or encephalopathy (P=0.001). Neither aminocaproic acid nor tranexamic acid was
associated with an increased risk of renal, cardiac, or cerebral events. Adjustment
according to propensity score for the use of any one of the three agents as compared
with no agent yielded nearly identical findings. All the agents reduced blood loss.

CONCLUSIONS
The association between aprotinin and serious end-organ damage indicates that
continued use is not prudent. In contrast, the less expensive generic medications
aminocaproic acid and tranexamic acid are safe alternatives.
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HE MAINSTAY OF MEDICALTHERAPY FOR

patients with an acute coronary syndrome

— when accompanied by myocardial in-
farction with ST-segment elevation — includes
fibrinolytic and antiplatelet agents to mitigate
thrombosis-related events.! However, if surgical
therapy (coronary-artery surgery) is elected, fi-
brinolytic agents are not used before, during, or
after surgery because of concerns regarding ex-
cessive bleeding. In fact, these bleeding-related
concerns have given rise to the testing, regulatory
approval, and widespread use of two classes of
agents, both proven to mitigate bleeding: the ly-
sine analogues (aminocaproic acid and tranexam-
ic acid) and the serine protease inhibitors (apro-
tinin). Consequently, the majority of patients
now routinely receive one or more of these agents
during and after invasive cardiovascular proce-
dures, including coronary-artery surgery.>* Thus,
at least for patients with ST-elevation myocardial
infarction, the surgical approach (with the use of
antifibrinolytic agents) is in stark contrast, and
may seem counterintuitive, to the medical ap-
proach (with fibrinolytic therapy as a mainstay)
for thrombosis-related events. (Although apro-
tinin is a serine protease inhibitor, here we use the
term antifibrinolytic therapy to include all three
agents.)

The question of the safety of serine protease
inhibitors or lysine analogues for thrombosis-
related events — though noted in a handful of
early case reports and small, single-center expe-
riences involving graft thrombosis®” and creati-
nine elevation>%° — has largely been contested
by a number of published secondary analyses that
have nearly always concluded that antifibrino-
lytic therapy, as defined here, is safe.'® Unfortu-
nately, however, this “safety evidence” has three
important limitations: no prior investigation was
adequately powered to assess relatively infrequent,
but clinically serious, safety events'®; the com-
parative safety of the three agents has not been
assessed within one study — an important con-
sideration, given the large cost differential among
agents (aprotinin being far more costly than either
aminocaproic acid or tranexamic acid); and near-
ly all investigations were sponsor-supported® and
therefore carried unavoidable bias.

Addressing these considerations, however, is
not straightforward. After a decade of use, anti-
fibrinolytic practice now is embedded and dic-
tated by guidelines,>** such that safety assess-

ment in independent, placebo-controlled clinical
trials with unselected recruitment becomes dif-
ficult, if not impossible. In addition, regulatory
approval for use of these agents differs among
countries, making a large-scale, multicountry,
comparative study challenging. Therefore, to ad-
dress the safety of antifibrinolytic therapy for
thrombosis-related cardiac, cerebral, and renal
events, we conducted a non—sponsor-supported,
prospective, international, multi-institutional study
sufficiently powerful (with >800 patients per group)
and comprehensive (with hundreds of covariate
measurements per patient) to allow comparative
safety assessment among the three agents by ex-
acting propensity and multivariable analyses. We
hypothesized that the use of either serine protease
inhibitors or lysine analogues in patients with acute
coronary syndromes presenting for coronary-artery
surgery is unsafe.

METHODS

After institutional approval and written informed
consent had been obtained, patients scheduled
for coronary-artery bypass surgery with cardio-
pulmonary bypass were prospectively enrolled
according to a systematic sampling scheme at 69
institutions in North and South America, Europe,
the Middle East, and Asia. To be eligible for entry
into the study, patients had to be at least 18 years
of age, could not be enrolled in another study or
trial, and had to be able to engage in a preopera-
tive interview. At each institution, every Rth pa-
tient meeting these entry criteria was enrolled,
where R=N+50 (to the closest integer) and where
N is the number of patients expected to undergo
myocardial revascularization surgery over a one-
year period.'? Data were collected throughout hos-
pitalization, with approximately 7500 data fields
per patient collected by independent investigators.

MEASUREMENT OF OUTCOMES
Each outcome event was prespecified, defined by
the protocol, and classified as cardiovascular (myo-
cardial infarction or heart failure), cerebrovascu-
lar (stroke, encephalopathy, or coma), or renal
(dysfunction or failure). Myocardial infarction re-
quired either new Q waves (Minnesota code 1-1-1
or 1-2-7) or new, persistent ST-segment or T-wave
changes (Minnesota code 4-1, 4-2, 5-1, 5-2, or 9-2).
Heart failure required a cardiac output of less
than 2.0 liters per minute associated with a pulmo-
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nary-artery occlusion pressure above 18 mm Hg,
a central venous pressure above 12 mm Hg, an S,
gallop, or rales. Cerebrovascular events included
clinically diagnosed stroke, encephalopathy, and
coma. Renal dysfunction required a postoperative
serum creatinine level of at least 177 umol per
liter with an increase over preoperative baseline
levels of at least 62 umol per liter; renal failure
was defined as dysfunction requiring dialysis or

in-hospital death with evidence at autopsy of acute
renal failure. Blood loss was assessed as chest-tube
output during the first 24 hours after surgery.

CLINICAL CARE AND USE OF ANTIFIBRINOLYTIC
AGENTS

Clinical decisions were not controlled by the study
protocol, and all patients qualifying for enroll-
ment within the prespecified enrollment period

5436 Patients were enrolled

32 Withdrew from study before surgery
2 Died before surgery
97 Did not undergo surgery or surgery was rescheduled
132 Did not undergo cardiopulmonary bypass
11 Were enrolled in another clinical trial
97 Had incomplete data

5065 Patients could
be evaluated

226 Received multiple antifibrinolytic agents
17 Had no validation of drug type or dose
448 Received inadequate dose of antifibrinolytic agent

4374 Patients in study

1374 Patients in control

3000 Patients in

group antifibrinolytic group
1295 Patients in 883 Patients in amino- 822 Patients in tran-
aprotinin group caproic acid group examic acid group
1022 Had 352 Had 796 Had 499 Had 597 Had 286 Had 598 Had 224 Had
primary complex primary complex primary complex primary complex
surgery surgery surgery surgery surgery surgery surgery surgery

administration of a total of more than 2 million kallikrein

group, administration of more than 1 g.

