Table 12 (continued)

New Tsble

Diastolic anu Mean Arterial Blood Pressures and Rate~Pressure Praduct
with Changes from Baseline, at 10 and 15 Minutes Postinfusion,
for "Efficacy Patients” Vreated with Eamolo! or Placebo

Study #8052-83-49

POST INF 10 POST InF 15
Mean *+ SEM N Mgan * SEM
Group
08P {mnHg) Esmolol 471.% 22.8 2 56.5 1.5 2
Placebo 88.0 - 1 70.0 - 1
D8P Change Esmolol -17.7 23.7 2 -8.7% 0.3 2
Placebo 30.7 - 1 2.7 - 1
Comparison of Change®™ N.T. .T.
MAP (mmHg) Esmolol 68.3 23.3 2 85.0 3.0 2
Placebo t12.0 - 1 8r.7 - 1
WAP Change Eamolol) -38.86 23.8 2 -21.9 S.S 2
Placabo 15.2 - t -8.1 - ]
Comparison of Change®™ N.T. ) N.T.
RPP Esmolol 7.4 1.4 2 8.9 0.3 2
Placebo 16.0 - 1 12.9 - ]
RPP Change Esmolol -8.7 S.4 2 -7.2 3.7 2
Placebo 3.4 - ] 0.4 - 1
Comparison of Cl.ange® N.T. N.T.

’

Indicates significant change from baseline (p<0.05).

N.T, Not tested due to small ssmple size.
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Hesrt Rate ano Systolic Blood Pressure with Changes from

Table 27

Baselins, by Pertag, for “All Patients” Trested with Esmolo) or Placebe

BASELINE PREINDUCTION | PREINTUBATION MAX T o ° POST INF 2 POST INF S
MEAN ¢+ SEM N MEAN ¢ SEM N | MEAN & SEM N | MEAN ¢ SEM N | mEAN & SEm NP | uEAm o sem WD
Group
HR (bpm) Csmoiol {75.3 2.3 37 6.6 2.0 37 ] 740 2.2 37} es.a 2.8 37| vo.e 2.v 237 71.% 1.8 37
Piacebo | 79.0 2.2 37 8.0 2.2 37 | 88.3 2.4 371} 108.7 2.4 37| 68.8 2.8 38 848 2.8 36
HR Chenge Esmoio! -0.7%F 1.0 37 ] -v.3 1.9 37| 0.0 2.4 31| -4.7° 1.9 37 -4.2% 1.7 27
Placebo -1.0 .1 32 2.3% t.1 3| 217 2.4 237 0.9° 3.1 38 8.9 2.9 36
Comparison of Change® N.S. et et org®® pre*® e’
SBP (mw Hg) Eamolot [181.9 «.4 37 ] 176.6 .3 37 [143.3 4.8 37) 187.1 4.4 37] 138.4 s.3 37 12.9 4.1 37
Placebs [170.8 «.3 37| 173.4 4.2 37 Ji1s1.8 5.7 3rf 2179 s.2 37) 140.8 1.0 37 131.8 8.2 37
SBP Change Esmolot =5.3 8.0 37]-38.8° 4.7 7] s5.1 s.3 37 -43.6) 8.7 37 -57.0% 4.7 37
Placebo 2.8 2.2 37)-19.2° 5.3 37| a7. 5.0 37 -28.9° 7.3 37 -39.07 5.3 3 .
H
Compsrison of Change® n.s. NS, pre®’ re®? N.S. e’

baseline Comparisans, chenge from base!ine used for campsrison st subsequsnt periods, ©20.08).
¢ » Placebo, £ = Esmolol J00 mcg/hg/min, & p<0. 03, *¢ p<0.0Y .

b POST INF 2 & 85 R was not retrisvable for Patiant 5607,

Indicates signiticant change fram Gaseline (p<0.0S). WMeximum changs from baseline was not tested for significence.
N.S. Indicates no significant diffearence betwesn the esmolol and placebo treatment groups (actual values used for
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ASA IIT & IV (8052—-84—51B)

Rate Pressure Product Changes from Baseline

8aSE

Jor All Patients
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## Significant difference between esmolol and placebo with respect
to change from baseline (p < 0.01).
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ASA IIT & IV (8052—84—51B)
Rate Pressure Product for All Patients
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ASA IIT & IV (8052—-84—-51B)
Mean Arterial Blood Pressure Changes from Baseline
for All Patients
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# Significant difference between esmolol and placebo with respect
to changa from baseline (p < 0.05).
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Systolic Blood Pressure Changes from Baseline
for All Patients
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ASA IIT & IV (8052—-84—51B)
Diastolic Blood Pressure for All Patients
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ASA IIT & IV (8052-84—515)
Diastolic Blood Pressure Changes from Baseline
for All Patients
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Mean Arterial Blood Pressure for All Patients
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Teble 27 (continued)

Heart Rate snd Systolic Biood Pressurs with Changes fram

Bassline, by Pertod, for “All Pastienis™ Trested with Esmolo! or Placebo

POST INF 10 POST LINP 18
uEAN ¢ SEM NP nEAN ¢ SEm WP
Group
HR (bpm) Esmolo? 71,2 .9 7 7M.t 2.3 »
Placebo 83.3 3.V 3% 80.0 2.9 3¢
MR Chenge Esmolo) -4,2 .V W -4.2 2.9 O
Placebo 4.3 3 J6 1.9 2.9 3
Comparisan of Change® e’ w.s.
S8P (mm Mp) Casmp o} 120.9 3.7 » 133.3 4.4 37
Placebo 13t.0 4.8 23 133.8 4.4 238
SBP Chenge  Esmelol -00.0' 4.3 -a0.¢7 4.8 7
Placebe -39.0° 5.5 36 -36.37 5.3 3e
Compsriscn of Change® e’ w.s.
13
o Indicates significant chunge ¢:om baseline (p<0.03). Manimum change from Lase!ine
uss not tested for significance. .
L N.S. [ndicates no significant difference betuesn the esmoleol and placebo trestment

groups (actus! values used for baseline comperisons, change from base!lne used for

corperison at subsegquent perlieds, p»0.0%).
P = Placebo, € = Eamolo! I00 mcg/hg/min, ¢ p<0.05, ** pcD.0)
b POST INF 10 & 1S HA & SBP ware not retrivveble for Patient #607.
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Tsble 28

Dlastu)ic Blood Pressure, Mean Arterial B100d Pressure, and Rete-Pressure Product with Chenges from
Baseline, by Perlod, ftor “All Palienta™ .Trested with Esmolol or Placedo

BASELINE PREINDUCTION PREINTUBATION MAXTMUM POST INF 2 POST INF S
MEAN ¢ SEM W MEAN ¢ SEM M | mEaw o SEn NP | mEAN o SEM w | wEan & SEM MF MEAN & SEM N©
Group
D8P (mm Hp) Esmolo? 7.7 2.3 N7 77.2 2.8 »N 75.2 3.0 37§ w01.2 2.9 371 1.0 2.6 37 86.3 2.%
Placebo 75.7 2.t 37 78.9 2.4 17 78.1% 3.3 38§ 114, 3.3 37| 5.8 4.4 7 7.8 3.2
0BP Change Eamolo) -9.8 ¢ 37| -2.3 2.6 °37] 233 2.8 37| -6.¢® 2.5 I |-n.e 2.2 W
Placebo 1.2 1.3 ¥ 2.1 2.0 3¢ 39.2 2.8 2 “0.1 4.0 37 -4.3 2.2 37
Comparison of Change® N.S. NS, N.S. pre*’ n.s. p>e’
NAP (ww Hg) Comotlol | 3912.4 2.8 7 110.3 3.2 » 97.9 3.3 37} 120.9 3.2 37 93.3% 3.9 05.8 2.8 7
Placebo | 107.4 2.3 37 109.0 2.7 371 103.4 3.9 36 ta7.9 3.8 371 9r.7 3.2 » 91.9% 3.8 7
®AP Change Eamoto!l -2.¢ 2.6 37|-14.6° 3.2 37| 16,5 3.4 37-18.9° 3.4 37 | -26.0¢° 2.9 7
Placebo 1.6 1.4 37} -4.7 3.8 38] 40.5 3.2 371 -9.7 4.9 37 ] -15.9% 3.1 237
a « L X J [
Comparizon ef Chenge N.S. N.S. P>E [ 2] "u.S. P>E
RPP Esmo o)} 3.7 0.% 27 1.8 0.5 37 10.6 0.4 3 15,2 0.7 371 9.9 0.8 237 8.9 0.4 27
Placedo 3.5 0.5 » 3.5 0.% 2I7 3.9 0.7 371} 22.4 0.8 3 13.0 0.9 3 .1 0.6 238
RPP Change Eamolo! -2.0* 0.4 37| -317 o083 W 1.3 0.8 3 -3.8 o.7 ¥ 2.8 ne »
Placebo 0.0 0.3 37} -0.0 0.8 ‘M 8.9 0.3 37 -0.¢ 1.0 36 -2.3* 0.8 38
Comparison of Changs® N.S. pre® pre*’ e’ e’ p>e’
13 indicates significant change from baseline (p<0.05). Maximum change from baseline wes not tested for significence.
s N.S. Indicetes no significant difference betwgen the ssmolo! snd placebo trestment groups (actust values used for
bassl ino comparisons, change from baseline used for camparison st subsequent periods, p>0.05).
P =« Plgcoebo, £ = Esmolol) J00 mcg/hg/min, ¢ p<0.0%, % p«0,.0V
% preintubstion DBP was not retrisvable for Patient #226. \ Q
< POST INF 2 8 8 HPP uas not retriavable for Patient #6607, m
- 'm . - 7
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Table 28 {continued)

Disstolic 0lgod Pressure, Mesn Arteriel Blood Pressure, ant Aste-Pressure Product
Changes from Bassline, by Perlod, for “Atl! Patients” Treated with Esmolol or Placedo

POST INF 10 POST INF 1S
MEAN ¢ SEM WP mean ¢ sem b
Group
OBP (e Hg) €amolo! er.2 2.3 37 70,2 2.8 37
Plscabo 70,7 2.6 36 70.9 1.8 3¢
08P Change Eamolo! ~10.8" 2.4 37 -r.47 2.1 »
Placebo ~4.3 2.4 238 -4,t 2.9 38
- Compsrison of Chenge® n.S. N.S.
MAP (e Hg) Esmolo? 85.4 2.6 37 91.3 3.0 37
Placebol 90.6 3.2 36 91.9 2.5 36
MAP Chenge Eamolo! -21.0 3.0 37 -z'.z: 2.8 3
Placebo -15.9Y 3.2 38 -14.8° 3.0 38
Comparison of Change® ) e’ n.s,
app Esmolol , 0.7 0.3 2 9.5 0.3 37
Pl-c.bnr 1.0 0.7 38 0.7 0.6 36
APP Change Eamolol -s.07 0.6 I -4.2° 0.6 »
Placedo -2.4° 0.9 38 -2.7° 0.7 3
Comparison of Change® e>e’ n.S,

Indicates significent change from huulim (p<0.08), In\uu-' change from baseline was

not tested for significance.
N.S. Indicates no significant o"nr_om:o betwsen the ssmolol and placedo trestment
groups (sctua) valuss used Tor baseline comparisons, changs from baseline used for
comparison at subsequent periods, p>0.05).
P = Plecebo, € » Esmolol 300 mco/hg7min, ¢ p<0.05, ** p<0.0V

b POST INF 10 & 15 0BP, MAP end RAP were not retrievsbie for Pattent #607.
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CAROTID (8052—-83—49)
Heart Rate for All Patients
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ate Changes from Baseline
for All Patients
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CAROTID (8052—83—-49)
b Systolic Blood Pressure Changes from Baseline
for All Patients
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CAROTID (8052—83-49)
Diastolic Blood Pressure for All Patienis
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CAROTID (8052—83-49)
Ra.te Pressure Product Changes from Baseline '
Jor All Patlients
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# Significant difference between esmolol and placebo with respect
to change from baseline (p < 0.05).
# p < 0.01.
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CAROTID (8052—83—-49)
Mean Arterial Blood Pressurz for All Patients
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CAROTID (8052—-83—49)
Mean Arte:tal Blood Pressure Changes from Baseline
Jor All Patients
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CAROTID (8052—-83—49)
Rate Pressure Product for All Patients
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CAROTID (8052—83—49)
iastolic Blood Pressure Changes from Baseline
Jor All Palients
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# Significant difference between esmolol and placebo with respect
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# p <0.0].
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EFFECT OF ESMOLOL VERSUS PLACEBO
ON BEART RATE AND BLOOD PRESSURE
DOURING SPECIFIED SURGICAL STIMULI IN
ANESTHETIZED CORONARY REVASCULARIZATION PATIENTS:
A MULTICENTER TRIAL

Protocol $8052-83-27

Investigators and Institutions

Robert Berger, M.D. V. A. Medical Center Miami, FL
Colleen Henling, M.D. University of Alabama Birmingham, AL
Carl Hug, M.D. Enmory University Hospital Atlanta, GA
Joel Kaplan, M.D. Mt. Sinai Medical Center New York, NY
Steven Tosone, M.D. University of Kansas Kansas City, KS

MEDICAL SUMMARY-

Sponsor:

American Critical Care
1600 Waukegan Road
McGaw Park, Illinois 60085
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4.5

5.1

Multicenter Study 8052-83-27

The 1identity of the contents of the ampuls was
printed inside of the sealed label. At the
conclusion of study participation, the unopened
label was attached to the patient's case report
form. In the event of a serious adverse effect or
other emergency requiring medical intervention, the
investigator had the option of opening the seaied
label to identify the study medications. If the
seal on the label was broken, the investigator had
to sign and date the opened label before attaching
it to the case report form.

The boxes were used sequentially in the order
of the patient number printed on the label. Each
investigative <center was assigned 40 patient
numbers, starting from 100 series (e.g. Center 1:
101, 102; Center 2: 201, 202). Center 4 was never
issued drug and these medications were assigned to
Center 6 who started numbering patients from 601.
For details of patient numbers used at each site,
see Table 3. ‘For details regarding patient numbers
not used, see Table 4.

