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Background

 

Goal-directed therapy has been used
for severe sepsis and septic shock in the intensive care
unit. This approach involves adjustments of cardiac
preload, afterload, and contractility to balance oxygen
delivery with oxygen demand. The purpose of this
study was to evaluate the efficacy of early goal-direct-
ed therapy before admission to the intensive care unit.

 

Methods

 

We randomly assigned patients who ar-
rived at an urban emergency department with severe
sepsis or septic shock to receive either six hours of
early goal-directed therapy or standard therapy (as a
control) before admission to the intensive care unit.
Clinicians who subsequently assumed the care of the
patients were blinded to the treatment assignment.
In-hospital mortality (the primary efficacy outcome),
end points with respect to resuscitation, and Acute
Physiology and Chronic Health Evaluation (APACHE II)
scores were obtained serially for 72 hours and com-
pared between the study groups.

 

Results

 

Of the 263 enrolled patients, 130 were ran-
domly assigned to early goal-directed therapy and 133
to standard therapy; there were no significant differ-
ences between the groups with respect to base-line
characteristics. In-hospital mortality was 30.5 percent
in the group assigned to early goal-directed therapy, as
compared with 46.5 percent in the group assigned to
standard therapy (P=0.009). During the interval from
7 to 72 hours, the patients assigned to early goal-
directed therapy had a significantly higher mean (±SD)
central venous oxygen saturation (70.4±10.7 percent
vs. 65.3±11.4 percent), a lower lactate concentration
(3.0±4.4 vs. 3.9±4.4 mmol per liter), a lower base def-
icit (2.0±6.6 vs. 5.1±6.7 mmol per liter), and a higher
pH (7.40±0.12 vs. 7.36±0.12) than the patients assigned
to standard therapy (P«0.02 for all comparisons). Dur-
ing the same period, mean APACHE II scores were sig-
nificantly lower, indicating less severe organ dysfunc-
tion, in the patients assigned to early goal-directed
therapy than in those assigned to standard therapy
(13.0±6.3 vs. 15.9±6.4, P<0.001).

 

Conclusions

 

Early goal-directed therapy provides
significant benefits with respect to outcome in patients
with severe sepsis and septic shock. (N Engl J Med
2001;345:1368-77.)
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HE systemic inflammatory response syn-
drome can be self-limited or can progress to
severe sepsis and septic shock.

 

1

 

 Along this
continuum, circulatory abnormalities (intra-

vascular volume depletion, peripheral vasodilatation,
myocardial depression, and increased metabolism) lead
to an imbalance between systemic oxygen delivery and
oxygen demand, resulting in global tissue hypoxia or
shock.

 

2

 

 An indicator of serious illness, global tissue
hypoxia is a key development preceding multiorgan
failure and death.

 

2

 

 The transition to serious illness oc-
curs during the critical “golden hours,” when defin-
itive recognition and treatment provide maximal ben-
efit in terms of outcome. These golden hours may
elapse in the emergency department,

 

3

 

 hospital ward,

 

4

 

or the intensive care unit.

 

5

 

Early hemodynamic assessment on the basis of phys-
ical findings, vital signs, central venous pressure,

 

6

 

 and
urinary output

 

7

 

 fails to detect persistent global tissue
hypoxia. A more definitive resuscitation strategy in-
volves goal-oriented manipulation of cardiac preload,
afterload, and contractility to achieve a balance be-
tween systemic oxygen delivery and oxygen demand.

 

2

 

End points used to confirm the achievement of such
a balance (hereafter called resuscitation end points) in-
clude normalized values for mixed venous oxygen sat-
uration, arterial lactate concentration, base deficit, and
pH.

 

8

 

 Mixed venous oxygen saturation has been shown
to be a surrogate for the cardiac index as a target for
hemodynamic therapy.

 

9

 

 In cases in which the insertion
of a pulmonary-artery catheter is impractical, venous
oxygen saturation can be measured in the central cir-
culation.

 

10

 

Whereas the incidence of septic shock has steadily
increased during the past several decades, the associ-
ated mortality rates have remained constant or have
decreased only slightly.