Figure 1. Consolidated Standards of Reporting Trials (CONSORT) Diagram of Patient Enrollment.

The diagram shows the numbers of patients who met the criteria for inclusion in, or exclusion from, the study

and their distribution among the four study groups and two surgery types. Inclusion in the aprotinin group required
-inhibitor units intravenously before the end of surgery;
inclusion in the aminocaproic acid group, administration of more than 10 g; and inclusion in the tranexamic acid
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0.05
<0.001

4(0.5)
146 (17.8)

0.14
<0.001

3(0.3)
173 (19.7)

<0.001

19 (L.5)
223 (17.3)

0.50
0.54

NA

0.93

0.002
<0.001

26 (0.9)
542 (18.1)

1(0.1)
138 (10.1)

History of valve surgery

<0.001

History of percutaneous translumi-

nal coronary angioplasty

0.99

9 (1.1)
54 (6.6)

0.74
<0.001

11 (1.3)
78 (8.8)

0.67
<0.001

12 (0.9)
95 (7.3)

0.62
0.17
0.68
0.60

NA
0.87
0.94

0.94
<0.001

32 (L.1)
227 (7.6)

15 (1.1)

History of aortic vascular surgery

0.006
0.29

0.65

54 (3.9)
5 (0.4)
20 (L.5)

History of intracoronary stent

1(0.1)
14 (1.7)

0.17

7(0.8)
11 (1.3)

0.10

11 (0.9)
40 (3.3)

0.26
0.08

19 (0.6)
63 (2.3)

History of coronary atherectomy

0.68

0.002

NA

History of noncoronary angioplasty

or stent

0.23
0.93

<0.001 69 (3.4)
40 (4.9)

108 (12.2)
41 (4.6)

201 (155)  <0.001

0.18

NA
NA

<0.001

378 (12.6)

96 (7.0)

Current CABG and valve surgery

0.74

0.48

72 (5.6)

0.99

0.83

153 (5.1)

63 (5.0)

Current CABG and other surgery

* NA denotes not applicable (because there were no patients with the characteristic in the subpopulation), and CABG coronary-artery bypass grafting.

T P values are for the comparison between patients treated with an antifibrinolytic agent and control patients.

I P values are those calculated after adjustment according to the propensity score (for the use of an antifibrinolytic agent) in 3013 patients undergoing primary surgery.

§ P values are those calculated after adjustment according to the propensity score (for the use of an antifibrinolytic agent) in 1361 patients undergoing complex surgery. Complex surgery

was defined as surgery under any of the following conditions: a history of coronary-artery bypass grafting, valve surgery, noncoronary angioplasty or stenting, or other cardiac or vascular

noncardiac surgery; combined current heart surgery; and current surgery in emergency status or urgent status with evidence of congestive heart failure preoperatively.

9 Race or ethnic group was determined by the clinical investigator.

| To convert the value for creatinine to micromoles per liter, multiply by 88.4.

were entered into the study (Fig. 1). Patients were
classified as undergoing primary surgery if the
index surgery was elective and involved only cor-
onary-artery revascularization (with no history of
cardiac or vascular surgery) or angioplasty. Other-
wise, patients were classified as undergoing com-
plex surgery.

STATISTICAL ANALYSIS
Baseline medical characteristics were compared
statistically (Table 1). The effect of the drugs on
outcome was assessed with the use of multivari-
able logistic regression and propensity-score ad-
justment. Initially, 97 perioperative risk factors
were evaluated for univariate association with
outcome (two-tailed P<0.20) and then entered
stepwise (backward and forward) into multivari-
able logistic models, with assessment of the asso-
ciation between treatment (aprotinin, aminoca-
proic acid, or tranexamic acid vs. no treatment)
and outcome in the presence of the significant
covariates. Comparison between drugs was as-
sessed with the use of contrast functions.
Selection bias not controlled by multivari-
able methods was assessed with a propensity-
adjustment method. Using nonparsimonious logis-
tic-regression modeling, we developed propensity
scores for the use of any antifibrinolytic treat-
ment (vs. no treatment), including 45 treatment-
selection covariates, and propensity scores for
specific treatments. Covariate interactions proved
unnecessary for the balance of baseline charac-
teristics. The discriminate power of the propensity
scores was quantified by measurement of the
receiver-operating-characteristic area (the C-index).
Covariate adjustment was performed with the de-
rived propensity scores and drug-indicator vari-
ables. The interaction of the differential drug ef-
fect and surgery status (with the propensity score
as the adjustment variable!*'#) was not signifi-
cant. Propensity-score analyses according to spe-
cific treatment confirmed our findings according
to drug class. Finally, the dose response (weight-
adjusted) was assessed among 596 patients in
the aprotinin group who were receiving either
a low-dose regimen (loading dose, 1 million kal-
likrein-inhibitor units [KIU]J; total dose, >2 mil-
lion KIU) or a high-dose regimen (loading dose,
2 million KIU; total dose, >4 million KIU).
SAS statistical software (version 8.2) was used;
a P value of less than 0.05 (two-tailed) was con-
sidered to indicate statistical significance. Mul-
tiple comparison adjustments were assessed.

N ENGL ) MED 354;4 WWW.NEJM.ORG JANUARY 26, 2006
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RESULTS

As expected, patients had evidence of acute and
chronic vascular disease. Several imbalances were
noted between the treatment groups and the
control group before propensity adjustment, but

ADVERSE SAFETY OUTCOMES

Overall, the use of aprotinin was associated with
an increased risk of renal and nonrenal events
when compared with aminocaproic acid, tran-
examic acid, or no antifibrinolytic therapy (Fig.
2) — a finding confirmed by multivariable lo-

not thereafter (Table 1). gistic regression (Table 2). Interaction by drug

A
[ Control [ Aminocaproic acid [l Tranexamic acid [ Aprotinin
104 P<0.001
P<0.001 P<0.001
8
3
:\:: 6 5
] 3
<
Q
B
EREy ; 5 4
3
2 3
24 1 11
0
Renal Dialysis Renal Dysfunction Renal Composite
Outcome Event
B
[ Control [l Aminocaproic acid [l Tranexamic acid  [E Aprotinin
304 29
P<0.001 P<0.001
23 P<0.001
21
— 20 1920
g
Q
v
=
3
‘G P<0.001
<
— 104 P<0.001
P=0.004 P<0.001
4
222
0- & & &
X ¢ & S 3 3
& K& & & $° N & S & S
Q 2 \Z \Z R @ < 8 g
& & & & & Ny
) N N S & N °
B ge e D & o Q
S E % b > &> &
& o & <& <
Q
S & N &
Figure 2. Renal and Nonrenal Outcome Events among the 4374 Study Patients.
Panel A shows the incidence of renal events according to study group. All pairwise comparisons between the apro-
tinin group and any other group were significant (P<0.001 by Bonferroni-adjusted analysis). Comparison of either
aminocaproic acid or tranexamic acid with control, or comparison between them, was not significant. Panel B
shows the incidence of nonrenal events. In both panels, the numbers above the bars are rounded incidence values,
and P values shown are for the comparison between the aprotinin group and any other group (the control group,
the aminocaproic acid group, or the tranexamic acid group).
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Table 2. Results of Multivariable Logistic Regression for the Renal Composite Outcome in 4374 Patients.*