Drug Preparation

Esmolol or 1its placebo was diluted prior to
administration, in Dextrose (5%) 1Injection, USP,
yielding a concentration of 10 mg/mL.

Infusion Pump

Infusion rates of esmolol or its placebo were
controlled by an intravenous infusion pump capable
of delivering a stable and sufficient volume to
infuse esmolol or its placebo predictably and as
scheduled. The infusion pumps used in the study
were IMED volumetric pumps (IMED Corporation, San
Diego, California), Model No. 927. The infusion
pumps were calibrated at the study sites before the
study was initiated, and checked throughout the
study period to assure proper functioning.

PATIERT SELECTION

Patients were selected for this study according
to the following entrance criteria:

Inclusion Criteria

a. Either males or non-pregnant females (as
confirmed by a negative pregnancy test or
corroborztion of nonchildbearing potential), 21

9
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Multicenter Study 8052-83-27

years of age or older.

Patients were those scheduled to undergo
general anesthesia for  elective coronary
revascularization surgery. They may or may not
have been on beta blocker or calcium channel
blocker therapy, however, these drugs were not
to be given on the morning of the study. (Only
those patients belonging to the standard
therapy group received their morning dose of
beta or calcium channel blocker.)

All patients signed an informed consent form
prior to study participation.

Exclusion Criteria

a.
b,
C.

d.

g.
h,

Females who were pregnant.
Atrial fibrillation or flutter.
AV conduction block greater than first degree.

Myocardial infarction within one month prior to
the study. -

History of congestive heart failure that
precluded therapy with a beta-adrenergic
blocking drug.

Systolic blood pressure less than 100 mm Hg or
diastolic 1less than 50 mm Hg, or cardiogenic
shock.

Severe renal or hepatic failure.

History of bronchial asthma or bronchospasm
that precluded therapy with a beta-adrenergic
blocking drug.

Clinically signif.cant metabolic or electrolyte
abnormalities.

Bistory of drug allergy or idiosyncracy to
beta-adrenergic bloncking drugs.

Patients who had received the beta blocker
nadolol within five days prior to the study.

Patients (except for those patients who were
part of the standard therapy group) who
received a dose of beta blocker or calcium
channel blocker the morning of surgery.

10
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Multicenter Study 8052-83-27

m. Patients who had received digoxin. Other oral
or intravenous cardiovascular medications
(e.g., quinidine, procainamide) could be
continued provided their doses remained fixed
throughout the study period.

n. Patients who had received adrenergic-augmenting
drugs (including monoamine oxidase inhibitors)
or adrenergic-depleting drugs (i.e.
guanethidine or reserpine) during the six week
period prior to entry into the study. The
original protocol also excluded patients who
received centrally acting antihypertensive
drugs during this same time period; however
Amendment #2, dated August 21, 1984, changed
this to allow study patients to receive
antihypertensive agents such as clonidine and
methyldopa.

o. Experimental drug administration within the
previous two weeks, or proportionately longer
if the drug had a long half-life.

EFFICACY ASSESSMENT

Efficacy in this study was defined as the
attenuation of increases in heart rate, blood
pressure and rate-pressure product by esmolol in
comparison to placebo during the following events:
intubation, chest skin incision, sternotomy, and
aortic dissection. In addition, the frequency and
amount of supplemental anesthesia and additional
therapeutic agents required to control heart rate
and blood pressure in the esmilol and placebo-
treated groups were compared.

Pr.mary efficacy analysis included only the
patients randomized to the esmelol or placebe
groups. The primary purpose of analysis was to
compare the two treatment groups with respect to the
maximum changes observed 1in heart rate, systolic,
diastolic and mean arterial blood pressures, and
rate-pressure product from the baseline period to
the time periods surrounding intubation, chest skin
incision, sternotomy, and aortic dissection. Also
included in the primary analysis was the comparison
of frequency and amount of supplemental anesthesia
and the use of nitroglycerin, nitroprusside and
propranolol to control heart rate and blood pressure
between the esmolol and placebo treatment groups.

Secondary purposes of analysis included a
comparison of changes in the hemodynamic variables
between the randomized patients and the

11
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10.2.3

Multicenter Study 8052-83-27

mean arterial blood pressures could not be
statistically tested at skin incision and
sternotomy (Table 11 and 12).

Analysis of Maximum Changes in Hemodynamic Variables
rom Baseline for Individual Centers

Tables 14 through 17 provide the data for
maximum changes from baseline at each surgical event
for the 81 randomized "efficacy patients", by
center. In Center 1, the average maximum increases
of HR, SBP, MAP and RPP from baseline were
significantly 1lower in the esmolol-treated group
than in the placebo-treated group at intubation. 1In
contrast the average maximum changes in SBP and MAP
were significantly lower in the placebo-treated
patients as compared to the esmolol-treated patients
during skin incision and aortic dissection. No

significant treatment effects were found for Center
1 during sternotomy.

Centers 2 and 3 (pocled) showed significantly
lower average maximum changes of heart rate for the

esmolol~-treated patients in comparison with the .
- placebo-treated patients at all four surgical events

and for rate-pressure product _during arotic
dissection. No significant differences in average
maximum changes of the remaining hemodynamic
variables were found between the two treatment
groups at the four surgical events. No significant
differences for any of the (five hemodynamic
variables were detected between the treatment groups
in either Centers 5 or 6.

The different patterns of maximum changes for
the five hemodynamic variables for Center 1 compared
to the other centers at events like skin incision
and aortic dissection confirmed the finding of
center and treatment interaction. Therefore, to
assess the contribution of Center 1 on the pooled
analysis, a separate analysis was conducted on
Centers 2, 3, 5 and 6 without Center 1 (Tabies 14
through 17). These data followed very closely with
the overall pooled results. Therefore, although
Center 1 showed significant differences among
centers for hemodynamic variables its contribution
was only minimal in determining the overall pooled
treatment effect.

Clinicall Significant 1Increases in Heart Rate and
Systolic Blood Pressure

Adverse effects on the Dbalance between
myocardial oxygen demand versus supply in patients
26
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Tavle ¢

LIST OF INVESTIGATORS AND
NUMBER QOF PATIENTS ENROLLED

NUMBER OF
CENTER PATIENTS ENTRY
NUMBSER INVESTIGATOR AND INSTITUTION ENROLLED DATES
) Collesn Menling, M0,
) University of Algtama, Birmingham 23 9/15/84-
Birmingham, Alsbama 1/23/8%
Steven Tosone, M.D,
2 University of Kansas 7 9/17/84~
Kansas City, Xansas 1723788
. . Car) Hug, M.O. ) ‘
3 Emory Universtity Mosoital 30 B8/28/84~
Atlanta., Georgila - 12/711/84
, John Tinker, .0,
4 University of Jowa Hospitals o -
had and Clinics
Iowa Ctty, lows
]
Robert Berger, M D oo
5 veterans Administration Medica) 22 7730/84-
Center 12711/84
Miamé, Flprida
Joe! Kaplan, M. D,
6 Mount Sinat Medicatl Center 20 10/4/84~
New York, New VYork 2/20/88

Center & withdrew from participation

submitting for Institutional Revien Bonrd approval.

tn the study prior to

*e princinal Investipator =as Changed from Robe~t Barger, M. D, to

Everard delisser, M. 0. on Decamdber 1, 1884,

i
5)

N

1
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Table 2
SCHEDULE OF OBSERVATIONS

Prestudy Preinfusion
Eveluation Bsseline Esmolot/Placebo Infusion Period s
Period Partod o skin inctsion
induction stearnot
1 lnlu;.tlon urtlc dissection crO
time (minutes) “2-101234%87 9 10 % 12 V3 102348 -y 0
Informed Consent  §
Medica) Mistory X
Physical Casmination X
12-1sac ECC b 3
Cardliac Cath Dats X
($f avatiabdle)
Rest and Esercise x
Stress Test Date
(17 svailable)
Heart Rate (31/vg**®) X oxx Ixxnx x x x x Rpxaxxx
8lood Pressure : X XX XXXXK X X X X XXXXXKX

1 time tepse bDetwsin (nduction snd intubstion was grestar than three minutes, heart rete and blood pressurs
continued to be obtaingd at one-minute intervaln.

HNeoart rote and Dlood pressurs wes continuously recorded st one-minute Intervals between shin inclalton and
sternotomy.

Eloctrocardiopraphic Vzeds 11 or Vg were monitored continuously for ST-segment changes and occurrence of
srrhythming during tha entire study period.

CPB » cerdicpulmonary bypess
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Yable §
DERIVATION OF "AL'. PATIENTS",
"EFFICACY PATIENTS®, AND RANDOMIZED 1

"EFFICACY PATIENTS® IN THE STUDY

43 Esmolol
41 Placebo

A1l Patients” 102

18 Standard
Therapy

Excluded from 6
Efficacy Analysis . © (#201, 509, S11) Placebo .

(#503C, 505C, 506C) Standard
Therapy

43 Esmolol
"Efficacy Patfents" 96

38 Placebo

15 Standard
Therapy

Randomized 81 43 Esmolol
"Efficacy Patierts" 38 Placebo
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TABLE 8: SUMMARY OF “"ALL PATIENTS® AT EACH PHASE OF THE STUDV
Rendomized Nonrandomi zed
Esmolol Placebo Standard Therspy
(Number of Pattents) {Number of Patients) (Number of Patients)
Yotal Total Total
lneliplible Elf1gtiblae Enclusion Ineligible Ellgtble Exclusion Inetiginle Elligible Exclusion
Prestudy .
Evaluation 43 41 8
Pase!ine 43 I8 18 2b 13 b
Induction 2¢ 41 2€ 19 as 2 13
Intubat fon 3€ 29 38 6 29 9 28 4< "
Chest Skin 1€ 36 12¢ ! 25 P "
Incision
Sternotomy ac % 12€ 2F 49 23 4 19 0
Aortic 9¢ ! 33 12 10 2f ) 22 8¢
Dissectian
|_Preuvpass 8¢ 1f 10! 24 1€ 2€ 31 4 L 5¢ 10
® propranolol administered 2 hours bafore induction (Pattient #201)
® No baseline dats svallabis aue to administration of sodium nitroprusside (SNP) (Patients #509 and 511) or intravancua
nitroglycarin (IV NTG) (Patients #503C, S505C, and 506C) during basel ine per tod.
€ Medical intarvention (Patlents #101, 102, 103, 104, 105, 106, \G7, 109, 11}, 112, 114, 115, 116, 117, ma, 119, 122,
202, 203, 205, 206, 201C, J07. 2U9, 415, 316, 320, J0IC, JOIC, 3I0AC, 307C, JoBC, 309C, S02, 504, SD6, S0,
513, 518, 516, 502C and S07C).
9 pmuttiple intubstion (Patlents #101, 601, 612, and 614).
® aAltotment of study drug s»hausted (Patient #513).
f pstient withdrawn ~ ADR (Patlents #614, 616, and 620).
9 anesthetic administration at > 2 MAC (Patients #501, S02 and SO1C).
h Topical anasthetic (Patient #501).
t Center 6 did not collect prebypass observations. :
I pattent withdrawn - fnvestigator s decislon (Patlant #117).

ra
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Table 7

LIST OF PATIENTS EXCLUDED FROM EFFICACY ANALVSIS

ODemagragphic Date

Baseline Average Data

Reason For Eaclusion From

Pattent Troatment Age walight Heart Rate Blood Pressure
Number Group Ses (yrs) (hg) (bpm) (mm Hg) Efficacy Analysis
Propranclol administerga 2 hours
200 Placebo F 60 60.2 60 148764 prior to inductlion
Sodium Nitroprusside Infused
509 Placebo L] 60 5 45 161/68 Through Baseline Period
Sodium Nitropruaside Infused
511 Placebo L] 63 65 [ ] 176770 Through Baseline Perlod
Intravenous Nitroglycerin
503C Cantrol M 74 73 (1} 131753 Infused Through Baseline Period
fntravenous Nitraglycerin
505C Control L] S0 95 124 129765 Infused Through Base)ine Parlod
Intravenous Nitroglycerin
506C Cantrol M 52 15 45 124765 Infused Thraough Baselines Period

153
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TABLE 9

SUMMARY OF PRESTUDY CLINICAL DATA BY CENTER,
EFFICACY ELIGIBLE, EFFICACY INELIGIBLE AND “ALL PATIENTS"

Variable Group Mean S.D. Min Max N
Heart Rate Center 1 65.7 11.2 48.0 83.0 23
(bpm) Centers 2& 3  65.9 11.9 48.0 104.0 37
Center § 61.1 7.9 50.0 78.0  19€
Center 6 67.7 12.4 50.0 90.0 20
Eligibled 65.4 11.3 48.0 104.0  94°
Ineligibled 63.4 9.8 50.0  72.0 5¢
ANl Patients  65.3  11.2 48.0 104.0 99
$BP (mm Hg)" Center 1 122.7 14.2  110.0 164.0 23
Centers 2 & 3 122.7 15.6 100.0 178.0 37
Center § 125.6 12.6 100.0 150.0 22
Center 6 115.5 11.9 100.0 140.0 20
Eligipte? b 121.1 14.0 100.0 178.0 96
Ineligible 135.0 10.5 120.0 150.0 6
A1l Patients 121.9 14.2 100.0 178.0 102
DBP (mm Hg) Center 1 76.3 14.0 50.0 112.0 23
Ceaters 2 43 77.6 9.7 50.0 100.0 37
Cents 5 72.8 9.3 309 2.0 2
Center 3 70.6 7.5 S0 0 80.0 20
El1gible? 75.0 10.7 50.0 118.0 96
Ineligible® 73.3 10.3 60.0 9.0 6
A1l Patients 74.9 10.7 50.0 118.0 102

Patients eligible for effirscy analysis.

Patients ineligible for etiicacy analysis.