 

11

 

 Studies of interventions such
as immunotherapy,

 

12

 

 hemodynamic optimization,

 

9,13

 

or pulmonary-artery catheterization

 

14

 

 enrolled patients
up to 72 hours after admission to the intensive care
unit. The negative results of studies of the use of he-
modynamic variables as end points (“hemodynamic

T
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optimization”), in particular, prompted suggestions
that future studies involve patients with similar causes
of disease

 

13

 

 or with global tissue hypoxia (as reflected
by elevated lactate concentrations)

 

15

 

 and that they ex-
amine interventions begun at an earlier stage of dis-
ease.

 

16,17

 

We examined whether early goal-directed therapy
before admission to the intensive care unit effectively
reduces the incidence of multiorgan dysfunction, mor-

tality, and the use of health care resources among pa-
tients with severe sepsis or septic shock.

 

METHODS

 

Approval of Study Design

 

This prospective, randomized study was approved by the institu-
tional review board for human research and was conducted under
the auspices of an independent safety, efficacy, and data monitoring
committee.

 

Figure 1.

 

 Overview of Patient Enrollment and Hemodynamic Support.
SIRS denotes systemic inflammatory response syndrome, CVP central venous pressure, MAP mean arterial pressure, ScvO

 

2

 

 central
venous oxygen saturation, SaO

 

2

 

 arterial oxygen saturation, and ◊O

 

2

 

 systemic oxygen consumption. The criteria for a diagnosis of
SIRS were temperature greater than or equal to 38°C or less than 36°C, heart rate greater than 90 beats per minute, respiratory rate
greater than 20 breaths per minute or partial pressure of arterial carbon dioxide less than 32 mm Hg, and white-cell count greater
than 12,000 per cubic millimeter or less than 4000 per cubic millimeter or the presence of more than 10 percent immature band forms.

SIRS criteria and systolic
blood pressure «90 mm Hg

or lactate »4 mmol/liter

Assessment
and

consent

Randomization
(n=263)

CVP »8–12 mm Hg

Early goal-
directed therapy

(n=130)

Vital signs, laboratory
data, cardiac monitoring,
pulse oximetry, urinary

catheterization, arterial and
central venous catheterization

MAP »65 mm Hg

Urine output
»0.5 ml/kg/hr

Standard
care

Did not
complete 6 hr

(n=14)

Hospital
admission

Vital signs and laboratory
data obtained every

12 hr for 72 hr

Follow-up

Standard therapy in
emergency department

(n=133)

Continuous
ScvO2 monitoring

and
early goal-directed
therapy for »6 hr

Did not
complete 6 hr

(n=13)

CVP »8–12 mm Hg

MAP »65 mm Hg

ScvO2 »70%

SaO2 »93%

Hematocrit »30%

Cardiac index

◊O2

Urine output
»0.5 ml/kg/hr
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Eligibility

 

Eligible adult patients who presented to the emergency depart-
ment of an 850-bed academic tertiary care hospital with severe sep-
sis, septic shock, or the sepsis syndrome from March 1997 through
March 2000 were assessed for possible enrollment according to
the inclusion

 

18,19

 

 and exclusion criteria (Fig. 1). The criteria for in-
clusion were fulfillment of two of four criteria for the systemic in-
flammatory response syndrome and a systolic blood pressure no
higher than 90 mm Hg (after a crystalloid-fluid challenge of 20 to
30 ml per kilogram of body weight over a 30-minute period) or
a blood lactate concentration of 4 mmol per liter or more. The cri-
teria for exclusion from the study were an age of less than 18 years,
pregnancy, or the presence of an acute cerebral vascular event, acute
coronary syndrome, acute pulmonary edema, status asthmaticus,
cardiac dysrhythmias (as a primary diagnosis), contraindication to
central venous catheterization, active gastrointestinal hemorrhage,
seizure, drug overdose, burn injury, trauma, a requirement for im-
mediate surgery, uncured cancer (during chemotherapy), immuno-
suppression (because of organ transplantation or systemic disease),
do-not-resuscitate status, or advanced directives restricting imple-
mentation of the protocol. 

The clinicians who assessed the patients at this stage were unaware
of the patients’ treatment assignments. After written informed con-
sent was obtained (in compliance with the Helsinki Declaration

 

20

 

),
the patients were randomly assigned either to early goal-directed
therapy or to standard (control) therapy in computer-generated
blocks of two to eight. The study-group assignments were placed
in sealed, opaque, randomly assorted envelopes, which were opened
by a hospital staff member who was not one of the study investi-
gators.

 

Treatment

 

The patients were treated in a nine-bed unit in the emergency
department by an emergency physician, two residents, and three
nurses.