Analysis in Presence of Covariates Analysis in Presence of Covariates

without Propensity Adjustmenty with Propensity Adjustment:;
Risk Factor Odds Ratio (95% Cl) P Value Odds Ratio (95% Cl) P Value
Aprotinin vs. control 2.52 (1.66-3.82) <0.01 2.41 (1.49-3.90) <0.001
Aminocaproic acid vs. control 1.03 (0.61-1.76) 0.91 0.84 (0.44-1.58) 0.58
Tranexamic acid vs. control 1.25 (0.74-2.13) 0.40 1.23 (0.68-2.21) 0.49
Propensity score — — 1.03 (0.97-1.11) 0.33
Complex vs. primary surgery 1.55 (1.12-2.16) 0.009 1.47 (1.02-2.13) 0.04
History of renal disease 2.50 (1.76-3.57) <0.001 2.53 (1.70-3.75) <0.001
Creatinine >1.3 mg/d| on admission§ 2.71 (1.91-3.87) <0.001 3.12 (2.11-4.60) <0.001
Heart failure on admission 2.33 (1.68-3.24) <0.001 2.64 (1.84-3.80) <0.001
History of angina 0.57 (0.36-0.89) 0.01 0.58 (0.35-0.96) 0.03
History of liver disease 0.35 (0.18-0.68) 0.002 0.28 (0.13-0.61) 0.001
History of intravenous drug use 3.29 (1.08-10.04) 0.04 2.98 (0.82-10.84) 0.10
Preoperative nitrate administration 1.95 (1.29-2.93) 0.001 2.15 (1.36-3.40) 0.001
Preoperative inotrope administration 2.31 (1.45-3.67) <0.001 2.36 (1.42-3.92) <0.001
Preoperative administration of ACE 1.38 (1.00-1.91) 0.05 1.57 (1.10-2.24) 0.01

inhibitor
Intraoperative transfusion of fresh frozen 2.51 (1.72-3.65) <0.001 2.40 (1.58-3.66) <0.001
plasma

Intraoperative transfusion of red cells 1.64 (1.15-2.34) 0.007 1.71 (1.16-2.52) 0.007

* Cl denotes confidence interval, and ACE angiotensin-converting enzyme.

T Excluded were 43 patients with missing values for at least one of the risk factors in the model, including the covariates.
The Hosmer—-Lemeshow goodness-of-fit chi-square test statistic was 10.3 (P=0.24). The C-index for the model was 0.84.
Direct comparisons of treatment groups by contrast functions on model parameters demonstrated increased risk with
aprotinin as compared with aminocaproic acid (odds ratio, 2.44; 95 percent confidence interval, 1.54 to 3.86; P<0.001)
and as compared with tranexamic acid (odds ratio, 2.01; 95 percent confidence interval, 1.27 to 3.18; P=0.003). There
was no difference in risk associated with the use of aminocaproic acid as compared with tranexamic acid.

I Excluded were 410 patients with missing values for at least one of the covariates or the propensity score. The Hosmer—

Lemeshow goodness-of-fit chi-square test statistic was 7.17 (P=0.52). The C-index for the model was 0.86. Direct com-

parisons of treatment groups by contrast functions on model parameters demonstrated increased risk with aprotinin as

compared with aminocaproic acid (odds ratio, 2.88; 95 percent confidence interval, 1.69 to 4.90; P<0.001) and as com-
pared with tranexamic acid (odds ratio, 1.96; 95 percent confidence interval, 1.19 to 3.23; P=0.009). There was no dif-

ference in risk associated with the use of aminocaproic acid as compared with tranexamic acid.
§ To convert the value for creatinine to micromoles per liter, multiply by 88.4.

group and complexity of surgery was not sig-
nificant.

Among the 3013 patients undergoing primary
surgery, aprotinin, but not aminocaproic acid or
tranexamic acid, was associated with an increased
risk of death (2.8 percent vs. 1.3 percent, P=0.02),
cardiovascular events (20.4 percent vs. 13.2 per-
cent, P<0.001), cerebrovascular events (4.5 percent
vs. 1.6 percent, P<0.001), and renal events (5.5
percent vs. 1.8 percent, P<0.001). Specifically,
with regard to cardiovascular events, aprotinin
was associated with a 48 percent increase in the
risk of myocardial infarction (P<0.001) and a

109 percent increase in the risk of heart failure
(P<0.001). After propensity adjustment (C-index,
0.71), multivariable analysis continued to dem-
onstrate a significant association between the
use of aprotinin and an increased risk of adverse
events (Table 3) as well as an absence of asso-
ciation between either aminocaproic acid or
tranexamic acid and such events. Propensity ad-
justment by drug (C-index for aprotinin, 0.72; for
aminocaproic acid, 0.80; and for tranexamic acid,
0.68) yielded similar findings. For example, as
compared with control, aprotinin nearly doubled
the odds of a renal event (odds ratio, 1.89; 95 per-

N ENGL ) MED 354;4 WWW.NEJM.ORG JANUARY 26, 2006 359
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Table 3. Propensity-Adjusted Effect of Treatment on Ischemic Outcome Events.*

Predictors in Multivariable

Outcome Event Logistic-Regression Model

Death Aprotinin vs. control
Aminocaproic acid vs. control
Tranexamic acid vs. control
Propensity score