Heart rate measurement was not obtained for Patients #508, 510, and 511.
Mean values c* systolic blood pressure for eligible and ineligitle
patients were significantly different (p < 0.05). )

rOoOTo
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Table 13
Summary of Demographic and Prestudy Clinicatl Datas,
by Treatment Group tor “All Patients”
Variable Traatmont+ Mean ¢ S5.0. Min Max N
Age (years) : AVl Esmolo! 59.0 9.8 36.0 17.0 Lk]
AVl Placebo 57.0 8.9 30.0 78.0 ag®
AVt Standard s7.7 9.4 as. 74, e
Meight (cm) A)) Esmolo! 172.7 10.2 149.0 195.0 43
AVY Piacabo 1731 8.4 152.0 188.0 41
All Standard 173.4 9.1 150.0 190.0 8
Welght (kg) All Esmolg! 82.6 3.3 46.0 112.0 43
Al) Placehe 83.0 13.2 60.2 147.2 4%
All Standard az.1 18.4 43.0 120.0 18
B8SA (m2) All Esmcio! 2.0 0.2 1.4 2,4 43
All Piracebho 2.0 6.2 . 1.8 2.4 41
At} Standvard 2.0 0.2 1.3 2.5 1]
Temperature (°C) All Esmalo) 6.7 0.4 38.0 7.8 43
Al) Pracabo 36.9 0.5 36.0 39.0 41
ALl Standard 36.6 0.4 36.0 37.0 8
Heart Rete (bpm) At} Esmotol 6S.1 12.0 48.0 104.0 42®
All Placubo 871.7 0.6 o 50.0 88.6 agP
Al Standard 60.7 9.3 ] 50.0 83.0 18
SBP (mm Hg) AVl Esmolol 120.7 14.2 100.0 178.0 43
Al) Pirzcebo 122.9 15.5 100.0 164. 7 41
Al) Stond.rd 122.6 11.0 100.0 140.0 18
08P (mm Hg) All Esmoiol 73.4 8.5 50.0 95.0 49
AtY Plracsoo 76.2 12.9 6G.0 118.0 41
AVl Stenaaro 75.6 7.2 60.0 84.0 19
; Birthdate was not obtailned for Patiants #307 and 304C.
Heart rate was not vbtained for Patipnts #508, 510, and StV
¢ For a2Vl varlables. mean values warc not significantiy different among treatment groups (p>0.05).
V)
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Tabla 11

HEART RATE AND SYSTOLIC BLOOD PRESSURE WITH CHANGES FROM BASELINE, BY PERIOQD,
FOR “EFFICACY PATIENTS™ TREATED WITH ESMOLOL QR PLACEBO

. - AQRTIC PO - /PRE~
BASELINE PREINTUBATION INTUBATION SKIN INCISION® STERNOTOMY® DISSECTION BYPASS

Treatment  Mean SEM N Wean SEM N Wasn SEN N Wean SEW N Maan SEW N ~Ween SEM N Msan SEM N

Group ,
Foru wa —— -
H#R (bpm) Eamoliol 66.0 1.6 43 68.3 V.3 41 73,7 (.7 38 64.9 1.7 36 ©64.2 1.5 J5 64.2 1.9 33 64.2 2.2 24
Plscebo 68.9 2,2 38 79.2 2.4 35 B85.9 3.1 20 ¢cB.B 2.8 25 714.6 3.2 23 7.2 2.9 23 16.% 2.2 W7
HR Change Esmalo) 1.8 1.7 M1 7.4 2.1 a8 -0.8 2.t 36 -0.7 1.9 35 -1.% 1.4 33 -3.4_ 2.3 241
Placebo 12.0° 2.7 35 8.6 2.7 28 1.9 2.4 25 .4 3.3 23 8.2 3.1 23 8.2° 2.4 W7
Compartison of Change® p>E > € N.T. N.T. P>E P>E
sap imnng) €Eamotol 141.8 3.2 43 124.4 3.5 41 140.7 4.0 038 129.3 3.9 J6 133.3 3.9 35 123.7 3.3 33 109.0 3.0 24
Placebo 140.5 3.6 018 130.6 3.4 35 15).0 S.3 28 131.9 4.0 25 137.9 4.8 23 127,y 4.4 23 111.8 4.0 17
SBP Change Esmoto) -17.6% 3.0 41 0.8 3.3 38 -8.v 3.1 36 <-3.7 3.4 35 -12.7 J.7 33 -32.77 4.9 74
Placabo -9.4" 2.4 35 1.8 4.8 23 -8.8 4,1 25 0.6 5.0 23 -9.7 %5.6 23 -27.0% 6.2 17
Comparison of Change® N.3. N.S. N.T. N.T. . N.S. N.S.
L Stgnificant center by treatmint intersction was datected for the change of atll varisbles at the skin incision ang

sternaotomy pertods (p < 0.05).
tndicatas significant change from baseline (p < 0.05). Maaimum change from basaline was not tested for
significance at intubation, skin incislon, sternotomy, and sortic dissection,
b N.S. Indicates no significant difference among treatment groups (p >:0.05).
€ = Esmolol, P = Placebo .
N.T. Not tested dus to centsr Ly treatmant interaction,

1 e v ¥ S TOTTYP N 021 1 S



Taule 13

SUMMARY OF E5SELINE OBSERVATIONS FOR “EFFICACY PATIENTS®, BY CENTER ANO TREATMENT GROUP

HR bpm S8P mm Hg 08P own Hg MAP mm Hg RPP
Trestment Mean SEM Mean  SEM Mean SEM Mean SEM WMean SEM N
Center® Group .
i €Esmoio) 67.5 2.2 15G.0 6.9 60.3 3.6 90.2 4.4 10.2 0.7 12
Placebo 0.7 3.7 150.7 6.9 66.% 2.2 94.5 4.2 10.7 0.8 1)
Poolca 69.0 2.1 150.3 4.8 63.3 2.5 92.3 3.0 0.4 0.5 22
282 Esmolol 70.6 3.8 140.% 5.9 67.7 2.7 2.0 3.3 10,0 0.7 13
Placebo 7t.3 4.0 139.4 6.0 60.8 4.4 92.4 4.8 10.1 1.0 112
Poolsd 70.9 2.8 140.0 4.1 €66.3 2.5 92.2 2.8 10.0 0.6 25
5 Esmotot 58.7 2.8 139.0 6.9 65.1. 3.8 89.8 4.4 8.2 0.7 ?
Placebo 63.6 4.9 136,3 11.6 62.9 3.3 87.3 S.3 8.5 6.5 6
Poaled 61.0 2.7 137.8 6.2 Ge4.v 2.5 88.6 3.3 8.3 0.4 M
8 Esmoloal 63.7 3.2 138.¢ 5.9 85.2 2.1 88.8 2.8 8.7 0.7 1M
Placvio 50.%5 4.0 132,94 5.4 64.5. 1.5 87.2 2.4 7.9 0.8 9
Poo e ét1.4 2.5 134, 4 3.8 64.9 1.3 ad.yv 1.8 8.3 0.5 20
Pooled Esmolal 65.5 2.} 138.6 J.4 668.3 1.6 90.4 1.9 9. 0.4 1
(283,5,.68) Placebo 65.3 2.6 136.4 4.0 66.' 2.1 89.5 2.5 9.0 0.5 27
Comparison® N.S. N.S. NS, N.S. N.S.
“Pooled Esmoial 66.0 1.6 147.8 3.2 64.6 1.5 90.3 1.8 9.4 0.4 43
(aiy) Placubo 66.9 2.2 140.5 3.6 66.2 3.8 91.0 2.2 9.5 0.8 38
i .
Comparison® N.S. N.S. NS, N.S. N.S.
a Significent diffarence among centers for HR and RPP (Centers 1, 2831 > § ang 6).
b Comparison among treatment groups for pooled data (Centers 283, S, and 6).

bt Compsrison amaong trestment groups for pooled data (all) centers).
N.S. Indicates no zignificant difference among treatment groups (p > 0.0S).

Note: No significcrnt cifference among treatment groups wes detectad by each canter.
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Tabtle 14

. —

MAXIMUM CHANGES FROM BASELINE ODURING INTUBATION FOR “EFFICACY PATIENTS", BY CENTER AND TREATMENT

HR Change SBP Change DBP Change MAP Change RPP Change

Trestmant Mean SEM Mesan SEM Mean . SEM Mean SEM Mean SEM N

Center® Group

1 Ezmatol 10.0 3.1 8.6 3.3 7.7 . 2.5 14.6 Z.5 1.9 0.8 11

Pizcabo 23.5 5.6 233.8 8.8 25.5 4.6 28.3 6.0 6.5 .1 9
Pgated 16,9 20.90 5.1 2V.2 2.6 20.8 3.3 4.0 0.8 20

Comparison® P E P> E N.S. P>E P>E

F 3 K] Esmolo! 3.6 3.7 1.1 6.1 9.0 3.3 5.8 3.9 0.6 0.9 12
Placebao 19.0 4.0 3.1 5.6 7.4 3.0 5.9 3.7 2.5 0.8 10 \
Poo)ed 10.6 3.1 2.0 4.1 8.3 2.2 5.8 2.6t .4 0.8 22

Conp.risonb P>¢ N.S. N.S. N.S. N.S.

5 Esmolal 13.7 3.4 -1.1 3.3 0.1 .0 -0.5 7.6 1.7 0.8 S

flaceba 9.2 7.8 -3.7 9.3 9,7 -12.7 S.1 11,7 0.6 1.6 2
Poulad 12.4 3.0 -u.9 9.4 2.9 .8 1. 5.91 .4 0.7 7

Compar ison® NS, N.S, NS, N.S. N.S.

) Esmolol 5.9 5.3 ~7.0 6.6 0.8 .2.9 -2.0 4.1 0.2 1.1 10

Plicsbo 14.6 5.5 0.8 4.4 5.1 2.4 2.8 2.7 1.7 1.0 7
Poolad 9.5 3.9 -3, 4.4 2.9 2.0 -0.0 2.7 0.9 0.8 1?7

Comparison® N.S. N.S. . N.S. N.S. N.S.

(Cont inued)
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Table 14 (Continued)

MAXIMUM CHANGES FROM BASELINE DURING INTUBATION FOR =EFFICACY PATIENTS", BY CENYER ANO TREATMENT

HR Change  SBP Change 08P Change WAP Change RPP Change

Treatmant  Mean SEM  WMean SEM Mean SEM Mean SEM  WNean SEM N
Center® Group
Pooled Esmoiol 6.4 2.7 -2.3 4.3 4.3 Z.1 1.7 2.7 0.7 @.6 27
(283,5,6) Placebo 16.3 3.0 1.5 3.4 6.8 2.0 4.7 2.3 2.0 0.6 19
Comparisan® N.S. N.S, N.S. N.S. N.S.
“Pooled Tamolol 7.4 2.1 0.8 3.3 8.2 1.9 5.5 2.2 1.0 0.4 38
(av1) Placabo 6.6 2.7 1.8 4.6 12.8 2.8 12.3 3.2 3.4 0.7 28
Comp.rlsnnd P>E N.S. N.S. N.S. p>E

a Significant difference among centers for SBP, DBP, MAP, and RPP changes (Centers 1 > 283, 5, 6).
b Compariiun among trestment groups for each center,

€ Comparison among trestment groups for pooled data (Centers 283, 5, and 6).

g Comparfson among treatment groups for pouvled data (al)) centers).

N.S. Indicatcs no significant diffarence among treatment groups (p 2 0.05).

E = Eamolaol., P = Placeba
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MAXTMUM

Yable 18
CHANGES ~R0M BASELINE DURING SKIN INCESION FOR “EFRJCACY PATIENTS®, BY CENTER AND TREATMENT
HR Change S8P Change OUBP Change MAP Ghange RPP Change
Treatment WMsan SEM Mean  SEM  Mean SEM WMaan SEM  Mean SEM N
Centear®  Group
1 Esmotal 1.2 5.8 3.2 5.9 24.0 . 5.8 15.7 5.3 0.3 1.0 7
Placebo -8.6 2.8 =-31.0 11,3 ~1.0 S.7 ~tt.0- 7.4 -3,9 1.5 3
Pooled -2.0 4.8 -~7.t 7.0 15.) 5.5 1.7 S§.8 -1.0 1.0 10
Comparison® N.S. E>P €>p E>P N.S.
78 3 Eimelol  -4.9 7.6 -3.8 5.0 9.2 3.2 4.6 3.4 -0.3 0.6 3
Piacabo 6.4 4.3 1.4 5.5 9.2: 3.5 6.5 4.0 0.7 0.7 10
rooted -0.0 2.6 ~-i.4 3.7 . 2.3 5.4 2.5 -0.2 0.5 23
Comparisun? P>E N.S. N.S. N.S. N.S.
5 Esmalol 8.5 4.3 -9.5 6.0 3.3 1.0 1.0 4.2 0.5 0.6 5
Placedo <~0.2 2.3 -6, t1.6 11,8 5.7 5.4 7.4 -0.2 0.8 4
#ooled 5.2 2.9 . 6.0 7.0. 3.1 1.9 3.9 0.2 0.5 9
Complr’son° N.S. N.S. N.S N.S. N.S.
[ Esmalol  -1.8 3.9 -19.9 5.8 -2.6. 2.8 -8.4 3.6 -1.8 0.8 1
Placeto 1.5 4.8 -7.9 6.8 2.0 3.1 =-t.a 4.2 -0.5 0.9 8
2goled -0.4 2.9 -14.8 4.5 -0.6 2.u -5.5 2.8 -1.9 Q.8 9
Comparison® N.S. N.S. ! N.S. N.S. N.S.

(Continu.d)
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Teble 15 (Continued)

MAXIMUM CHANGES FROM 5. SELINE OURING SKIN INCISION FOR “EFFICACY PATIENTS", BY CENTER AND TREATMENT

HR Change

Canter® ;raw.mant Mean SEM
snter FouL

$S8P Change D8P Change MAP Chsnge RPP Change
Wean SEM Mean . SEM  Mesn  SEM  Msan SEM N

Pooled  Esmoiol  ~-1.3 2.2 <-10.8 3.5 3.7 . 2.0 -1.9 2.4 -0.9 0.4 8
(283,5,8) Plac-vo 3.4 2.8 -3.¢ 4.0 7.0 2.3 3.4 2.7 0.V 0.3 22
Comparison® N.S. N.S. N.S. N.S. N.S.