 

3

 

 The study was conducted during the routine treatment of
other patients in the emergency department. After arterial and cen-
tral venous catheterization, patients in the standard-therapy group
were treated at the clinicians’ discretion according to a protocol for
hemodynamic support

 

21

 

 (Fig. 1), with critical-care consultation, and
were admitted for inpatient care as soon as possible. Blood, urine,
and other relevant specimens for culture were obtained in the emer-
gency department before the administration of antibiotics. Antibi-
otics were given at the discretion of the treating clinicians. Anti-
microbial therapy was deemed adequate if the in vitro sensitivities
of the identified microorganisms matched the particular antibiotic
ordered in the emergency department.

 

22

 

The patients assigned to early goal-directed therapy received a
central venous catheter capable of measuring central venous oxygen
saturation (Edwards Lifesciences, Irvine, Calif.); it was connected
to a computerized spectrophotometer for continuous monitoring.
Patients were treated in the emergency department according to
a protocol for early goal-directed therapy (Fig. 2) for at least six
hours and were transferred to the first available inpatient beds.
Monitoring of central venous oxygen saturation was then discon-
tinued. Critical-care clinicians (intensivists, fellows, and residents
providing 24-hour in-house coverage) assumed the care of all the
patients; these physicians were unaware of the patients’ study-group
assignments. The study investigators did not influence patient care
in the intensive care unit.

The protocol was as follows. A 500-ml bolus of crystalloid was
given every 30 minutes to achieve a central venous pressure of 8 to
12 mm Hg. If the mean arterial pressure was less than 65 mm Hg,
vasopressors were given to maintain a mean arterial pressure of at
least 65 mm Hg. If the mean arterial pressure was greater than
90 mm Hg, vasodilators were given until it was 90 mm Hg or be-
low. If the central venous oxygen saturation was less than 70 per-
cent, red cells were transfused to achieve a hematocrit of at least
30 percent. After the central venous pressure, mean arterial pressure,
and hematocrit were thus optimized, if the central venous oxygen
saturation was less than 70 percent, dobutamine administration was

started at a dose of 2.5 µg per kilogram of body weight per min-
ute, a dose that was increased by 2.5 µg per kilogram per minute
every 30 minutes until the central venous oxygen saturation was
70 percent or higher or until a maximal dose of 20 µg per kilogram
per minute was given. Dobutamine was decreased in dose or discon-
tinued if the mean arterial pressure was less than 65 mm Hg or if
the heart rate was above 120 beats per minute. To decrease oxygen
consumption, patients in whom hemodynamic optimization could
not be achieved received mechanical ventilation and sedatives.

 

Outcome Measures

 

The patients’ temperature, heart rate, urine output, blood pres-
sure, and central venous pressure were measured continuously for
the first 6 hours of treatment and assessed every 12 hours for 72
hours. Arterial and venous blood gas values (including central
venous oxygen saturation measured by in vitro co-oximetry; Nova
Biomedical, Waltham, Mass.), lactate concentrations, and coagu-
lation-related variables and clinical variables required for determi-
nation of the Acute Physiology and Chronic Health Evaluation
(APACHE II) score (on a scale from 0 to 71, with higher scores
indicating more severe organ dysfunction),

 

23

 

 the Simplified Acute
Physiology Score II (SAPS II, on a scale from 0 to 174, with higher
scores indicating more severe organ dysfunction),

 

24

 

 and the Mul-
tiple Organ Dysfunction Score (MODS, on a scale from 0 to 24,
with higher scores indicating more severe organ dysfunction)

 

25

 

 were
obtained at base line (0 hours) and at 3, 6, 12, 24, 36, 48, 60,
and 72 hours.

 

2,26

 

 The results of laboratory tests required only for
purposes of the study were made known only to the study inves-
tigators. Patients were followed for 60 days or until death. The
consumption of health care resources (indicated by the duration of
vasopressor therapy and mechanical ventilation and the length of
the hospital stay) was also examined.