Renal eventf Aprotinin vs. control

Aminocaproic acid vs. control

Tranexamic acid vs. control

Propensity score

Cardiovascular
eventq

Aprotinin vs. control

Aminocaproic acid vs. control
Tranexamic acid vs. control
Propensity score

Cerebrovascular
event|

Aprotinin vs. control

Aminocaproic acid vs. control
Tranexamic acid vs. control
Propensity score

Composite outcome  Aprotinin vs. control
event**

Aminocaproic acid vs. control
Tranexamic acid vs. control

Propensity score

Patients Undergoing Patients Undergoing

Primary Surgery Complex Surgery
(N=3013)} (N=1361):
Odds Ratio Odds Ratio
P Value (95% Cl) P Value (95% Cl)

0.22 1.59 (0.76-3.34 0.66 0.86 (0.44-1.70

)
0.65 0.81 (0.33-2.02) 0.01 0.25 (0.09-0.72

0.94 1.03 (0.44-2.45)
<0.001  1.22 (1.09-1.36) 0.004 118

)

)

)

( ( )
( ( )
( 013 0.9 (0.19-1.23)
( ( )
0.006 234 (1.27-4.31 0.004  2.59 (1.36-4.95)
( ( )
( ( )
( ( )
( ( )

1.06-1.32

0.86 0.93 (0.43-2.02 0.23 0.56 (0.22-1.44
0.75 0.88 (0.40-1.94 0.33 1.47 (0.68-3.19
<0.001 1.19 (1.08-1.30) 0.58 1.02 (0.94-1.11

0.01 1.42 (1.09-1.86) 0.67 1.08 (0.75-1.57

013  078(0.56-1.08) 0.8  0.74 (0.48-1.15)
073  095(0.70-1.29) 093  1.02 (0.66-1.57)
<0001  1.08 (1.03-1.12) 016  1.04 (0.99-1.09)

( ( )

0.02 2.15 (1.14-4.06) 0.41 1.29 (0.71-2.35

0.84 0.92 (0.42-2.05) 0.07 0.45 (0.19-1.06)
0.21 1.57 (0.77-3.19) 0.38 0.70 (0.32-1.55)
<0.001 1.19 (1.08-1.30) 0.87 0.99 (0.91-1.08)

( ( )

0.002 1.49 (1.15-1.91) 0.13 1.30 (0.93-1.83

028  0.85(0.63-1.15) 0.09
069  0.94(0.71-1.26) 0.44

0.71 (0.47-1.06)
1.17 (0.79-1.73)

<0.001  1.09 (1.05-1.14) 0.65 1.01 (0.97-1.06)

Cl denotes confidence interval.

T The control group included 1022 patients, and the antifibrinolytic group 1991 patients. Values for the propensity score
were missing for 87 patients in the control group and 157 in the antifibrinolytic group.

I The control group included 352 patients, and the antifibrinolytic group 1009 patients. Values for the propensity score
were missing for 49 patients in the control group and 114 in the antifibrinolytic group.

A

A cardiovascular event was defined as either myocardial

A renal event was defined as either renal dysfunction or renal failure requiring dialysis.

infarction or heart failure.

| A cerebrovascular event was defined as stroke, encephalopathy, or coma.
** The composite outcome event category included all the other outcome event categories (death, renal event, cardiovas-

cular event, and cerebrovascular event).

cent confidence interval, 1.01 to 3.55; P=0.04),
whereas neither aminocaproic acid (odds ratio,
0.85; 95 percent confidence interval, 0.37 to 1.95;
P=0.69) nor tranexamic acid (odds ratio, 1.43; 95
percent confidence interval, 0.62 to 3.27; P=0.40)
was associated with increased renal risk.
Among the 1361 patients undergoing com-
plex surgery, aprotinin was associated with in-
creased renal dysfunction and renal failure re-

quiring dialysis, whereas aminocaproic acid and
tranexamic acid were not. Propensity adjustment
(C-index, 0.73) confirmed these findings (Table
3), and adjustment by specific drug (C-index for
aprotinin, 0.78; for aminocaproic acid, 0.78; and
for tranexamic acid, 0.76) yielded similar results,
as illustrated for renal events: odds ratio with
aprotinin, 2.79 (95 percent confidence interval,
1.44 to 5.44; P=0.002); with aminocaproic acid,
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0.48 (95 percent confidence interval, 0.17 to 1.34;
P=0.16); and with tranexamic acid, 1.01 (95 per-
cent confidence interval, 0.44 to 2.33; P=0.98).
A dose—response relationship was found for apro-
tinin with respect to renal, cardiovascular, and
composite outcomes (Fig. 3).

EFFICACY
The three medications reduced blood loss to sim-
ilar extents. As compared with the control group,
in which mean (£SD) estimated blood loss was
827+573 ml, blood loss was 753+660 ml in the
aprotinin group (P<0.001), 719+578 ml in the ami-
nocaproic acid group (P<0.001), and 676£741 ml
in the tranexamic acid group (P<0.001).

DISCUSSION

Our findings raise serious concerns regarding
the safety of an approved drug intended to limit
blood loss in at-risk patients undergoing surgery.
Specifically, the use of aprotinin was associated
with a dose-dependent doubling to tripling in the
risk of renal failure requiring dialysis among pa-
tients undergoing primary or complex coronary-
artery surgery. Furthermore, for the majority of
patients undergoing primary surgery, we found
evidence of multiorgan damage involving the
heart (myocardial infarction or heart failure) and
the brain (encephalopathy) in addition to the kid-
neys, suggesting a generalized pattern of ische-
mic injury. Unlike the serine protease inhibitors,
analysis of the less costly lysine analogues ami-
nocaproic acid and tranexamic acid demonstrat-
ed no such safety concerns, although these two
agents were equally effective in reducing blood
loss. Thus, our findings indicate that reconsid-
eration of the safety of aprotinin among patients
undergoing cardiac surgery is warranted and in-
dicate replacement of aprotinin with either ami-
nocaproic acid or tranexamic acid.

Blood loss and its replacement merit careful
redress — particularly in cardiac surgery, for
which large amounts of blood loss occur not only
because of direct vascular interruption, but also
because of exposure and autotransplantation of
blood elements after contact with the foreign sur-
faces of the bypass circuitry.2*? Consequently,
prostacyclins, desmopressin, lysine analogues,
and serine protease inhibitors were developed.
The latter two classes are now used in the major-
ity of the 1 million cardiac surgical operations

[ Control [ Aprotinin, low dose [ Aprotinin, high dose
50
P<0.001
42
o P<0.001
33
& 30 29
= il
v
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T 2 18 L)
S |
i 16
10 P=0.12
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0
Death Renal Event Cardiovascular Composite

Event Outcome Event

Figure 3. Aprotinin Dose Response.