Pooled €smoial  -0.8 2.1 -8.1 3.1 7.3 2.3 7.0 2.4 -0.7 0.4 36
(atl) Placibo V.9 2.4 ~-6.8 4.) 6.V 2.1 1.7 2.7 ~-0.4 0.8 2
Comparison? N.T. N.T. N T, N.T. N.T.

b Signific.nt center and treatment fntersction; no test was performed for center effect.
b Compariscr :zmong treatment groups for each center.

< Compariso:r among treatment groups for pooled data (Centers 283, 5, and 6).

d Comparisor. smong treatment groups for pooled data (all centers).

' N.S. Indicate. "0 signiticant differance among treatment groups (p 2 0.05).
E = Esmolo), 7 = Placebo
N.T. Not test:c due to significant center and treatment interaction.
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MARIMUM CHANGE S

Table

ROM BASELINE DURING STERNOTOMY FOR "EFF1(ACY PATIENTS”, B8V CENTER AND TREATMENT

. HR Change $BP Change 08P Change  MAP Change RPP Change

Tr . atmant Mean SEM Mean SEM  Maan SEM  Mgan  SEM Mesn SEW N

Center® Group

1 AT 1.3 5.5 2.7 5.7 8.8 5.4 1i.0 5.2 -0.6 0.9 7

Pl.cebo -11.6 8.9 -33.0 18.% 0.3 8.6 -10.8 11.9 -4.2 2.3 3
Pacled -4.3 4.4 -11.8 7.7 13.1 5.1 4.5 5.7 -1.7 1.0 10

Comparison N.S. N.S. N.S. N.S, N.S.

283 Esmolol 2.7 2.7 3.3 5.2 1.8 3.0 8.1 3.4 0.3 0.8 12
Pl.cebo 13.9 4.6 13.7 S5.7 1.7 3.8 12,1 4.2 2.6 0.8 11
Poclad 4.8 3.4 8.0 3.9 1.7 2.3 10.0 2.6 1.0 0.5 22

Comparison P>t N.S. N.S. N.S. P>»E

5 €. aiot 8.3 J.4 8.1 8.0 10.7 2.5 9.7 4.2 1.2 0.3 5

PI ciba 4.2 5.7 9.3 10.3 3.4 6.5 1.6 8.8 1.4 1.3 3
Pacied 6.8 2.8 8.5 5. 1.8 2.7 10.4 3.4 1.3 0.5 8

Coup.rlsonb N.S. N.S. N.S. N.S. N.S.

] Esmoiol -2.3 3.7 -i17.3 6.0 -0.9 2.9 -6.8 3.9 ~1.4 0.0 (K]
Pi.cebo 4.4 5.8 -7.8 5.4 2.7 2.0 -0.8 3.0 0.t 1.} 7
Poaiad 6.3 3.2 -13.5 4.3 0.5 2.0 -4.5 2.7 -a.% 0.8 18

Comrllon" N.S. N.S. ' NS, N.S. N.S.

(Cont inued)
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Table 18 (Continued)
MAXIMUM CHANGES FRO:. BASELINE DURING STERNOTOMY FOR “EFFICACY PATIENTS™, BY CENTER AND TREATMENT

HR Change _ SBP Change OBP Change  MAP Change RPP Change
N Treatn. nt Wean SEM  Mean SEW  Mean StH  Mean  SEM Mean SEW N

Center Group

Pooled ‘Esmoio) -0.6 2.0  -3.9 4.0 6.6 2.1 7.5 2.6 -0.5 0.4 78
(283,5,68) Placeby 9.1 3.2 -5.6 4.2 a.8 2.4 7.% 2.8 1.4 0,8 20
Comparison® N.S. N.S. N.S. N.S. N.S.
“Paoled Eamolol =0.7 1.9 =3.7 J3.4 9.0 2.1 4.7 2.4 <0.5 0.4 3%
(A1) Placeoc 8.4 3.9 0.6 5.0 7.7 2.9 3.0 3.0 0.7 0.7 23
Comparisond N.T. N.T. N T, N.T. N.T.

a Stgnificant c.nter and trestment Interaction; no test was performad for center effect,

b Comparison amung treatment groups fo~ cach center, ,

: Comparison anong treatment groups for pooled dats (Canters 283, 5, and 6).

Comperison amung tresatment groups for pooled data (all! centers.

N.S. Indicates no _'gnificant diflerance among treatment groups (p 2 0.0S).
E = Esmolol, P = Pl.icebo

N.T, Not tested guc to significant center and treatment interaction,

- .
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table 7
MAXIMUM CHANGES FrOx BASELINE DURING AORTIC DISSECTION FOR “EFFICACY PATIENTS, BY CENTER AND TREATMENT
HR Change  SGP Chariga  DBP Changa  MAP Change  RPP Change
Treatment WMaan SEM  Wean  SEM  WMean  SEM  Mean ~ GEM Wean SEN (]
Center® Group :
i Esmaial ~1.6 7.3 -7.9 4.6 5.0 5.7 7.3 4.9 ~71.1 1.1 (N
Piacebo 1.7 7.1 -29.4 9.5 -0,V 3.0 -10.3 4.7 -2.3 2.0 5
Pooled -0.3 5.2 -18.2 5.3 9.2 4.t 0. 4,2 -1.6 1.0 3
Compartson® N.S. E> P “.s E>P N.S.
Z8 9 Esmatal -3.0 3.1 -2.0 6.1 6.2 7.0 3.3 3.8 -0.6 0.7 10
Ptacebo 14,7 4.8 .6 12.4 1.2 6.6 5.9 8.3 2.0 1.5 8
Pyoted 4.8 3.4 0.9 6.3 6. 3.2 4.5 4.} c.5 0.8 8
Comparitson® P> E N.S. N.S. N.S. N.S.
5 Esmolol 4.9 4.4 -9.8 6.2 8.9 0.7 V.4 7.4 0.7 0.5 k3
Placebo 15.0 6.9 0.2 0.5 2.3 1.9 1.2 1.6 1.5 0.8 3
Pooled 1.2 3.7 -5\ 4.2 6.V 5.9 1.3 4.5 0.6 0.8
Comparison® N.S. N.S. N.S» N.S. N.S.
[] Eamotol 4.0 3.7 -120.6 7.4 ~7.3 3.4 -14.5 4.6 ~7.3 0.8 1]
Placebo 2.5 5.4 -16.3 S.4a -3.3 1.9 -7.8 2.9 -1.0 0.8 7
sootled -1.3 3.1 -23.8 5.0 -5.7 " 2.2 ~t%.7 3.0 -1.8 0.8 "”
Comparison” N.S. N.S. "'N.S. N.S. N.S.
(Conttnueu;
' ]
-3
7}
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Table 17 {Continued).
MAXIMUM CHANGES FRO JASELINE DURING ACRTIC DISSECTION FOR “EFFICACY PATIENTS®, BY CENTER AND TREATMENT

—T

B HA Change  SBP Change DBP Change MAP Change RPP Change

Trestment Wean SEM  Mean  SEM  dean StM  Mean SEM  Wean SEM N
Conter® Croup
™ Pooled Eimolol -1.0 2.3 -i14.2 4.6 1.2 2.9 -4.2 6.2 ~-1.2 0.5 75

(283,5,6) Placedbo 10.0 3.4 ~4.3 6.1 2.3 3.1 -0.2 4.0 .8 0.8 11}

Comparison® P>E N.S. N.S. N.S. P>E

Pooled Ezmolol  =-1_.1 2.4 -12.7 3.7 4.5 2.7 -1.4 2.8 -t.1 0.4 33

(A1) Placebo 8.2 3.1 ~-9.7 5.6 1.8 2.5 ~«2.4 3.4 0. 0.8 23 \\
Compariscn® P>E N.S. N.S. N.S. N.S.

a Significant difference among centers for SBP changs (Centers 283 > §);
Stgnii ! -ant difference among centers for DBP and MAP changes (Centers 1, 283, 5 > 6).
b Compar..on among trestment groups for each center.
€ Compari .on among trestment groups for pooled dats (Centers 233, 5, and 6).
a Compe: i .on among treatment groups for pooled data (all centers).
N.S. Indicsc.s no significent difference among treatment groups (p > 0.05).
E a2 Esmolol. » = Placebo, :

Ll



Tanle 18

NUMBER OF PATIENTS ...HIBITING CLINICALLY SIGNIFICANT HEART RATE AND SYSTOLIC BLOOD PRESSURE MAXIMA,
BY SURGICAL EVENT,

Intu: tion Skin Inclistan® Sternotomy® Aartic Dissection®
A>100 |HR2100 HR>100 HR2100 HR> 100
Trestment or and or or or
Center Group HR>100[SBP>15C  3P>180|S8P> 180N [HR>100[SBP>180{sBP>180{+ [HR>100|s8P>180(s8P>180[N {HR>100 [sBr>i80| N
Esmolol ] 1 ] (] " [+) [+] 0 7 [+] 0 o ? (] (] [}
Pliacebo L} ] [ ] q 9 (] (] 0 J [+] ] 0 3 o ] L]
283 Esmolol ] 2 ) 2 ] 2 [} 1 1 i3 [+] 1 ' 12 0 [+ 10
Placesbo 2 a , 2 0 10 ] (4] 10 2 1 3 10 0 [} 8
5 Esmolo! 0 ] ! [+] 0 5 0 ] 0 5 1] Q ] - )] (] 5
Placebo [+] 0 I [+ ] ] 2 [} 0 (] 4 1] Q 0 3 1 ] ]
(-] Esmolo! 0 0 | 1] 0 10 1] 0 0 11 4] 0 0 " 0 ] 10
Placebo 0 [+] 0 1] ? 0 o Q [:] 0 1] 0 b4 [ o 14
Pooled Esmolol ] 3 3 ] 38 0 ] t " 136 [+] 1 L] 35 o ] kX ]
Placeba 8 6 8 4 20 ] 0 1 25 2 4 3 23 1 ] 23
Comparison® |p > E N.S > E | N.S. N.5. | NS, N.S. N.S. ! NS N.S, NS, N.S,
8 No tincidences occurred for ¢ nts with both HR > 100 bpm and SBP > 180 mm Hg.
® Mo incidences occurred for P nts with SBP > 1860 om Mg or HR > 100 bp. .nd SBP > 186G mm Hg.
€ N.S. Indicetes no significar ‘fference betwsen the esmolel and placebo ireatment paroups (p 2 0.49%9,

P = Placebo, E = Esmolol.

L



Table 19 o

NUMBER OF PATIENTS EXMIBITING CLINICALLY SIGNIFICANT RATE-PRESSURE PRODUCT MAXIMA,
8Y SURGICAL EVENT

[ intubation Skin Inciston Starnotomy Aortic Dissection
’ T-eatment | RPP > 12 rRep > 12 | -. | mep 22 RPP 2 12

c.n(ei. Group YES NO N YES NO N YES NO N YES N

1 €smglol 3 8*4 1t ] 6 ? (4] ? ? a 8 ]

Placebto 9 0 9 ] 3 3 0 3 3 1 4 s

283 Eamolol 3 gel 12 2 1|3 2 10 {12 1 9¢! 10

Placebo ? 3 10 J 7 10 4 [ 10 [ 2 8

s €amolul 1 4 s o 51 s ¢ 5 s [ s s

Plscebo 0 2 2 0 4 4 0 3 ] ) 2 3

8 Eamolol 2 8] w0 o THEL 0 1t ] N 0 10] wo

Placebo (] ? ? o 8 8 1] ? ? (1] ? 1

Poogled Eamolol 9 29 kL 3 33 38 2 k) 3s ] 32 33

0 Piacebo 8 2} 2 3 22 | 2% 4 19| 23 8 18 | 23

Comparison® | ep>e€ N 5. . N.S. e>E

® Comp.risan between the esmolo!? and placebo groups for pooled data.
N.S. Indicates no significant differance between the eamo!lal and placebo groups (p > 0.09).
P = :lacebo, £ = Esmolol.

® Signiiicant difference belusen the two trosiment grougs for the corresponding center ang
sven: fp < 0.08),

8¢,
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Table 20
NUMBER Of PATIENTS EXMIBITING RATE-PRESSURE PRODUCT IN EXCESS OF [SCHEMIC THRESHOLD, BY SURGICAL EVENT

AORTIC
INTUBATION SKIN INCISION STERNOTOMY DISSECTION
- incidence/ Incidenca/ Incidenca/ Incidance/ No. of Patienta

Center Group Sample Size Sample Staze Sample Size Sampis Size with Peak RPP
] Esmolol [] 0 Q ] 0 [+ [+ 0 []
Placebo 2 2 [+] 1 (1] 1 0 ] 2
283 Esmolol [1] 2 3] 3 ) 2 0 1 3
Placebo ] 1 ] 1 o ] 0 1 1
[) Esmolol [] 4 0 4 Q 4 ] L] 4
Placado 0 2 o 3 ) 3 ] 3 [
[ T €smolal (] ] (4] ] 0 F] 6 2 2
Placabo 0 1 0 2 .0 2 ] 2 2
Pooled"  Esmolal 0 ] 0 9 0 8 (] 7 10
Placeabo 2 1] [+] 7 1 7 ] 7 10

8 No stynificant differences were found between the ssmolo! and placebo trsatment graups with respect
to the incidence of RPP gaceading Vschemic threshold dui ing the study (p > 0.0S).