 

Statistical Analysis

 

In-hospital mortality was the primary efficacy end point. Second-
ary end points were the resuscitation end points, organ-dysfunction
scores, coagulation-related variables, administered treatments, and
the consumption of health care resources. Assuming a rate of refusal
or exclusion of 10 percent, a two-sided type I error rate of 5 percent,
and a power of 80 percent, we calculated that a sample size of 260
patients was required to permit the detection of a 15 percent re-
duction in in-hospital mortality. Kaplan–Meier estimates of mortal-
ity, along with risk ratios and 95 percent confidence intervals, were
used to describe the relative risk of death. Differences between the
two groups at base line were tested with the use of Student’s t-test,
the chi-square test, or Wilcoxon’s rank-sum test. Incremental analy-
ses of the area under the curve were performed to quantify differ-
ences during the interval from base line to six hours after the start
of treatment. For the data at six hours, analysis of covariance was
used with the base-line values as the covariates. Mixed models were
used to assess the effect of treatment on prespecified secondary var-
iables during the interval from 7 to 72 hours after the start of
treatment.

 

27

 

 An independent, 12-member external safety, efficacy,
and data monitoring committee reviewed interim analyses of the
data after one third and two thirds of the patients had been enrolled
and at both times recommended that the trial be continued. To ad-
just for the two interim analyses, the alpha spending function of
DeMets and Lan

 

28

 

 was used to determine that a P value of 0.04 or
less would be considered to indicate statistical significance.

 

RESULTS

 

Base-Line Characteristics

 

We evaluated 288 patients; 8.7 percent were exclud-
ed or did not consent to participate. The 263 patients
enrolled were randomly assigned to undergo either
standard therapy or early goal-directed therapy; 236
patients completed the initial six-hour study period.
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All 263 were included in the intention-to-treat analy-
ses. The patients assigned to standard therapy stayed
a significantly shorter time in the emergency depart-
ment than those assigned to early goal-directed ther-
apy (mean [±SD], 6.3±3.2 vs. 8.0±2.1 hours; P<
0.001). There was no significant difference between
the groups in any of the base-line characteristics, in-
cluding the adequacy and duration of antibiotic ther-
apy (Table 1). Vital signs, resuscitation end points,
organ-dysfunction scores, and coagulation-related var-
iables were also similar in the two study groups at base
line (Table 2).

Twenty-seven patients did not complete the initial

six-hour study period (14 assigned to standard ther-
apy and 13 assigned to early goal-directed therapy),
for the following reasons: discontinuation of aggres-
sive medical treatment (in 5 patients in each group),
discontinuation of aggressive surgical treatment (in
2 patients in each group), a need for immediate sur-
gery (in 4 patients assigned to standard therapy and in
3 assigned to early goal-directed therapy), a need for
interventional urologic, cardiologic, or angiographic
procedures (in 2 patients in each group), and refusal
to continue participation (in 1 patient in each group)
(P=0.99 for all comparisons). There were no signif-
icant differences between the patients who completed

 

Figure 2.

 

 Protocol for Early Goal-Directed Therapy.
CVP denotes central venous pressure, MAP mean arterial pressure, and ScvO

 

2

 

 central venous oxygen saturation.

<8 mm Hg

Supplemental oxygen ±
endotracheal intubation and

mechanical ventilation

Central venous and
arterial catheterization

Sedation, paralysis
(if intubated),

or both

CVP

MAP

ScvO2

Goals
achieved

Hospital admission

Crystalloid

Colloid

Vasoactive agents

Transfusion of red cells
 until hematocrit »30%

Inotropic agents

<65 mm Hg

>90 mm Hg

8–12 mm Hg

»65 and «90 mm Hg

No

Yes

<70%
<70%

»70%

»70%
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*Plus–minus values are means ±SD. There were no significant differences between groups in any
of the variables. To convert the values for creatinine to micromoles per liter, multiply by 88.4; to
convert the values for blood urea nitrogen to millimoles per liter, multiply by 0.357; and to convert
the values for total bilirubin to micromoles per liter, multiply by 17.1.

†Values sum to more than 100% because patients could have more than one condition. 
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HARACTERISTICS

 

 

 

OF
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 P

 

ATIENTS

 

.*

 

V

 

ARIABLE

 

S

 

TANDARD

 

 T

 

HERAPY

 

(N=133)
E

 

ARLY

 

 G

 

OAL

 

-D

 

IRECTED

 

T

 

HERAPY

 

 (N=130)

 

Age (yr) 64.4±17.1 67.1±17.4

Sex (%)
Female
Male

49.6
50.4

49.2
50.8

Time from arrival at emergency department to
enrollment

Mean (hr)
Median (min)