P values shown are for the comparison between a high dose of aprotinin
and either a low dose of aprotinin or no antifibrinolytic therapy (control).
Pairwise comparison between a high dose of aprotinin and control was sig-
nificant with respect to renal events, cardiovascular events, and composite
outcome events (P<0.001 for all three comparisons by Bonferroni-adjusted
analyses) but not for death (P=0.12). Pairwise comparison between a low
dose of aprotinin and no antifibrinolytic therapy was significant (in Bonfer-
roni-adjusted analyses) with respect to renal events (P<0.001) and compos-
ite outcome events (P=0.003) but not cardiovascular events (P=0.08) or
death (P=0.14). Pairwise comparison between a high dose of aprotinin and

a low dose of aprotinin was significant (in Bonferroni-adjusted analyses)
with respect to renal events (P<0.001) but not cardiovascular events
(P=0.04), composite outcome events (P=0.03), or death (P=0.38).

performed annually worldwide?#10:1215 — 3 prac-
tice consistent with consensus guidelines.?*1*

Unlike lysine analogues, aprotinin has high
affinity for the kidneys'®1®— a property that
may explain our renal findings. After free glo-
merular passage, aprotinin binds selectively to
the brush border of the proximal tubule mem-
brane, and then, by pinocytosis, it enters into
and accumulates within the cytoplasm, inhibiting
tubule protease secretion (kallikrein and, second-
arily, kinin), prostaglandin and renin synthesis,
prostasin secretion, and bradykinin release.'822
Under normothermic ischemia, hypothermia, and
other states of high kallikrein activity, these un-
toward tubular effects are magnified and are com-
plicated by dose-dependent renal afferent vaso-
constriction; deep cortical and medullary perfusion
and its autoregulation are thereby impaired, and
focal tubular necrosis ensues.2°2° Furthermore,
because of its interference with the synthesis and
release of endothelial nitric acid, aprotinin also
may instigate macrovascular or microvascular
thrombosis.?”28
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Despite this in vitro and in vivo evidence,
only a minority of the reports of 45 trials of apro-
tinin in surgical patients even comment on renal
function, and of those trials, none were powered
to discern renal failure, leaving earlier concerns
unchecked.® However, review of this evidence
suggests the presence of several renal “safety
signals,” including aprotinin-associated alpha,-
microglobulin production,® tubule-cell deposition
of protein bands and proteinuria,® dose-dependent
increases in creatinine,>® renal dysfunction,® and
platelet-fibrin thrombotic occlusions of the renal
arterioles after death.” Of note, even in a small
study (involving 57 patients) that concluded that
aprotinin was safe (albeit with concern regarding
a possible type 1 statistical error), 90 percent sup-
pression of urinary kallikrein excretion occurred,
with arithmetic increases in sodium excretion
and osmolar clearance.?®

Our data from approximately 1300 aprotinin-
treated patients as compared with about 1300
control patients, then, clearly give credence to
early concerns stemming from findings in ani-
mal models2°242° and preliminary findings in
patients>”° — namely, that aprotinin is associ-
ated with severe renal adverse events and that
this association is dose-dependent. The lysine
analogues, in contrast, are excreted nearly intact
within 24 hours after intravenous administration,
with their renal clearance approximating creati-
nine clearance. Moreover, few reports document
an association between these agents and renal
dysfunction® — a renal-safety profile validated
by our results.

Our findings raise concerns regarding the
proclivity of aprotinin, but not the lysine ana-
logues, to instigate cardiovascular and cerebrovas-
cular thrombosis. Although questions regarding
each of the agents have been raised, as indicated
by early case reports showing a propensity for
thrombosis, most compelling is the evidence re-
lating to aprotinin, which distinguishes itself by
at least five properties: inhibition of soluble pro-
teases (e.g., kallikreins, plasmin, and trypsin);
inhibition of activated protein C; preservation of
platelet adhesive and aggregatory properties; im-
pairment of vascular endothelial-cell function
(in the coronary and cerebral arteries and aor-
ta)20:21,23,27,28,30,31; gnd selective impairment of
endothelium-derived relaxation by dose-depen-
dent inhibition of nitric oxide synthesis and re-
lease.?”32

A possible link between aprotinin and intra-
vascular thrombosis has been observed in several
in vivo animal models?”2® as well as in humans
— in association with biogenic materials (cathe-
ters, cannulas, and oxygenators); within coronary
grafts; within the native coronary microcircula-
tion; in the aorta; and disseminated throughout
the microvasculature of the heart, lung, brain,
and kidneys.57:333¢ Randomized clinical trials
yielded mixed findings.>”37-3° Noteworthy, how-
ever, are the findings of a larger, more recent,
sponsor-supported trial,>® which demonstrated
that aprotinin-treated patients (vs. those given
placebo) had a significantly greater risk of sa-
phenous-vein occlusion, but even then the results
were interpreted as inconclusive. For both ami-
nocaproic acid and tranexamic acid — although
reports of related intravascular thrombosis ex-
ist — no study has reported a significant asso-
ciation.?

Our findings in patients undergoing primary
surgery — namely, that aprotinin-treated patients
are at greater risk for ischemic damage to the
heart than are either control patients or those
receiving aminocaproic acid or tranexamic acid
— are thus in agreement with data from the prior
in vivo and in vitro studies?”28:3%34and the ma-
jority of the coronary-graft investigations.>?3337
Similarly, with regard to encephalopathy, our
findings are consistent with those of earlier
studies of microvascular thrombosis?®3* and
specifically with those described by Sundt et al.,”
who reported platelet-fibrin thrombi among mul-
tiple vessels, including the cerebral arteries, on
postmortem examination of patients who had
received aprotinin. In contrast, among patients
undergoing complex procedures, aside from renal
outcomes, we found no other drug associations,
probably because the proven blood-sparing salu-
tary effects of antifibrinolytic therapy in patients
undergoing complex surgery'® may offset any
thrombotic effects. This hypothesis is supported
by our secondary finding that among patients
with hemorrhage, aprotinin was associated with
an increase in the risk of cardiovascular events
(34 percent, vs. 19 percent in the control group;
P=0.04), whereas no such difference existed
among patients without hemorrhage (23 percent
and 24 percent, respectively; P=0.79).