Tabls 21
SUMMARY OF ' £ MAC UMITS® OF SUPPLEMENTAL ANESTHESIA, BY CENTER AND TREATMENT GROUP

MAC Units
Treatment
Conter® | Group Mean SEM N
1 Esmo)lo) 36.7 6.5 12
Placebo 5.7 9.9 "n
3 Esmotol 7.7 5.2 10
Placebo 21.5 5.2 10
L Esmolo! 16.3 7.6 7
Placeto A8.2 13.8 8
[ ] Esmolol 6.5 2.5 1
Placebo 14.3 8.0 9
Pooled® | Esmolol 17,7 3.4 40
Placebo 32.0 5.0 38

8 MAC nii = (% of tnspired inhalation snesthetic/MAC for the inhalation
#9. } x minutes of inhalation agent edministration,
No .nter by trestment intersction;
Stcn' ticent difference omong centars (p < 0.05) (Canters V' > 3, S and 6);
Sig. ficant difference batween trestment groups for pooled data (p < 0.0S).

-y Sy T - e -




Table 22

SUMMARY OF MAC UNITS FOR ENFLURANE AND MALOTHANE AOMINISTRATIONS,
BY CENTER AND EVENT

A
Induction intubation Int/Inc® Skin Inciston Sternotomy Aortic Olssection
Yreatment T

Center® Group rvan SEM N Mean SEM N Mean SEM N | -Mean SEM ] Mean SEM N Mean SEM L]
] Eamolol 0.0 0.0 1121 0.1 0.1 12 8.3 2.7 1t t.8 0.5 12 3.6 D.4 2] 2.7 a.4 12
Placebo ¢.2 @.2 1} 2.0 0.4 1N} 0.4 4.3 N 1.9 4.3 ¢ «.0 0.5 11} 3.6 0.7 10

3 Esmolol 0.0 0.0 10} 0.0 0.0 10 0.0 0.0 10 .y Q.t 10 0.6 0.8 10] 0.9 0.6 10
Placebo g.a a.0 19] 1.0 0.8 to0 .0 0.0 10 0.8 0.6 110 1.2 0.8 10} 1.8 6.8 10

s €smolol 2.6 1.5 ¥ v.1v 0.4 2| 2s 1.6 7] 04 0.3 7 1.3 0.7 7} 0.8 0.3 7
Placeno .0 1.8 8] 2.2 1.1 ] 4.3 2.9 8 .0 0.6 8 6.2 4.0 8] 1.9 0.9 8

6 €smolol v.0 0,0 oo 6.0 n| o9 0.7 1| 6.3 0.2 0 0.4 0.3 1] 0.2 6.2 w0
Placeto 0 1.0 5] 0.5 0.3 9 3.0 2.6 8 3.6 0.4 8 1.3 0.6 7] 0.5 0.3 7
Pooted® Esmolo!l cs5 0.3 40§ 0.2 0.1 40 3.2 1.0 a0 0.;, 0.2 40 1.6 0.3 40} 1.2 9.3 9
Placebo 2.9 0.4 28] V.2 0.} 38 4.7 1.6 37 t.2 0.2 37 3.2 0.9 36} 2.0 Q.4 35

No significant center :nd treatment Interaction at sny study periods;

significant differenc:s 1mong centers (Centers 5 > t, 3, and 6) at inductign and intubation (p < c.0%9);
and sortic

Stgnificant differencs .mong centers (Centers | > 3, 5, and 6) at int/inc”, skin incisfon,
dissection (p < 0.05):

Significant differencc .mong centers (Centers ! and $ > 3 and 6) at starnotomy (p < 0.0S5);
indicates s time interv.! batween snd of Intubatlon and pre skin inciaton.

Signtificent differanc. ratwasn treatment grougs (placebo > esmolcl) for the pooled data st
sortic dissection (p<C.)S).

intubation and

18
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Yable 23 )
NUMBER OF PATIENTS REQUIRING SUPPLEHENTAL ANESTHESIA

Troatment [Enflurane and Ha'othene Usage
Group® NO YES. N
Esmolol 15 25 40
Placebo 7 31 a8

« significant differences wara found between the esmalal and placebe
satment groups with respect to the fraquancy of distribution of
- ilurans and halothane usage (p=0.052).

A%
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Tabtle 24

OF PATIENTS REQUIRING SUPPLEMENTAL ANESTHESJA BY SURGICAL EVENT
Enflurln; and
Halothane Usage
Treatmant
Event Group NO YES NE
Induction Esmolo! ar 3 40
Pltacebao 33 -1 kL]
Intubaton Esmolol 34 © g8 40
Placebn 23 15 38
Intubation/ b Esmolo) 24 18 40
Skin Incision Placebo 23 X} 7
Skin Inciaton Esmolo! 23 17 40
Placebo 19 18 3z
Sternotomy Esmolol 26 - " 20 40
Placebo 14 22 36
Aortic Esmolol 23 .18 39
! Dissection Placebo 13 22 35

Significant differences were found betwasen the esmolol

and placebo trestment graoups with respect to frequency

of enflurene and halothans usage during intubation (p < 0.08).
Indicates & time interval between end of iIntubation and

pre skin incisfon,

Oue to the missing values for soms patiants, the sample

size did not remain constant during: the study.

£e
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Table 25
NULLER OF PATIENTS WITHIN MAXIMUM ENFLURANE DOSE R. LES BY SURGECAL EVENT

hestmum Dose of Enflurane

Trestmant
Event® Group 0 to 0.5 | 0.5 to 1% [ 1} to 1.5% | 1.5 to 2% | > 2% NE
Induction Esmolol 33 Q [1] [1] Q 33

Placebo 20 i o [} 1 30
Intubatior Esmolol k1) 2 0 ] (4] 3

Placebo 19 S 2 4 0 330
Intubatto:. Esmolo!} 21 6 ] [} ] a3
Skin Inci: .nP}] Piscebo 14 2 7 5 1 29
Shin Inci: :n Esmolo! F3) 5 6 ) o 33

Placebo te 2 [ [ ) 29
Sternaotom; Esmafol 19 4 ? 3 0 33

flacebo 1" L] 7 6 0 28
Agrtic Esmolol 18 6 4 4 0 32
Dissection Placebo 13 3 4 7 1] a7

Signific.ni differences were found batween the esmoiol and placebo trastment groups
with resp.ct to freqguency distributions of maaximum enflurans doses during
intubatic.. 3nd betwesn end of tntubation and pre skin incision (p < 0.038),
Indicete: .he time Interval between end of intubstion and pre skin Incision.

Ous to th .aissing valuss for some patients, the sumpia size did not remain
constant . .ring the study.

Gk ]




Table 286

NUMBER U." PATIENTS WITHIN MAXIMUM HALOTHANE DOSE RANGES BY SURGICAL EVENT

T ;
Maximum Dose of Halothane
Traatment
Evant® Group 0 to 0.5% 0.5 to 1% 1 to 1.5% 1.5 to 2% ) > 2% L
Induction Eamatol 5 ) 1 a ] 7
Placaho s ] 0 2 ] ]
Intubation Eamolol 6 [4] 1 4] o ?
rlacebo S 2 [ 1 Q a
Intubation/ Esmotlol 7 o 1] 0 (] ?
Skin Inciston®| Placebo ] 2 0 0 0 8
Skin tnciston Esmolol 7 [\] .0 g [+ L4
Placebo 7 ' [} 0 ] 8
Sternotcemy Esmolol 8 ' 0 ] o ?
| Placebo ] 0 1 1 t a8
Y
Agrtic " eamatol 7 (1] 0 o o ?
Diaasction © Placebo L3 \ ! Q [+] [

8 No tests wer. performed due to small sample slizes.

% ndicates th.

tima interval between endg of intubatton and pre skin inclision,
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Table 27
NUMBER OF FATIENTS REQUIRING NITROPRUSSIDE AND NITROGLYCERIN ADMINISTRATION
ODURING THE STUDY PERIQOD
Nlitroprusside or
Nitroprusside Nitroglycerin Nitroglycerin Praprsnolol
Trestm.nt
Center Group VES NO VES NO YES NO YES NOG N
1 Esmoio! L] 7 3 9 ? 5 [+] 72 12
Placebc ? 4 (4] 3] 7 4 ] 10 "
2 Esmolo! 0 3 2 t 2 1 ' 2 3
Placevu 2 ] 1 2 2 1 0 3 3
3 Esmolo! 1 ] 0 10 e ] o 10¢ 10
Placebo ] 9 ] 9 2 a 4 ] 10
243 Esmolo! t 12 2 1Y ) 10 1 12 [k ]
(Pooled) Placebo 3 10 2 11 4 9 4 9 0
s Esmolo) o 7 3 4 3 4 ) ) 7
Placebo 3 5 4 4 ) 3 [} 8 8
e Esmoloc! ] " 0 it [} " o " "
Placebe ! O 9 ] 2 7 ' 8 9
Poou led Esmolo! ) 37 ] 35 13 Jo 1 42 43
Placebo 13 20 8 kh] '8 23 8 3s 9

Significant dirf/

rance between wamalol and placebo groups (p < 0.05).

€]
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Table 28

NUMBER O: PATIENTS REQUIRING NITROGLVCERIN OR NITROPAUSSIDE ADMINISTRATION
BY TREX "MENT GROUP ANO SURGICAL EVENT

r Nitroprusside Nitroglycerin. Nitroprusside or Nitroglycerin
ro.unant
Period® Gro ¢ YES NO YES NO YES NO ~
Induction Esac lol (1] 42 2 q1 2 41 3
Pl _bo 2 39 3 38 4 an 41
fntubation Esac iol 0 43 2 41 2 41 43
Plac.bo 3 Je 4 37 - as 41
Intubatipn/ Esmclol 3 40°¢ 2 4t 5 389 43
Inciston Pleczbo ] 33 3 38 1" 30 L]
Skin Inciston Esmclol S 38 H 41 ? 38 43
Placebo ? 33 3 37 - 10 30 40
Sternotoay Eamd iol 4 39 4 39 g s 4
Plocubo b4 kX 4 3s 1A a9 39
Aortic Esnciol 4 37® 2 39 8 ase 41
Dissection Plecabo 10 28 4 34 13 25 38

o SVEBT o S ST

Dats not avallsble :.- ons, two, and five patients at skin incision, sternotomy, and sortic dissection
respectively.

indicates the time . ..rvs! between end of Intubation and pre, shin incision pertods.

Pationt distribution. uof nltroprusside at intubation/inciston® (p=0.083).

Patient distributicn: of nitroglycerin or nitroprusside st 1ntubntlonlinc|aion° (p=0.087).

Patient distribution. of nttroprusside st aortic dissection (p=0.051). i

eoQeQNC ®

Significant differenc. between esmolo! and placebo groups (p" < 0.05).

-

-



»v
'
Table 29
HE SRT RATE AND SVSTOLIC BLOOD PAESSURE WITH CHANGES FROM BASELINE, BY EVENT
FOR ESWOLOL, PLACEBO AND STANDARD THIRAPY "EFFICACY PATIENTS®
AORTIC POSTINF./7PRE~
BArzL . NE PREINTUBATION INTUBATION SKIN INCISION® STERNOTUNY OISSECTION BYPASS
Treatmant —Waan 57 N WHean SEN W Wean SEN W Wean 3EN N Mesn SEW N Nean SEW N Waan SEM N
Group .
fiR {bps}  Esmoiol 6.0 1 3 43 68.3 V.4 v 73.7 7.7 34 €4.9 V1.7 36 64.2 1.5 35 64.2 1. 3 . .
Placebo 66.9 . 2 318 79.2 2.4 3% 85.% 3.1 28 68.8 2.8 25 74.8 3.2 23 7.2 2.9 23 718.1' 2.2 7
Standard 62.6 2% 15 74.8 4.7 13 78.2 S.8 1 70.5 4.3 11 5.4 5.8 0 VA, S,V T ‘e.? 4.3 0
#R Chsnge Csmolol l.l. 1.7 4t 7.4 2.1 238 -0.8 2.1 36 ~0.7 1.9 3% -i.1 2.4 I3 3.4 2.3 24
Placebo 12.0% 2. 35 18.6 2.7 23 1.9 2.4 25 6.4 3.3 23 8.2 3.1 23 @8.2° 2.4 7
Standsrd 10.8% 3.6 13 14.0 4.8 1) 7.8 4.6 11 11.6 S.t 10 6.3 5.1 7 18.4% 4.8 10
Compartson of Change® P, S>E »>E N.T, N.S. S>E S, P>E
$6F (mwv ,) Eamoloi Ta1.0 3 T43 134.4 3.6 &) 140.7 4.0 038 129.3 3.9 Jb 133.3 3.9 35 T25.7 3.3 33 109.0 3.0 24
Ptacebo 140.8 3¢ L2 i3 8 3.4 IS 151.0 5.3 28 131.9 4.0 25 137.9 4.8 23 127.% 4.4 23 111.8 4.0 7
Standard 827.7 s5.: 15 124.7 5.3 13 135.4 5.3 ! 1341 6.3 it 148.0 6.9 10 138.6 11.2 7 108.9 3.7 10
58P Change Esmolol —n.s: 3.0 1 0.8 3.3 38 -8.1 3.1 36 ~-3.7 3.4 35 -12.7 3.7 33 -32.77 4.9 24
Plasebo ~-9.4% 2.4 35 $1.8 4.6 28 -6.8 4. 25 0.6 5.0 23 -9.7 5.6 1 -21.0' 8.2 7
Standard -1.7 4.6 1 4.9 11 10.6 4.9 11 24,3 5.6 W 2.6 6. 7T ~15.97 8.8 0
Compartison of Changa® $»E N.S. n.T. n.5. N.S. N.S.
Significant center by tre...ant intsraction was detected for tha change of all varisbiss at the skin inciston
period (p < 0.08).
tndicates significant chan . from beseltine {(p < 0.05). Masimum change from baseline was not tested for
significance at intubstlion :kin incision, sternotomy, snd sorticidissection.
b N.S, Indicatas no signific. ¢ aifference among treatment groups (p > 0.0S).
€ = fiswiol, P = Placedo, : + Standard .
N.T. Not tested dues %0 ceri.r by treatmant interaction.
¥
@
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Table 38§
HEART R:i1 - AND S.2TOLIC BLODD PRESSURE WITiéi CHANGES FROM BASELINE, FOR
ALL PATIENTS, BY EVENT
. AORTIC POSTINE, /PRE-®
BASELINE . LINTUBATION INTUBATION  SKIN INCISION STERNOTOMY DISSECTION BYPASS
Group Wean SEM N Tan SEM N HWean SEM N Wesn SEM N hean SEM TN Mesn “SEM N Wean —SER
#R (opm)  Esmolo?  66.0 1.6 43 177 1.4 43 73.1 1.6 43 65.3 7.5 47 647 1.4 43 .0 1.6 a7 T T 5
Placeba 66.1 2.t 41 ,,.5 2.2 4) 85.5 2.5 41 72, 2,6 40 78.2 2.5 39 BO.4 2.7 3B 759 2.5 3
Stendard 62.4 2.8 18 2.6 3.5 18 ¥7.2 3.8 18 67.2 3.2 18 70.2 3.9 18 78.7 3.8 18 72.7 3.0 17
HR Chenge Esmolat I.7 1.6 43 7.0 1.9 43 -0.3 1,8 42 -1.3 1.7 43 -0.6 2.0 4' -1.0 2.1 31
Placebo 12.42 2,1 41 19.5 2.2 41 8.0 2.4 40 11,2 2.6 39 13,2 2.7 38 7.5 2.0 3
Stsntard 10.1# 2.9 18 14.8 3.1 18 4.7 3.4 18 7.8 3.3 18 1.3 2.9 18 10.8# 3.2 1
Compsrison of Crange® PS> E PS> E N.S. P.S > E $S.p>E S.P > E
$6P (ewiig) Camolo 141.8 3. 43 1.7 7 3.3 43 140.8 4.0 43 137.6 3.7 42 135.2 3.5 43 1I7.0 3.1 41 T110.4 z.8 I
Placebo 142.7 3.5 & 0.8 3.1 4% 153,272 4.5 4! 143,3 4.0 40 147.6 4.3 39 132.8 3.5 I8 112.2 2.8 N
Standsrd 127.7 4.2 8 .5.5 4.5 18 137.8 4.4 18 131.9 4.2 18 146.4 4.7 18 130,0 5.8 118 109.4 2.3 7
$8P Chsnge Esmolol /.72 2.9 43 =-1.0 3.1 43 -8.7 3.0 42 -6.6 3,3 43 <~15.1 3,7 4% -33.22 4.3 N
Placebo 32 2.4 @) 1.1 J.6 &1 0. 3.7 .0 4.9 4.1 239 “§.4 4,4 33 -30.87 4.8 M
Stendard P 4.2 18 9.8 3.7 18 4,2 3,8 i, 18.7 &.2 18 2.3 S.6 18 -16.42 3.6 17
Comparisor of Change? S > PL,E P.S > E N.S. $>PpP>E N.S. N.S.