1.5±1.7
50.5

1.3±1.5
59.0

Entry criteria
Temperature (°C)
Heart rate (beats/min)
Systolic blood pressure (mm Hg)
Respiratory rate (breaths/min)
Partial pressure of carbon dioxide (mm Hg)
White-cell count (per mm

 

3

 

)
Lactate (mmol/liter)

36.6±2.3
114±27
109±34
30.2±10.6
30.6±15.1

14,200±9,600
6.9±4.5

35.9±3.2
117±31
106±36
31.8±10.8
31.5±15.7

13,600±8,300
7.7±4.7

Base-line laboratory values
Anion gap (mmol/liter)
Creatinine (mg/dl)
Blood urea nitrogen (mg/dl)
Total bilirubin (mg/dl)

 

g

 

-Glutamyltransferase (U/liter)
Albumin (g/dl)

21.4±8.5
2.6±2.0

45.4±33.0
1.9±3.0

123±130
2.8±0.7

21.7±7.6
2.6±2.0

47.1±31.3
1.3±1.7

117±159
2.8±0.7

Chronic coexisting conditions (%)†
Alcohol use
Congestive heart failure
Coronary artery disease
Chronic obstructive pulmonary disease or 

emphysema
Diabetes
Human immunodeficiency virus infection 
Hypertension
Liver disease
History of cancer
Neurologic disease
Renal insufficiency
Smoking

38.7
30.2
23.5
13.4

31.9
1.7

66.4
23.5
10.1
31.9
21.9
31.1

38.5
36.7
26.5
18.0

30.8
4.3

68.4
23.1
12.8
34.2
21.4
29.9

Diagnosis (%)†
Medical condition

Pneumonia
Urosepsis
Peritonitis
Other

Surgical condition
Intraabdominal process
Abscess of the arms or legs

93.3
39.5
27.7
4.2

21.9
6.7
5.9
0.8

90.6
38.5
25.6
3.4

23.1
9.4
7.7
1.7

Types and features of sepsis (%)
Severe sepsis
Septic shock
Sepsis syndrome
Culture positive
Culture negative
Blood culture positive

48.7
51.3
71.4
76.5
23.5
36.1

45.3
54.7
75.2
76.1
23.9
34.2

Antibiotic therapy
Antibiotics given in the first 6 hr (%)
Antibiotics adequate (%)
Duration (days)

92.4
94.3

11.3±15.8

86.3
96.7

11.7±16.2
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the initial six-hour study period and those who did
not in any of the base-line characteristics or base-line
vital signs, resuscitation end points, organ-dysfunc-
tion scores, or coagulation-related variables (data not
shown).

 

Vital Signs and Resuscitation End Points

 

During the initial six hours after the start of ther-
apy, there was no significant difference between the
two study groups in the mean heart rate (P=0.25)
or central venous pressure (P=0.22) (Table 2). Dur-
ing this period, the mean arterial pressure was signif-
icantly lower in the group assigned to standard ther-
apy than in the group assigned to early goal-directed
therapy (P<0.001), but in both groups the goal of

65 mm Hg or higher was met by all the patients. The
goal of 70 percent or higher for central venous oxygen
saturation was met by 60.2 percent of the patients in
the standard-therapy group, as compared with 94.9
percent of those in the early-therapy group (P<0.001).
The combined hemodynamic goals for central venous
pressure, mean arterial pressure, and urine output
(with adjustment for patients with end-stage renal
failure) were achieved in 86.1 percent of the stand-
ard-therapy group, as compared with 99.2 percent of
the early-therapy group (P<0.001). During this pe-
riod, the patients assigned to standard therapy had a
significantly lower central venous oxygen saturation
(P<0.001) and a greater base deficit (P=0.006) than
those assigned to early goal-directed therapy; the two

 

*Plus–minus values are means ±SD. EGDT denotes early goal-directed therapy, APACHE II Acute Physiology and Chronic Health Evaluation, SAPS
II Simplified Acute Physiology Score II, and MODS Multiple Organ Dysfunction Score.

†For the period from base line (0 hours) to 6 hours, the area under the curve was calculated, except for noncontinuous variables (as indicated by dashes).