Given our findings, especially with regard to
serious renal events among patients undergoing
either primary or complex surgery, and given the
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cost of aprotinin therapy, which is at least 10
times that of aminocaproic or tranexamic acid,
we estimate that considerable global health care
savings would accrue if aprotinin were replaced
by either aminocaproic acid or tranexamic acid.
Specifically, extrapolating international-use pat-
terns, we estimate that for renal complications
alone, the replacement of aprotinin with amino-
caproic acid would prevent renal failure requiring
dialysis in 11,050 patients per year, yielding an
indirect savings (from the saved cost of dialysis)
of more than $1 billion per year, in addition to
direct savings (from reduced drug costs) of near-
ly $250 million per year. Replacement of apro-
tinin with tranexamic acid would prevent 9790
complications necessitating dialysis each year,
yielding similar direct and indirect savings.

Regarding potential study limitations, we
should note that large-scale, randomized, con-
trolled trials — though ideal for assessing post-
marketing drug safety — are difficult (if not
impossible) to conduct in the setting of embed-
ded practice, for several reasons: there is inher-
ent bias in the selection of patients to be sub-
jected to “nonroutine” treatments; it is necessary
to withhold salutary blood-sparing therapies from
those assigned to placebo; there may be reluc-
tance to include the sickest patients, who are
those most likely to have adverse events; the re-
quired sample size and cost (to detect less fre-
quent safety events) are substantial; and there
may be reluctance (a disincentive) on the part of
sponsors to discern carefully the risk of a mar-
keted drug. Given that, assessment of safety in
observational studies, when sufficiently compre-
hensive and large, may offer critical insights,
even in light of recognized limitations.

Therefore, we assessed safety in a compre-
hensive, large-scale, observational study based
on randomized patient selection, inclusion of more
than 800 high-risk patients per group, and mea-
surement of more than 200 covariates (by drug
and by outcome) per patient — an approach that
permitted nonparsimonious propensity analyses
as well as multivariable corrections for the mul-
tiple covariates of organ-specific outcomes.*° As
such, we believe that our findings, particularly
with respect to renal failure, are substantive with
respect to effect size, consistency between the pri-
mary-surgery and complex-surgery groups, and
dose response and that they are notable for their
consistency with early in vivo and in vitro animal
studies and several suggestive case reports. In ad-
dition, our specific analyses of aprotinin as com-
pared with aminocaproic acid and tranexamic
acid allowed us to compare patients to whom an
antifibrinolytic agent had been administered,
thereby mitigating selection bias.

In conclusion, the observed association be-
tween aprotinin and serious end-organ damage
indicates that continued use is not prudent, where-
as the less expensive generic medications ami-
nocaproic acid and tranexamic acid are safe al-
ternatives.

The Ischemia Research and Education Foundation (IREF) is an
independent, nonprofit foundation, formed in 1987, that mentors
clinical investigators through observational studies and clinical
trials addressing ischemic injury of the heart, brain, kidney, and
gastrointestinal tract. The Multicenter Study of Perioperative
Ischemia (McSPI) Research Group, formed in 1988, is an associa-
tion of 160 international medical centers located in 23 countries,
organized through, and supported by grants from, IREF.
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disposition, manuscript grants, and publication of the findings.
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cine with the goal of simply be-
coming competent. I want to be
the kind of doctor whom a pa-
tient can trust, the kind who lis-
tens and touches and takes the

THE PHYSICAL EXAM AND THE SENSE OF SMELL

time to look at a patient to see how
ne or she is truly faring. For now,
1 can count my improved sense of
smell as a small victory in that
quest.

(Identifying details about the patient have
been changed to protect his privacy }

Dr Bomback is a resident in interna! medi-
cine University of North Carolina Hospitals
Chapel Hill

FOCUS ON RESEARCH

First, Gather the Data

David Hunter, M B, B S.

Et is a cornerstone of medical
practice to “first, do no harm”
Yet the bedy of evidence that is
sufficient to demonstrate effica-
cy for a new drug is rarely large
enough to provide absolute as-
surance that harmful side effects
do not exist. Thus, ongoing suiveil-
Iance is necessary to detect ad-
verse events.

There are many reasons why
the randomized trials that are ad-
equate for demonstrating drug ef
ficacy may not be adequate for
the recognition of important side
effects (see table) Randomized
ttials may be too small to permit
the detection of adverse events,
For instance, for a continuous out-
come such as blood pressure or
the change in a pain scale, in a
trial with a before-and-after or
crossover design, even a few dozen
patients may be an adeguate num-
ber to demonstrate an effect, Tti-
als are often conducted over weeks
ot a few months, obviating any
possibility of detecting longer-
latency effects that require exposure
for many months or years. Finally,
trials may be conducted in a popu-
lation from which patients with
coexisting illnesses have been ex-
cluded and thus do not address
the question of whether the drug
may do harm once approved and
prescribed to these patients.

The detection of adverse events
also depends on the background
incidence of these conditions. The
occurrence of two cases of pro-
gressive multifocal leukoenceph-
alopathy among 3000 patients
treated with natalizumab (Iysa-
bri) in clinical trials was enough
to cause the drug to be withheld
from the market. Less remaikable
conditions, such as heart attacks
associated with the use of cyclo-
oxygenase-2 (COX-2) inhibitors,
are less likely to raise flags. To de-
tect an increase in the incidence
of these conditions requires care-
ful statistical analyses of unblinded
data and adequate study power. In
this paradoxical manner, we may
be better protected from exposure

Related article, page 353

to drugs that cause very rare medi-
cal conditions than fiom exposure
to those that cause common, unre-
markable conditions

Once concern has been ex-
pressed about a drug and specific
adverse events, it is often proposed
that the Food and Drug Admin-
istration mandate that companies
conduct clinical trials to prove
whethet the drug does or does not
cause the events This approach is
always preferred, but such studies
may have to be almost unfeasibly
laige, and fot drugs shown to be
efficacious in the treatment of se-
rious conditions, it may be argued
that it is unethical to conduct a
placebo-controlled trial to search
for adverse events (see table) In

_ _Sci_'ﬁj.g.qf the Reasons T at R
Avaitable for Assessment of

és’lﬂt_isr of Randomlzed, Qpnt'rb'!:l'é&_-'-rl;i_alxs ;May Not I:_3=e .
Adverse Events Assotiate

with Prescription Drugs. .

caused

randomization

in such a study

Trials powered for efficacy may be too small to detect adverse events

Monitoring of adverse events may not be sensitive or specific for the actual events