i

s s A crre———

Nula: No sipnificent center by treat.n: ¢ interactidn was detectsd for the change of any variasbles st any svent (p > 0.05),

b Dats not availabla for patients :-om Center 6 st prebypess, aftar end of iInfusion.

NS,
Indiceates significant change fro.
sternotomy, snd sortic disseciic:
€ = Esmnint, P = Plgcebo, $ = St_.

¢

basetine (p < O. os‘

.s8 not testeo for significance.
Wdard Therapy L]

indicetes no significenc ci:farence among treatment groups (p > 0.05).
Max i mum chonoo frow beseline at intubation, skin incision,
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v Table 37

DIASTOLIC, MEAN ..RTERIAL BLOOD PRESSURE, AND llTE-PRESSUﬁE PRODUCT WITH CHANGES FROM BAStLINE
FOR ALL PATIENTS

. AORTIC POSTINE, /PRE-®
BASELINY PREINTUBATION INTUBATION  SKIN INCISION STERNOTOMY DISSECTION BYPASS
Group Yean SEN . Nesn SEM N Wesn SEM N Mean SEN N Wean SEW N Wesan SEM N Wean SEN N

68P (mwHigl  Esmolo! B E T B . BT 3 T8 A3 T8 7.0 43 1.6 F.4 42 3.8 3.2 43 60.4 2.3 &1 so.4 2.0 91
Placebo 6.3 1.6 . €5.9 1.5 4y 78.8 2.1 4 76.5 2.2 40 8.4 2.2 39 69.3 1.9 38 60.4 1.7 N
Standard ©63.2 2.1 1, 88.2 2.8 18 ?1.2 2.7 8 71.8 2.6 8 77,3 3.} 18 €8.8 2.9 18 &0.7 1.8 V7

DBP Change Eamolol “2.3 1.3 43 7.2 1.6 43 8.0 2.3 42 9.2 1.8 43 4.9 2.5 & -AS_2,2 N
Placebo -0.4 1.1 41 12.5 1.9 4% 0.3 t.9 40 12.0 2.0 39 3.4 2.V 38 -5.6% 2.1 31
Standard 2.9 1.9 18 7.9 .9 18 8.5 1.9 18 13.9 2.2 18 .5 2.2 18 -2.2 1.8 W7

Comparison of Chanoob N.S P> E N.S N.S. N.S. N.S.

MAP (awdg) Esmolol 90.3 1.8 . ©82.9 2.2 43 94.6 2.5 &3 92.5 2.8 42 93.8 2.5 43 86.4 2.4 4V 76.4 2.' 31 \\
Placedo 91.% 2.v 87.5 1.9 4% 103.3 2.6 &V 9B.S 2,7 40 101.,) 2.8 39 90.9 2.3 38 77.7 .8 MM
Standerd ©4.8 2.6 1. 86.0 3.1 18 92.8 3.2 16 91.5 2.9 18 99.4 3.4 18 9.0 3.6 18 765 1.5 V7

MAP Changs Esmolot -7.4% 1.7 43 4.2 2.7 43 2.3 2.4 42 2.5 2.1 43 -2.0 2.7 & -u.|: 2.7 N
Placebo -q.07 1,3 a1t 11.8 2.4 A 6.9 2.4 40 g.2 2.5 39 -0.9 2.8 38 -l‘.\. 2.8 N
Standard 1.2 2.5 18 8.0 2.3 18 6.7 2.3 18 14.6 2.7 18 4.2 3.1 18 7.0 2. 17

Comperison of Chlngob $>E [ 3 N.S N.S. N.S. N.S.

[T ~Eamolo! oA 0.4 .7 9.8 0.3 43 10.3 0.5 43 8.7 0.4 42 8.7 0.3 43 4.3 0.3 a1 7.2 0.3 AN
Placebo p.4 0.4 <1 0.3 D.4 AV 2.9 0.6 4) 10.4 0.5 40 1V I 0.5 39 110.5 0.5 238 9.6 0.4 N
Standsrd 7.9 0.4 i: 9.1 0.5.18 10.4 0.6 38 8.7 0.4 '8 10.1 0.6 18 10.0 0.7 18 7.7 0.3 V7

aF® Changes Eamolol -1.07 0.3 43 0.9 0.4 & -07 0.4 42 -0.8 0.4 43 1.2 0.4 4 02.3: 0.5 N
Placebo 0.9% 0.4 a1 3.% 0.5 &) 0.9 0.5 40 1.7 0.5 239 1.0 0.6 38 -1.,27 0.5 N
Standard 1.t 0.6 18 2.4 0.6 10 0.7 0.8 18 2.1 0.7 18 2.1 C.6 18 0.2 0.4 V7

Compsrison of Change® S, P> € P. S>E N.S. s, P> E S. P>E NS,

®

Note: No significant center Dy tr. :ent interaction was detected for the change af any varisbles at any event (p > 0.05).

s Data not svatllable far patic- .. from Center 6 st prebypess, after end of infusiton.

® N.S. Indicates no signific.. difference among trestwe~t groups (p > 0.05). )

[ Indicetes significant chang. rom basetine ( p < 0.05). Mgsimum change from baseline at tlitubation, skin incision,

sternotomy, snd sortic dissu:.ion was not tested for slipnificance.
€ o Esmolo), P = Placedbo, S - Stendsrd Therspy

., &
e _ - s P



Tabie 38
SUMMARY U JCASELINE OBSERVATIONS FOR ALL PATIENTS, bv CENTER AND TREATMENT GROUP

TR bpm  SBF mm Hg  0OBP mm Hg MAP @m Hg PP
Center® Greu Mean SEM WMean SEM MWMeon SEM Mean SEM Mean SEM N
BB Esmolol 67.§ 2.2 150.0 6.9 ©60.) 3.6 90.2 4.4 10.2 0.7 12
Plac .bo 70.7 3.7 150.7 6.9 €66.5 3.2 94.5 4.2 110.7 0.8 1N
Pon i ad 69.0 2.1 150.3 4.8 63.3 2.5 92.3 3.0 0.« 0.5 23 .
2823 Esmc 10V 70.8 3.6 140.% 8.9 67.7 2.7 92.0 3.2 10.0 0.7 113
Piic =boO 70.4 3.8 140.%t 5.6 68.5 4.1 92,3 4.4 10.0 0.9 13
Stei dard 86.9 3.3 124.4 6.3 G4.4 3.1 85.7 3.8 8.4 0.5 N
) .
Por sd 69.2 2.t 1136.8 3.4 €7.0 1.9 90.2 2.2 9.5 0.4 7
L] Es« ‘ol $8.7 2.8 139.0 6.9 65.V 3.8 B89.8 4.4 8.2 0.7 ?
Pi. .bo 61,1 4.2 144.3 0.1 €64.3 2.6 51,0 4.6 8.6 0.5 [}
St. ‘derd 56.6 4.V 126.6 5.0 €61.7 2.4 BI.4 2.9 1.2 0.7 7
Po. ad 50.9 2.V 137.0 4.8 €63.7 1.7 B8B,2 2.4 8.0 0.4 22
a E.. lal 63.7 3.2 1136.) 5.9 65.2 2. 88.8 2.8 8.7 0.7 1t
Pl . abo 586.5 4.0 132. 4 S.&4 64.5 1.5 B87.2 2.4 7.9 0.8 9
Po.lad 61.4 2.5 134.4 3.8 64,9 1.3 8B.%Y 1.8 8.3 0.5 20
Pooied Eswolal 65.5 2.1 139.6 J.4 66.3 1.6 90.4 1.9 ©O.1 0.4 a1
(283,5.6) Pl_cebo 64.4 -2.% 138.9 3.9 66.2 1.9 9.4 2.4 9.0 0.5 A0
S$t. ndard 62.4 2.8 127.7 4.2 63.3 :12.! B4.8 2.8 7.9 0.4 t8
Comparison® N.S. NS, n.S. N.S. N.S.
~Pooled E. ola) 6.0 1.6 141.8 3.2 64.6 1.5 90.3 1.8 9.4 0.4 &3
(ane) P! cebo 66.1 2. 142,% 3.9 66.3 t.6 91.5 2.1 9.4 0.4 M
: S. nderd 62.4 2.8 127.7 4.2 §€3.3 2.1 pB4.8 2.6 7.9 0.4 18
Comparison® N.S. P.E> S N.S. N.S. N.S.
. Signiric ..t gifference smong the centers for HR (Canters | and 283 > 5, 6) and
b RPP (Cc - ra 1 > S5, 6); No significant differencs among the trestment groups by center.
Compari. n smong treatment groups for pooled dats (Centers 283, 5, and 6).
< Compari.. - smong trestment groups for pooled dats (ai) c.nun).
N.S. Indicat . no significant differance among the trextment groups (p > O. 05)

E = €srv. ul, P - Pliacebo, § = Standard Theraspy ‘,\
o
&Y
) N ’
———— . .
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Table 39
MAXIMUM CH.. :3ES FROM BASELINE FOR ALL PATIENTS DURING INTUBATION BY CENTER AND TREATMENT
HR Change SBP Change OBP Changs WAP Changs RPP Change
Conter® . -oup Mean SEM Mesn SEM Mean SE4 bMean SEM  Mean SEM N
1 olel 9.8 2.9 8.0 3.1 6.5 2.7  13.% 2.6 1.9 0.4 2
cebo 23.9 4.8 35.0 8.v 26.5 4.0 20.7 5.3 6.7 0.9 1t
Jled 16.6 3.1 20.9 S.0 20.7 2.5 20.8 3.2 4,2 0.7 23
Comparison® P>E P>E N.S. P>E P>E
P %] £.0fol 2.7 3.5 -1.3  ©.1 8.4 3.1 4,7 3.8 0.3 0.9 113
. .cebo 9.8 3.2 5.2 4.7 8.6 2.3 7.3 3.0 2.9 0.7 13
s..nderd 13.1 4.4 12.0 5§ 9.0 2.7 9.2 3.4 2,5 0.8 N
| sled  11.7 2.4 $.6 3.2 8.7 1.5 7.0 1.9 1.9 0.5 37
Comparison“ P> E N.S. N.S N,.S. N.S.
5 f,solot 11.0 3.1 -7.0 0.2 =-V.t 3.7 ~3.3 5.7 0.9 0.8 7
- cebo 15.6 6.2 ©.7 3.0 9.8 3.1 6.5 2.8 2.0 1.¢ 8
ndard 17.4 4.2 6.5 4.2 6.7 2.4 6.1 2.9 2,3 0.9 7
led 14.7 2.7 0.1 3.7 5.2 2.0 3.2 2.4 1.8 0.5 22
Comperison: N.S. N.S. NS, N.S. N.S,
6 RTITY 5.6 4.9 -6.6 6.1 1.7 2.7 -1.6 3.8 0.4 1.0 11
i .cebo 17.2 4.6 -0.2 3.8 4.1 1.9 2.3 2.2 19 0.8 9
P.sled 11.4 3.8 -3.7 3.7 2.8 1.7 0.2 2.3 1.0 0,7 20
Compsrisont N.S. N.S. N.S. N.S. N.S.