‡For the period from 7 to 72 hours, the adjusted mean value was obtained from a mixed model.
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CORES

 

, AND COAGULATION VARIABLES.*

VARIABLE AND

TREATMENT GROUP

BASE LINE

(0 hr) HOURS AFTER START OF THERAPY

VARIABLE AND

TREATMENT GROUP

BASE LINE

(0 hr) HOURS AFTER START OF THERAPY

6 0–6† 7–72‡ 6 0–6† 7–72‡

Heart rate (beats/min)
Standard therapy
EGDT
P value

114±27
117±31

0.45

105±25
103±19

0.12

108±23
105±19

0.25

99±18
96±18
0.04

MODS
Standard therapy
EGDT
P value

Hematocrit (%)
Standard therapy
EGDT
P value

Prothrombin time
(sec)

Standard therapy
EGDT
P value

Partial-thromboplas-
tin time (sec)

Standard therapy
EGDT
P value

Fibrinogen (mg/dl)
Standard therapy
EGDT
P value

Fibrin-split products
(µg/dl)

Standard therapy
EGDT
P value

D-Dimer (µg/ml)
Standard therapy
EGDT
P value

Platelet count
(per mm3)

Standard therapy

EGDT

P value

7.3±3.1
7.6±3.1

0.44

6.8±3.7
5.9±3.7
<0.001

—
—

6.4±4.0
5.1±3.9
<0.001

Central venous pressure
(mm Hg)

Standard therapy
EGDT
P value

6.1±7.7
5.3±9.3

0.57

11.8±6.8
13.8±4.4

0.007

10.5±6.8
11.7±5.1

0.22

11.6±6.1
11.9±5.6

0.68

34.7±8.5
34.6±8.3

0.91

32.0±6.9
33.3±4.8

0.03

—
—

30.1±4.1
32.1±4.2
<0.001

Mean arterial pressure
(mm Hg)

Standard therapy
EGDT
P value

76±24
74±27
0.60

81±18
95±19

<0.001

81±16
88±16

<0.001

80±15
87±15

<0.001

16.5±6.3
15.8±5.0

0.17

17.5±8.1
16.0±3.6

0.02

—
—

17.3±6.1
15.4±6.1

0.001

Central venous oxygen
saturation (%)

Standard therapy
EGDT
P value

49.2±13.3
48.6±11.2

0.49

66.0±15.5
77.3±10.0
<0.001

65.4±14.2
71.6±10.2
<0.001

65.3±11.4
70.4±10.7

<0.001

32.9±12.0
33.3±20.4

0.17

37.6±21.0
32.6±8.7

0.01

—
—

37.0±14.2
34.6±14.1

0.06

Lactate (mmol/liter)
Standard therapy
EGDT
P value

6.9±4.5
7.7±4.7

0.17

4.9±4.7
4.3±4.2

0.01

5.9±4.2
5.5±4.2

0.62

3.9±4.4
3.0±4.4

0.02

361±198
370±209

0.51

319±142
300±157

0.01

—
—

358±134
342±134

0.21

Base deficit (mmol/liter)
Standard therapy
EGDT
P value

8.9±7.5
8.9±8.1

0.81

8.0±6.4
4.7±5.8
<0.001

8.6±6.0
6.7±5.6

0.006

5.1±6.7
2.0±6.6
<0.001

39.0±61.6
44.8±71.3

0.76

54.9±84.0
45.8±66.0

0.13

—
—

62.0±71.4
39.2±71.2
<0.001

Arterial pH
Standard therapy
EGDT
P value

7.32±0.19
7.31±0.17

0.40

7.31±0.15
7.35±0.11
<0.001

7.31±0.12
7.33±0.13

0.26

7.36±0.12
7.40±0.12
<0.001

3.66±8.45
4.46±10.70

0.71

5.48±11.95
3.98±9.41

0.05

—
—

5.65±9.06
3.34±9.02

0.006
APACHE II score

Standard therapy
EGDT
P value

SAPS II
Standard therapy
EGDT
P value

20.4±7.4
21.4±6.9

0.27

48.8±11.1
51.2±11.1

0.08

17.6±6.2
16.0±6.9
<0.001

45.5±12.3
42.1±13.2
<0.001

—
—

—
—

15.9±6.4
13.0±6.3
<0.001

42.6±11.5
36.9±11.3
<0.001

205,000±
110,000

220,000±
135,000

0.65

164,000±
84,000

156,000±
90,000
0.001

—

—

144,000±
84,000

139,000±
82,000
0.51

Copyright © 2001 Massachusetts Medical Society. All rights reserved. 
Downloaded from www.nejm.org on October 13, 2008 . For personal use only. No other uses without permission. 