Duration of trials may be too short for detection of events requiring longer exposure

Stopping rules in clinical trials may further shorten the duration of exposure after

Enroilment criteria may exciude susceptible subgroups

For industry-sponsared trials, head-to-head comparison of adverse events due to
drugs from different manufacturers may not be available

Follow-up studies to detect adverse events that involve the denial of an efficacious
medication to patients may be deemed unethical Patients may not wish to enroll

Funding to conduct trials solely to quantify adverse events may be difficult to obtain
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some cases, adverse events have
come to light in trials that stud-
ied a drug’s usefulness in prevent-
ing a condition other than the
original indication. In the wake
of the withdrawal of most of the
COX-2 inhibitors, however, it may
be difficult to persuade compa-
nies to sponsor or cooperate in
this type of trial, which was
nelpful in clinching the case that
these drugs caused harm. In any
case, it is only a minority of drugs
for which evidence may suggest
that such large-scale trials for a
different indication would be
worthwhile.

The main alternative to evi-
dence from randomized trials is
evidence from observational stud-
ies, in which the occurrence of ad-
verse events in patients who re-
ceive a specific drug is compared
with this occurrence in patients
who do not. The obvicus con-
cern in these nonrandomized
studies is that the patients who re-
ceive a specific drug may have a
different level of risk of the ad-
verse events under study from
that in the patients who receive
no therapy or other drugs — that
is, the drug-outcome association
is confounded by demographic
and lifestyle characteristics or by
the presence of coexisting con-
ditions. As in any observational
study, there are a variety of design
strategies (e g, matching patients
according to potential confound-
ing factors} and methods of analy-
sis (e.g., multivariate regression)
that can be used to control for
confounding. Yet it is not possible
to control for confounding fac-
tors that have not been measured.
Many drug-surveillance studies rely
on large administrative databas-
es, such as those of Medicare and

N ENGL ] MED 36454 WWW NEJM ORG

health maintenance organizations,
in which information about indi-
vidual lifestyle factors (such as
cigarette smoking) may not be
available, and infoxmation on co-
existing illnesses or the adverse
events themselves may have to be
inferred from bhilling records or
hospital admission or discharge
codes. To the extent that the in-
formation is either nonexistent or
only a weak sutrogate for the ac-
tual events, even the most rigor-
ous statistical methods cannot
correct for confounding. Concern
about the potential for residual
confounding has led to reluctance
to consider the results of these
studies as anything more than hy-
pothesis-generating or preliminary,
and action that could modify the
use of harmfu! drugs has been de-
layed as a result.

How, then, to reconcile the rea-
sonable skepticism about the re-
sults of observational studies with
the fact that they may be the only
source of evidence on the side ef
fects of drugs? In this issue of the
Journal, Mangano and colleagues
(pages 353-365) provide an exam-
ple of the type of study that may
be a model for the future. Faced
with a question regarding the
safety of specific antifibrinolytic
agents given to minimize blood
loss after certain cardiac surgi-
cal procedures, which they de-
termined could not be answered
with a randomized tiial because
of ingrained practice, the authots
conducted a large multi-institution-
al study with the aim of optimiz-
ing the availability of data on po-
tential confounding factors. The
authors collected a large amount
of data (about 7500 data fields
per patient) on the characteris-
tics of the patients, patients’ co-

FIRST, GATHER THE DATA

existing illnesses and selected
adverse outcomes. This approach
permitted the use of propensity-
score and conventional multi-
variate techniques to control con-
founding and ensured that the
clinical cuteornes of interest were
not obscured by misclassification
due to a lack of clinical detail or
an inaccurate administzative as-
signment of diagnostic codes,
These prodigious data pointed
to an Inctrease in the risk of re-
nal failure and cardiac events with
the use of one of three drugs. Be-
cause extensive data were collect-
ed, the estimates of risk could be
analyzed in conjunction with an
extensive array of potentially con-
founding variables.
Pharmacoepidemiologists are
exploring new ways to minimize
the potential for confounding in
observational studies of the ef
fects of prescription drugs. For
instance, the propensity-score ap-
proach estimates the probability
that a person will be given a pre-
sciiption for a particular drug on
the basis of his or her demo-
graphic, lifestyle, and clinical char-
acteristics; this score can then
be used to control for potential
confounding from these charac-
teristics. Another potential appli-
cation of the score is to match
patients who received the study
drug with controf patients who
did not but who have the same
propensity score; inm  essence,
this is an attempt to replicate
the process of randomization, in
which other unmeasured and po-
tentially confounding character-
istics are randomly distributed
among those who receive a drug
and those who do not. Obviously,
a ptopensity score is only as
good as the information used to
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calculate it, and it does not ac-
count for unmeasured potential
confounding factors — this ac-

counting is the main virtue of

randomization Furthermore, in
some analyses and simulation
studies, the use of the propensi-
ty-score approach has not result-
ed in a measurable improvement
in the control of confounding as
compared with conventional mul-
tivariate methods involving the
use of the same information.

N ENCGL) MED 354;4 WWW.NEJM ORG JANUARY 26, 2006

In the final analysis, confound-
ing cannot be controlled in an
observational study unless infor-
mation on the confounding fac-
tots, or on good surrogates for
them, is collected for analysis.
Studies such as the one by Man-
gano and colleagues point the way
to the prospective design of stud-
jes to assess drug safety and to
the collection of as much infor-
mation as necessary to provide an-
swers of the highest quality. Sub-

FIRST, GATHER THE DATA

stantial questions remain about
how to fund and administer these
studies, but we need to ensure
that skepticism about the value of
obsetvational studies does not
engender nihilism In the absence
of evidence from randomized wi-
als, the bese-quality data must be
made available to ensure the safe-
ty of medications.

Dr Hunteris a professor of epidemiclogy at
the Harvard Scheol of Public Health, Boston
and a statistical consultant to the fournal
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kidneys from expanded-criteria donors who have
acceptable characteristics (age, serologic results,
creatinine levels, biopsy results, and pulsatile
flow).2 Such a system can reduce the cold-ische-
mia time (the time between procurement and
transplantation of the organ) and can thereby
facilitate the identification of a suitable recipient
for a kidney from an expanded-criteria donor.

We are confident that the transplantation com-
munity can change the current situation — in
which 40 percent of kidneys from expanded-cri-
teria donors are discarded. Innovative strategies
can be developed to account for the quality of
the potential donor’s kidney and the potential
benefit to the recipient, and an efficient system
of allocation can be put into place that will en-
hance the opportunities for successful transplan-
tation.