(Cantinued)
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Table 39 (Cont inued)

NAXIMUM CHANGES FROM BASELINE FOR ALL PATIENTS DURING INTUBATION, BY CENTER AND TREATMENT

R Change  SGP Change OBP Chenge MAP Chenge  RPP Change
Conter® Group Waan SEM  Mean SEM  Mesn SEN  Wesn SEM  Mean SEM N
“Pooled Eswa oV 5.8 2.4 -4.5 3.9 3.7 7.9 0.6 2.4 0.5 ©.%5 31
(283,5,8) Placebo 17.6 2.8 2.4 2.4 7.8 1.4 5.6 .6 2.3 0.5 a0
Standard 14.8 3.0 8.8 3.7 7.9 1.9 8.0 2.3 2.4 0.6 18
Compar{saon® P, $>E $> € N.S. NS, S, P> E
“PooTes  Esmoiol 7.0 1.9 3 7.7 .8 4.7 1.7 6.9 0.4 4
taly) Placebo 19.8 2.2 W) J.6 2.5 t.9 1.8 2.4 3.5 0.5 4
Standarg 14.8 3.1 .8 3.7 7.9 1.9° 8.0 2.3 2.4 0.6 18
Compar isond P, $S>E P, S>E PE P e P, S>E

2aan0e

s M ez P SRR S —

Significant differences in $BP, DBP, MAP, and RPP changes (Centers 1 > 283, S and 8).
Compariaon among treatment groups for sach centar.

Comparison among trestment proups for pooled dats (Centers 283, 5, and 6).
Compartson amang trestment groups for pooled dats (2!1) centers).

Itndicates no significant difference among treatment groups,

E = Esmolol, P = Pigcebo, S * Standard Therapy
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MAXINMUM CHANGES FROM SASELINE FOR ALL PATIENTS DURING SKIN INCISION, BY CENTER AND TREATMENT
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Table 40

L4 i

v - v

- HR Change  SBF Change 0BP Change  MAP Change  RPP Change
Center Group Mean SEM Mgan SEM  Mean SEM  Mean SEM Mean SEM N
] Esmolol 7.2 &.0 2.9 6.7 30.0 5.6 12.8 5.8 -0.0 0.5 1
Placebo 1.8 8.2 2.6 9.6 13.5 4.5 10.0 6.1 2.1 1.4 1y
Pooled 7.0 3.8 0.2 5.7 18.8 3.6 11.3 4.\ 1.0 0.8 22
Comperiscn® “.S. N.S. N.S. N.S. N.S.
283 €amolol 4.9 2.6 -3.6 5.0 9.2 3.2 4.6 J.4 -0.9 0.6 13
Piscebo 6.6 3.8 1.3 4.8 9.4 3.1 6.6 3.6 0.8 0.8 13
Standard 2.0 44 39 8.3 6.3 2.0 5.2 2.9 0.4 0.8 M
1
Pooled .3 2.1 0.4 2.8 8.4 1.8 5.5 1.8 0.1 0.4 37
Comparison® N.S. NS, N.S N.S. N.S.
3 Esmolol 6.8 3.5 -10.6 5.4 3.3 . 2.0 ~-1.4a 3.0 0.0 0.5 7
Placebo .3 4.8 8.2 8.5 15.4 3.2 1.4 4.8 0.6 0.7 8
Standard 8.9 5.2 4.6 .6 12.0 3.6 8.9 3.8 1,2 1.0 7
Pooled 5.4 2.5 0.3 4.1 10.5 2.0 .5 2.5 0.6 0.4 22
Compsrison? N.S. N.S. P>E N.S. N.S.
[ Esmoiol 7.9 9.9 -19.9 5.8 -2:6 2.8 -dé.4 3.6 -t.5 G.8 W
Ptacebs 1. 46 =~2.9 6.8 2.0 3.1 ~-1.4 4.2 -0.5 0.9 8
Pooled -0.4 2.8 -14.8 4.5 -0.8 2.0 5.5 2. -1.1 0.8 19
Comparison® w.s. N.S. NS NS, NS,
(Continucd)
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Teble 40 (Continued)
MAXIMUM CrtANGES FROM BASELINE FOR ALL PATIENTS DURING SKIN INCISION, BY CENTER AND TREATMENT
HR Change  SOP Change OBP Change  MAP Change RPP Change
Canter® Group Mgan SEM Mean SEM - Mean SEM Mean SEM  MNean SEM M
Pooled Esmalal V.7 2.0 -Vi.0 3.3 J.7 1.8 -v.a 2.2 -0.9 0.4 3N
(283,.5,6) Placebo 3.8 2.3 0.1 3.7 8.0 2.0 5.7 2.5 0.4 0.4 29
Stendard 4,7 3.4 4.2 3.8 8.5 1.9 6.7 2.3 0.7 0.6 18
Compar ison® N.S. S, P> E N.S. N.S. N.S.
Fooled €amolol 0.3 1.8 -8.7 3.0 8.0 2.3 2.3 2.4 -0.7 0.4 a2
(A1) Plscebo 8.0 2.4 c.8 3.7 10.3 1.9 6.9 2.4 0.9 0.5 40
Stendard 4.7 3.4 4.2 3.9 8.5 1.9 6.7 2.9 0.7 0.6 18
Comparisond N.S. u.s, N.S. N.S. N.S.
. Stgn*ficant difference In DBP change among centers (Centers 1! sng 5 > 8);
Stgnificant difference ‘n MAP change emong centers (Centers i, 283, snd 5 > 6).
& Comg: rison amonp trestment groups for each center.
< Comparison among treatment groups for pooled dats (Centers 283, §, and 6).
d Comparison among tresstment groups for pooled data {all centers).
N.S. Indicates no sipnificani difference among trestwent groups (p 2 0.0S).
E = Esmolol, P = Placebo, § = Standerd YTherapy
t
) d jd
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Table 41
MAXIMUM CHANGES FROM BASELINE FOR ALL PATIENTS DURING STERNOTOMY, BY CENTER AND TREATMENT

AR Change  SBP Change DBP Changs  WMAP Change  RPP Changs

Center® Group Mesn SEM Mean SEM Mesn  SEM Mean SEM Mean SEM N
1 Esmoic) -3. 17 3.9 ~i13.3 7.3 15.3 -31.8 5.4 4.6 -1.5 0.8 12
Plecebo 9.8 6.0 -2.8 10,4 13.4 4.3 7.7 6.2 1.2 1.5 N
Pocled 3.v a7 -8.3 6.2 14.4 2.8 6.5 3.8 -0.2 0.9 23
Comparison® NS, N.S. N.S. N.S. N.S.
289 Esmoto) -3.5 2.5 2.2 4.9 11,7 2.8 7.8 3.t -0.4 0.5 13
Placebo 3.t 3.8 1,2 5.5 12,2 3.3 1.5 3.8 2.3 0.7 13
. Standard 8.8 5.2 22.8 5.4 12,8 2.5 14.8 3.3 2.6 1,0 N
Pooled 6.1 2.9 1.8 3.3 12.2 1.6 1:.7 2.0 1.4 0.5 237
Comparison® P, S>E $> € N.S N.S. S, P> E
5 Esmolol 6.6 2.7 5.4 6.1 0.1 1.8 8.5 3.1 0.9 0.4 1
Placebo 15.9 S.) 16.4 8.0 17,8 4.4 16.6 S, 3.0 0.7 8
Stendard 8.5 2.7 12.4 6.5 15.7 4.5 14.4 4.7 1.3 0.6 7
Pooled 10.0 2.3 1.6 4.0 14,7 2.2 13.3 2.6 1.8 0.4 22
Comparison® N.S. n.S. N.S. N.S. P>E
[ Fsmolol -y 9.7 ~-i17.3 €.0 -0.8 2.9 -6.8 3.9 -1.4 0.8 11
Plscebo 4.4° 5.8 -7.6 S.a 2.7 20 -0.2 3.0 -0.1 1.1 7
Pooled 0.3 3.2 -13.5 4.3 0.5 2.0 -4.5 2.7 -0.9 0.6 18
Comparison? N.S. ».S. N.S. . N.S. N.S.
c {Continuad)
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Table 41 (Contilnued)
MAXIMUM CHANGES FROM BASELINE FOR ALL PATIENTS ODURING STERNOTOMY 8Y CENTER AND TREATMENT
FR Chanpe — SBP Chanpe D8P Change WAP Change  RPP Change
Center® Group Mean SEM Mean SEM Mean SEM  Mean SEM  Mean SEM
Pagled Esmoiol ~0.6 1.0 -4.0 3.6 €.9 1.9 7.8 2.4 -0.5 0.4 9N
(233,5,6) Pilacebo 1.7 2.7 8.0 4.0 1.4 2,2 9.9 2.6 1.9 0.3 28
Standacd 7.8 2.3 18.7 4.2 13.9 2.3 14,6 2.7 2.1 0.7 18
Comparison® P, S>E S>P>E N.S. N.S. S, P> E
Pooled €smolol =1, 1.7 6.6 3.3 9.2 1.9 3.5 2.1 -0.6 0.4 43
(AN Placebo 14,2 2.8 4,9 4.) 12.0 2.0 9.2 2.5 .7 0.5 3
Standsrd 3.3 8.7 4.2 13.9 2.3 14.6 2.7 2.y 0,7 18
Comparison? P, S>E S>P>E N.S. N.S. s, P> E
L stgnificant atfference in SBP and RPP changss {Centers 5 and 283 > 1 and 8);
Significant aifference in DBP end MAP chanpes (Canters 1, 283, and 5 > 6).
b Compar ison among trestment proups for each center,
¢ Comparison emong trastment groups far pooled dats (Centers 283, 5, snd 6).
d Comparison emong trastment groups for pooled dats (s)) centers).
N.S. Indicotes no significent dlifference among treatment groups (p 2 0.05).
E = Esmolol, P = Placebo, § = Standard Therspy
1
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Table 42

[

MAXIMUM CHANGES FROM BASEL 'ME FOR ALL PATIENTS DURING AORTIC DISSECTION, BY CENTER AND TREATMENT

r"vﬂ

R . 1

R Chasge  SBP Change DBP Changs WMAP Changs RPP Change
Treatment —a e —
Center® Group Wean SE°  Mean SEW  Waan StW  Waan SEM Mesan SEM N
1 Eamaiol 0.0 &.7  ~-ia.7 7.6 14.0 5.2 4.4 5.8 <-1.3 0.9 112
Placebo 10.6 §.7 -12.8 8.0 7.3 3.2 0.8 4.7 0.4 1.4 10
Pooled 4.8 3.7 108 S.4 11,0 3.2 2.8 3.7 -0.5 3.8 22
Comparison® N.S. LI N.S. N.S. NS,
289 Esmoliol ~%.2 1.8 -3.8 6.9 Y.3 2.5 3.5 3.4 -0.8 0.6 12
Piacebo 18.3 4.6 5.2 8.9 6.5 'S5.2 S.4 6.3 2.6 1.2 W
Stanoard 17.8 3.8 12.4 7.4 7.5 . 3.2 8.9 4.1 3.0 0.9 11
Pooled 10.8 2.7 4.4 4.8 7.9 © 2,2 5.8 2.8 1.6 0.8 238
Comparison® P.S>E NS, N.S. NS, s.Pp>E
3 Esmolol —~7.% 3.2 -16.0 6.5 2.6 7.7 -4.3 6.4 -d.4 0.6 7
Plecebo 17.7 4.3 -17.8 9.2 ~-0.7 2.3 -6.8 4.6 1.0 0.6 @
Stendard 14.4 5.4 ~-13.6 5.4 2.4 2.5 -3.0 3.t 0.6 0.5 7
Pooled 13.4 26 ~15.8 4.1 1.3 2.6 -a4.B 2.7 0.4 0.3 22
Comaarison® NS, N.S. N.S. N.S. N.S.
[3 Esmolol ~4.0 3.7 -20.6 7.4 «7.3 ‘3.4 ~14.5 4.6 -2.3 0.8 10
Plac bo 2.8 5.4 ~16.3 5.4 <=3!3 1.9 -7.8 2.9 -t.0 0.9 7
Pooled -:.3 3.1 -23.5 S.0 <-8.7 2.2 -11,7 3.0 =~i.% 0.8 17
Comparison? “.S. N.S n.s. N.5. N.S.