Dr. Delmonico is the president of the OPTN and UNOS. Dr.
Burdick is the director of the Division of Transplantation of the
Health Resources and Services Administration. No other poten-
tial conflict of interest relevant to this article was reported.

From the New England Organ Bank, Newton, Mass. (F.L.D.); and
the Division of Transplantation, Health Resources and Services
Administration, Department of Health and Human Services,
Rockville, Md. (J.F.B.).
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The Value of Phase 4 Clinical Testing

Gus J. Vlahakes, M.D.

Since its inception in 1988, the Multicenter Study
of Perioperative Ischemia Research Group has
examined a number of critical issues concerning
the outcomes of cardiac surgery and anesthesia.
The group’s database is a powerful research tool.
Its power derives from the high quality of the
participating institutions, the capability of these
institutions to recruit a large number of patients,
and an absence of potential conflict of interest,
in part due to the large number of participating
institutions and investigators.

In this issue of the Journal, Mangano et al.*
report the findings from a large clinical data-
base built on the data-collection efforts of this
group in the United States, Canada, and else-

where. On the surface, this study might appear
to be of interest only to those in the specialty
fields of cardiac surgery and cardiac anesthesia.
However, the importance of this study goes be-
yond the specific findings of the use of apro-
tinin to limit blood loss in patients undergoing
cardiac surgery. Surgeons and anesthesiologists
have long questioned whether the use of apro-
tinin increases the risk of renal dysfunction and
thrombosis.? As a consequence, their use of this
drug has ranged from use in all patients to min-
imize postoperative bleeding to use only in pa-
tients who have a high risk of substantial post-
operative bleeding.

There are two primary reasons why aprotinin
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is not used in all patients undergoing cardiac
surgery: cost and potential risks. Some surgeons
and anesthesiologists who use the drug have
been concerned about its potential risks since it
was first approved for clinical use; yet until the
report by Mangano et al., sufficient data have
not been available for an analysis of the risks and
benefits of aprotinin. Furthermore, data-driven
marketing efforts are under way to expand the
indications for this drug. There is evidence that
aprotinin modulates the systemic inflammatory
response associated with cardiac surgery.? This
new application of aprotinin may require doses
higher than those used for its primary indica-
tion — the reduction of bleeding and, hence, of
required blood transfusion.*> The possibility of
the use of higher doses has raised concern about
increased toxicity. Accordingly, until the safety
of higher doses is fully explored in a prospective
study, the expansion of indications for aprotinin
may be premature.

These concerns about the use of aprotinin
can be addressed only by the analysis of data
obtained from clinical practice and from well-
designed clinical trials. Mangano et al. show the
value of entities, such as the Multicenter Study
of Perioperative Ischemia Research Group, that
explore adverse outcomes in post-approval, or
phase 4, studies. As pointed out by the authors,
although this observational study was not a ran-
domized trial, the incorporation of a large num-
ber of patients gives it credibility. In addition, the
authors’ conduct of an observational study im-
plies an interesting point. When a clinical study
is conducted long after a new drug has been ap-
proved and introduced into practice, established
clinical practice (whether data-driven or not)
makes stepping back to perform even an impor-
tant clinical trial difficult — and makes obser-
vational studies a necessary alternative. It would
be ideal, therefore, for phase 4 studies to be con-
ducted as soon as possible after a drug has been
introduced into clinical practice.

Clinical trials conducted by drug companies
are designed to meet Food and Drug Adminis-
tration (FDA) requirements for safety and effi-
cacy. Under the current regulations, it is under-
standable that the indications tested in clinical
trials are selected to achieve approval expeditious-
ly and to balance patient care, the regulatory
process, and business considerations. Although
some exclusion criteria in clinical trials are used
to ensure patient safety, such criteria decrease

the number of adverse events that might inter-
fere with regulatory approval. Regulatory require-
ments and the desire to ensure approval often
dominate the design of clinical trials. As a result,
current phase 3 trials sometimes do not reliably
gather information that is clinically useful for
the safe expansion of indications, particularly
for high-risk patients.

The study of aprotinin by Mangano et al.
stands as an example of the importance of
phase 4 clinical trials. Although the FDA can
mandate the post-approval gathering of data,
vendors are given the task of designing the sub-
sequent clinical trials. Thus, the design of clini-
cal trials may still be subject to business con-
siderations. This conflict of interest creates a
disincentive to fully explore the safety of a drug
in various patient populations. Clinical-investiga-
tion groups such as the Multicenter Study of Peri-
operative Ischemia Research Group, which is able
to recruit a large number of patients from excel-
lent clinical centers, may offer the pharmaceuti-
cal industry a faster and more economical means
of gathering phase 4 data. From the standpoint
of patient safety, such research entities can ex-
plore new indications and dosing regimens in
various patient populations and in a setting rel-
atively free of conflicts of interest. In addition,
input from academic medical centers may increase
the likelihood of broader applications not origi-
nally considered by drug companies in the design
of clinical trials.

Phase 4 clinical trials should be required be-
fore the indications for pharmaceutical agents
are expanded, particularly when increased doses
are required or administration in high-risk pa-
tients is proposed. Phase 3 studies may suggest
that in certain settings, adverse events may occur
in some patients, although the incidence in these
trials may have been too low to allow full char-
acterization of the events or exclusion criteria
may have masked other important issues. Inde-
pendent clinical research may be ideal for inform-
ing decisions to expand indications for pharma-
ceutical agents, for appropriate patient populations,
or for dosing regimens to include previously un-
approved doses.

The role of independent clinical research in
phase 4 testing should be encouraged and sup-
ported by the FDA. The application of FDA data-
quality practices in such studies would preclude
criticisms of the data analysis, such as the lack
of source documentation and the lack of on-site
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review of the accuracy of data entry in the study
by Mangano et al. Too many pharmacologic agents
have entered into clinical practice for which con-
siderable and potentially life-threatening outcomes
were recognized only after a large number of pa-
tients had been treated. The recent example of
cyclooxygenase-2 inhibitors is a high-profile case
in point. Recognition of drug-induced toxic effects
in certain patient populations or with increased
dosing regimens must be reflected in clinical
practice as early as possible in order to optimize

patient safety.

No potential conflict of interest relevant to this article was re-
ported.
From Harvard Medical School and Massachusetts General
Hospital — both in Boston.
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