(Continued)

(2.3

[ "



':i‘
hnd ST —,
. —————— ety v o o
T'ule 42 {Continued)
MAXIMUM CHANGES FROM BASELINE FOR ALL PATIENTS DURING AORTIC DISSECTION, BY CENTER AND TREATMENT
HR Change SB8P Changs  OBP Chenge WAP Change 159 Change
Trest~ant —
Conter® Group Wean SEM  Mean  SEWM  Wean  SEM  Mean SEM  Mean SEM N
“Pooled  Esmolol 6.8 2.0 ~-15.3 4.9 V.1 2.6 -4.6 7.9 =-1.4 0.4 29
(203,.5,8) Placeno 14.2 3.0 -6.8 S.e 2.0 2.6 -1.4 3.4 1.2 0.7 29
Standsrd 6.3 2.9 2.3 5.6 $.% 2.2 4,2 3.1 2.% 0.6 '8
Comparison® S, P> E .S, N.S. N.S. S, P>F
“Pooled Esmocig) <0.6 2.0 ~-15.1 3.7 4.9 2.5 -2.0 2.7 1.2 0.2 4v
(AV1) - Plscebe 13.2 2.7 -8.4 4.4 3.4 2.v -0.9 2.8 1.0 9.6 33
Standsrd 18.3 2.9 2.3 5.6 $.% 2.2 4.2 3.1 2.4 8 & 18
Comparison? s, P>E N.S. N.S. N.S. S. P> E
L Stgnificant difference in S8P chenge (Centers 283 > 3, 5, and 6;
Significant difference in DBP chsnge (Centers 1, > 5 and 8);
Signiticant difference in MAP chanye (Conters 3 > 5 and 8);
Significant difference {(n RPP change (Centers 3 > | and 6).
b Comperison smong treatment groups for each center.
¢ Compsrison among treatment groups for pooled data (Centers 283, 5, snd 6).
d Compsriscn among traatment igroups for pooled dats (a!! centers).
N.S. Indicates no signifizant difference amonp trestment groups (p > 0.05).
€ = Esmolol, P = Placshao, S = Standard Therapy
t
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Table 43

SUMMARY STATISTICS FOR SELECTED TIME INTERVALS

DURATION DURATION DURATION
OF BYPASS® OF VENTILATION® OF INTUBATIONS
(MINUTES) {HOLAS) (HOURS)
Treatment Mean  SEM MIN MAX Mean SEM MIN MAX Mean SEN “MIN MAX
Canter Group
1 Esmolol 76.2 5.6 36.2 123.2 11.0 () 7.6 16.8 14.8 1.2 10.5 21.0 12
Placebc 86. 4 8.3 38.7  139.7 12.% 1.7 7.3 22.7 15.5 1.7 10.2  2s.10 1"
283 Esmolal 163.7 11,0 48.0 192.0 18.0 2.0 4.0 g0 23.3 2.2 10.3 45.7 '3
Piacebo 96.7 6.6 $5.0 13t.0 26.5 6.2 4.0 91.3 31.3 6.2 9.3 96.0 13
s €amol ol 130.9 7.0 102.0 152.0 33.0 7.3  18.0 67.6 3.1 7.4 22.4 72.7 7
Placsbo 149.2 15.0 88.0 204.0 17.4 1.9 10.3 24.8 22.4 2.0 14,1t 30.5 (]
6 Esmolo! 68.2 13.0 12.0 1172.0 22.0 2.8 15.6 49.8 26.9 3.4 8.9 51.9 "
Placebo 8.4 22,0 40.0 221.0 21,1 1.2 11,0 28.8 26.? 2.0 19.3  48.1 9
Pooled GROUP
€smolol 91.4 8.0 12.0  192.0 19.7 1.8 «.0 87.6 24.3 2.0 10.3  72.7 43
Placebo 100.8 7.3 38.7 22t.0 19.7 2.2 4.0 9.3 24. 2.3 8.3 96.0 a
8 significant difference Dy treatment interaction (p < 0,05).
Stanificant center by treatment iInteractics {p < 0.05).
Significant center by treatment Intaractton (p < 0.05).
\
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Tebie 50.
SUMMARY OF AOVERSE EFFECTS, 8Y PATIENY
Onsst of Adverse Effect R Attrib, Outcome Outcome
Patiant Adverse Period Treatment Dosage Time® Ouration Severity To Study Action of to
Number Effect (druy) (mcg/hg/min) (min) Orug Actton Oste
18 Urticarias Post- Esmolol [+] 3-4 he Unknown Mitd Not Drug None Resolved (Recovered
Infusion Relsted
N6 Cardiac Post- Plascebo ] 3-4 hr Unknown Severe Not Drug Open Chest Restarted Recovered
Arcest Intusion Related Cardiac Heart
Massspe
Emargency
Operation
633 Hypotsnsion Infuston Esmolol 200 41 mic 1. Moderats Remote Naosyne- Recoversa Recoverea
phrine
40 mcp
614 ST-Sepment Infusion Placebo 0 11 min 87 - W arate Possible Valium Recovered  Recovereg
Depression given &
Study Dc’d.
Proprancliol
then given
& IV NTG
~tarted
[ 31 Pulmonary Infusion Placebo /] i1 m'n S0 N-derate Possible vailium, Recovered Recovered
Hypertensicon Fentany),
Enfiurane,
& 1V NTG
Glven,
Study Dc'd.
620 Hypotension Infusion Esmolol 200 1 hr , 3 Moderate Possible Study Dc’'d. Recovered Recovered
Ephadrine
S mg
Jo1ic lschealc NA NA NA sppros., 19 Savorse NA IV NTG & Recovared Recovered
CG (Stetard 10 min, Ent lursne
Changes Therapy)
30sC Broncho- NA NA NA spprox. 120 Moderate NA Aminophyl- Recoversd Recovered
spasm (Standarg) 10 m.... ine
Therapy) Albuteral,
& Terbut-
taline
. Relstive to stert of {nfuston.
8¢ (oading dose for 300 mcg/kg/min tnfusion.
NA No. sppiicable becsuse patiecnt was tn the Standare Tharapy Contrel Group.
]
RY
[
\
- - - - »
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Table 59

SUMMARY OF ELECTROCARDIOGRAPHIC FINDINGS PRESTUOY AND DURING THE 3TUDY

Patiant Prastudy

Number Tae t2-1aag ECG Base!line Buring Study Changes

101 E T-wave inversien One PVC. Naonae
tnferior ieads. '

102 [ Ganera! eveluation: None One PVC noted just pricr to and two minutes after start
abnormal, of tafusion. One PAC noted at minutes four, flve, and

six oFf sartic dissection, associated with pericaraial
stay stitches and left striasl catheter placement.

02 | 3 Non-specific ST-T wave None Ona PAC nated {n conjunction with left strial catheter
atnormalities. ptacoment,

104 P Genarsl evaluation: ' mm ST-segment St-sagment deprasslion recurred at intubmtion, progressing
wbnormal . depression at five to & mare pr d ST 0 t deprassion (3.e., 2 mm

minutes prior to In addition to T-mave Invarstion by four minutes post-

start of lnfusion, intubation, Two mors episodes of | mm ST-zagment
depression tn conjunction with T-wave inversion were
noted during the (nfuston periaod, in the absence of any
surgical stimulius, however. ! am ST-segment depression
plus T-wave inversion recurred at chast incision,
praogressing to 2 mm gepression by sternotomy. Three
mihutes post-starnotomy, ST-segment depression retu:ned
to ) mm and T-maves were normat. ST-segments also
nofmal ized by time of sortic disssction., Only PACs were
nated st end of asortic dissection,

109 [ 3 Non-specific $ST-sagment None Short run of ventriculsr tschycardis noted during sortic
abnormality. dissection when heart was touched while opening peri-~

cardium,

100 P fRig't bundle branch Ona PVC noted at None
block. throe minutes prior

to Jeyg incisfon.

107 [ 3 Invarted T-waves In leads None One PVC noted just prior to start of infuston. Two PACS
$f, 11Y and AVF campatible noted during right atrial retraction far tasertion of
with inferfar infarct (age laft atrial cathater, A third PAC was noted during the
undatermined) . tnfusion, {n the absence of any surglical stimulus,

however.

108 L4 Non-~specific ST-T wave None One PVL notead one minute after isg fincision. Two

¢ € = Esmolol,

e o A IR -

changss. Evidencas of old
Interolstarial myacardial
infarction,

P = Placabe, ST = Standerd Therapy

PACS noted during right atrial retraction for lnsertian
of  teft strial line, with one PAC accurring during
insertion of atcis! purse string.
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Table 51 (Cont inued)
SUKNMARY OF ELECTROCARDIOGRAPHIC FINOINGS PRESTUDY AND OURING THE STUDY

Patient Prastudy

Number Tae® 12-lead ECG Beaseline During Study Changes

109 P Naon-specific ST-T wave None Ona PVC and ons PAC nated Just prior to 1eg incislon
shnormalitieas, Evidence and during left atrial cathster inseriion, respectively.
of inferior infarct (sge :
undeterminad}, .

(3]] E ST-T wave abnormality None One PVC noted three minutes postintubation and five
conaistent with Infertor minutes Into sortic dissection wshile inserting a
lateral {schamla. pericardisl stay stitch.

mm P Non~specific ST-segment None One PVC noted during acrtic dissection.
sbnarmal ity,

112 E Gaeneral aevatuvation: Nane Rare PACS noted three minutes sftar aortic dissection
abnormal. Sinus (one PACY, at time of heparinization (two PACs), and
oradycar-la. during laft atrial cathneter placemsnt (thrae PACs).

113 € Inverted T-=aves in None Dnci PAC notled one minute after sortic disssction.
anteraotaters! chest
leads.

14 4 rolonged QT 1nterval or Nane None
TU fuston.

1137 4 General evaluation: None Transient atriail tibritliation noted during left
normal, atrial catheter placemant,

110 E Elevated ST-sagments and Nane Rare PVCs noted nine minutes postintubation (two PACs),
inverted T-w=aves in four minutes post-sternotomy {0na PAC), end prior to
snterfor laters! chast t heparinization (oue PVC).
lsads compatihie with

anterfor latsral ischemia,

"ns [ Non-specific T-wave ! mm ST-sagment Propressed to & more pronounced ST-segmant slavation
abnormality. slevattion noted (1.6., 2 mm) upon Inductiaon, iasting for five ainutes.

throughout bassl ine By one minute postintubation, ST-segments had returned
snd during flrst toa a 1 mm slevation. By two minutes postintudation, the
flve minutes of S$T-3egments were normal. Immadiately after aortic
Infusion, dissection, thres isclated PACs and aone PVC were noted.

120 E General evalu:tion: One PVC noted, One PAC noted at one minute a”ter aortic dissection and
normel ., associated with a guring cross clsmping. A thirg PAC occurrud during the

coughing spell. {nfusion, In the absence of a surgical stinutus, however,

128 E Genera!l evaluation: None Atrial arrhythmias noted for twa minutes during left

normal. atrial cstheter placement.
122 [ ] Non~specific ST-sagment None

One PAC noted during insertton of strial purse string.
abnormality. .

¢ € = €Eamolol, P = Placebo, ST = Standard Therapy
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Table $1 (Continued)

Summary of Electrocardlographic Findings Prestudy and During the Study

Patient Prestudy

Number Tas 12-1ead ECG Baseline . During Study Changes

123 [ 3 ST-Y wave changes None One PAC noted one minute after aortic diasection, with
compatibls with laters! ane PVC occurring during insertion of atrial purse
fachemia, string.

203 € Q-waves in isads [} and None None

AVF, posstibis old
infarior myocsrgial
infarction.

208 [ 4 ! mm ST-sepment depres- Nane Nona
elon, T-wave Inversion
fn teads 11, 11! and AVF.

208 € Sinus bradycardia. None None
200¢ ST Inferior T-~ave inverted, None Nona

non diagnosed infertor ST
changes < } mm elevation,

501 14 First degree otrio- Occasilonal PVCs Occasional PVCs st minutes three snd four postinduction.
ventricular (AV) block. Ventricular bigeminy noted In cornjunction with left iag
Incomplete rignt bundle incisfon, sternotomy, and prior to cardicpulmonary
branch blockh. Ischemia bypass. Frequent PVCs had also besn noted grior to
changes in a!) lesds, sortic dissection.

T-wave inversion in
inferior lesds.

502 [ 4 Non-specific ST-T wave None Nane
changes. \ .

$03 13 Non-specific ST-T wave None None
changes.

504 € Non-aspeclfic ST-T wmavse None Stiognificant ST-segment dapression (l1.e., 3 mm) notad
changes. after aortic cannuliation. Treated =ith immediate

initiastion of cardliopulmonary bypsss, thus lasted anly
etght minutes., It must also be noted that tne patient
had 8 simitar episode during a stress test prior to

surgery.

506 L] S$T-segment depression in Nonas Rare PACS with aberrant conduction noted during left leg
lesd Vs. Invertad T-waves inciston., Occasional PACs (some witn and some without
in leads 111, AVF, V2 and sberrancy) and PVCs noted during starnatomy., Frequent
V3. Evidence of o!d PACs and PVCs noted during sortic dissection,

anterior septal wuil myo-~ !
cardglsa) infarction,

© € 32 Esmolol, P = Placebo, ST z Stundard Therapy

LY



VYable 59 {(Coantinued)

SUMMARY OF ELECTRQCARDIOGRAPMIC FINDINGS PRESTUDY AND OURING THE STUDY

Patient Prestudy

Number Txo 12-lead ELG Basstine Quring Study Changes

507 € Q-waves In lead II¢, Nane None
Small Q-wave in Vaad AVF,

500 P Prematurs ventriculer con~  Nana Twa PACs nated within a 30-second pericd during eortic
tractions (PVvCis). (nvertad dissection,

T-waves in leads 1§, IIf,
AVF and vg, all compatibie
with recent myocardiat
tnfarction. Q-waves in
tead 111.

%09 [ ST-segment eisvation None Rare muitifocal PVCs noted on induction.
cansistent »ith post=
myocardlal Infarction,

510 € Intra~atriul conduction None Rare PVCs noted tn conjunction with aternatomy snd
delay. incomplste right insertion of sortic purse strings prior to sortic
bundle branch block. dissaction,

St [ First degree AV bloch, Nane Flipped Tvuwaves noted on Intubation, normaltzing by
Right bundie Branch block, sternotomy. Ouration of episode was J6 minutes. ST-
Left antarior hemiblock, segment elevation noted with use of Favolors Spreader
Peshsd ST-sagments. post-sternotomy, normalizing just pricr to cardicpul-

monsry bypess. Duration of episads was 23 minutes.
$13 [ 4 Flrat degrae AV block, None None
Evidence of old infertor
wall myocardisl infarctton,

514 [ Gensral avalustion: None $T-segmant depression (2 ma) noted three snd four minutes

norme). postinduction and st :ims of mammary srtacy dissection.
Rare PACs noted during aortic dissection.

818 € Incomplete laft bundie None None
branch block, Inverted R
T-waves. Q-waves present.

131 [ Non-specific ST-T wave None Occastonst PVCs snd PACs noted for thres minutes post-
changas. staerrotomy.

s01C ST Minor ST-T «ave changes. None None

$02C ST Flrst degres bloch. None None
Minor ST-T =ave changoas.

503C ST Eirst degres AV block. None Inverted T-waves noted throughaut entire study perliod.

taverted T-saves in losd I,
flattensd T-waves in leads
11, V4 ana vg.

® E = Esmolotl, @ = Placaba, ST - standard Therapy

(It must aise be noted that fnverted T-waves were present
during the prestudy 12-1sad ECG,) ST-segment depression
noted five minutes postinduction, tasting unti) cardio-
puimanary bypass for a total of 82 minutes.
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