
SURGERY FOR ACQUIRED 
HEART DISEASE 

LONG-TERM RESULTS OF 
VALVE REPLACEMENT WITH 
THE ST. JUDE MEDICAL 
PROSTHESIS 

To assess with truly long follow-up the long-term results of valve replacement with the 
St. Jude Medical prosthesis (St. Jude Medical, Inc., St. Paul, Minn.), we reviewed the 
case histories of the first 1112 patients undergoing 1244 valve replacements with this 
valve between June 12,1978, and June 12,1987:690 male (62%) and 422 female patients, 
mean age 56 years. A total of 773 patients (69%) had the aortic valve replaced, 207 (19%) 
the mitral valve, and 132 (12%) the aortic and mitral valves. There were 42 hospital 
deaths (3.8%). Follow-up was 97.5% complete (8988 patient-years). There were 213 late 
deaths. Ninety-one (43%) were considered valve-related: sudden death, n = 27; 
anticoagulant-related hemorrhage, n = 22; thromboembolism, n = 19; prosthetic valve 
endocarditis, n = 13; valve thrombosis, n = 9; and noninfectious perivalvular leak, n = 
1. Overall actuarial survival, including hospital mortality, was 68% - 6% (95% 
confidence limits) 14 years after the operation. Linearized rates of late valve-related 
events were as follows: thromboembolism, 1.09% per patient-year; anticoagulant-related 
hemorrhage, 0.94% per patient-year; prosthetic valve endocarditis, 0.32% per patient- 
year; valve thrombosis, 0.33% per patient-year; and perivalvular leak, 0.19% per 
patient-year. Actuarial freedom, at 14 years, from thromboembolism was 89% - 3%, 
anticoagulant-related hemorrhage 83% + 8%, valve thrombosis 97% + 1%, and 
reoperation 95% -+ 3%. Actuaria] freedom from all valve-related deaths and valve- 
related morbidity and mortality, at 14 years, was 84% + 6% and 61% - 8%, respectively. 
We conclude that, because of its low thrombogenicity, low incidence of valve-related 
events, and low valve-related mortality, the St. Jude Medical valve is one of the best 
performing mechanical prosthesis currently available. Nevertheless, the late valve- 
related complications and deaths illustrate that the quest for a "perfect" prosthesis 
remains unfulfilled. (J THORAC CARDIOVASC SURG 1995;109:858-70) 
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"ideal" valve and was first used clinically in October 
1977. 2 Because of its attractive characteristics, the 
St. Jude Medical prosthesis was introduced into our 
unit in June 1978 and became the mechanical 
prosthesis routinely used. By the end of October 
1994, 3074 St. Jude Medical valves had been im- 
planted in 2746 patients: 1844 aortic, 574 mitral, and 
328 double aortic and mitral replacements. We 3 
reported our 5½-year experience with the valve in 
1985. 

Despite the low incidence of valve-related prob- 
lems reported in early clinical studies, 2-4 the St. Jude 
Medical valve remains exposed to the usual compli- 
cations of any mechanical valve substitute. 
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Table I. Valve pathophysiologic conditions 

A ortic Mitral 

No. % No. % 

Stenosis 296 32.7 82 24.2 
Regurgitation 384 42.5 158 46.6 
Combined 221 24.4 98 28.9 
Prosthesis replacement 4 0.4 1 0.3 

Total valves 905 100 339 100 

The  purpose  of  this review was to assess long- 
term results in the first 1112 patients undergoing 
1244 valve replacements  between June 1978 and 
June 1987 and to evaluate, with a long follow-up, the 
overall valve-related complicat ions and mortali ty 
associated with the St. Jude  Medical  valve. 

Patients and methods 

Patients. Between June 12, 1978, and June 12, 1987, 1244 
St. Jude Medical valves were implanted in 1112 patients. A 
total of 773 patients (69%) underwent isolated aortic valve 
replacement (AVR), 207 (19%) isolated mitral valve re- 
placernent (MVR), and 132 (12%) double aortic and mitral 
valve replacement (DVR). The series comprised 690 male 
(62%) and 422 female patients (38%), with a mean age of 
55.9 years (fange 9 months to 82 years). Twenty-five patients 
(2.2%) were 15 years or younger and 146 (13%) were aged 
70 years or older. In the AVR group mean age was 57.3 
years, and 122 of these patients (15.8%) were older than 70; 
mean age in the MVR group was 52.9 years, and 15 of them 
(7.2%) were older than 70; and in the DVR group mean age 
was 52.5 years, nine (6.8%) being older than 70 years. Male 
sex predominated in the AVR group (69%) and female sex 
in the MVR and DVR groups (54% and 53.8%, respec- 
tively). Two hundred ten patients (19%) were in atrial 
fibrillation before the operation. Valve pathophysiologic 
conditions are shown in Table I. Of the 384 predominant 
aortic regurgitations, 54 were due to bacterial endocarditis 
and nine to aortic dissection. Of the 158 predominant mitral 
regurgitations, 13 were due to bacterial endocarditis. Twelve 
patients had undergone a previous mitral commissurotomy. 
Regarding rereplacement, four patients were reoperated on, 
three for rereplacement of an isolated aortic bioprothesis 
after tissue failure and one for rereplacement of both aortic 
and mitral Edwards-Duromedics bileaflet prostheses (Baxter 
Healthcare Corp., Edwards Div., Santa Ana, Calif.; Hemex 
Scientific, Inc., Austin, Tex.) because of an early prosthetic 
valve endocarditis. Thus four aortic prostheses and one 
mitral prosthesis were replaced by St. Jude Medical valves. 
All patients over 30 years of age had preoperative coronary 
angiography. 

Surgical technique. Cardiopulmonary bypass with 
moderate hypothermia (30 ° C) was performed with a 
disposable bubble or membrane oxygenator. Myocardial 
protection was accomplished by the use of antegrade cold 
potassium crystalloid cardioplegia with topical cooling. 
The mean aortic crossclamp time was 52 minutes for 
AVR, 38 minutes for MVR, and 71 minutes for DVR. The 

Table II .  Operative characteristics 

No. % 

Aortic size (mm) 
19-21 150 16.5 
23-25 441 49 
27-29* 264 29 
31 50 5.5 

Mitral size (mm) 
19-21 1 0.3 
23-25 9 2.7 
27-29 162 48 
31-33 167 49 

Additional procedures 
Coronary artery bypass grafting 94 8.5 
Tricuspid valve repair 20 1.8 
Mitral valve repair 41 3.7 
Septal myectomy 45 4 
Aortic graft 33 3 
Aortic enlargement 9 0.8 
Congenital heart disease 5 0.5 
Ventricular aneurysmectomy 1 

*Includes 11 patients with a 26 mm aortic valve. 

prostheses were anchored to the valve anulus by inter- 
rupted figure-of-eight sutures for AVR and by continuous 
suture for MVR. 

Until 1979, the leaflets of the valve prostheses were 
oriented parallel to the septum in the aortic position and 
parallel to the native leaflets (anatomic orientation) in the 
mitral position. However, anatomic considerations and 
consequent hydrodynamic deductions 3'5'6 led us to 
change both these orientations. Prosthetic leaflets are now 
oriented perpendicular to the septum in the aortic posi- 
tion and perpendicular to the native leaflets (antianatomic 
orientation) in the mitral position. Of the 905 aortic 
prostheses, 705 (78%) were size 23 to 29 mm, and 814 
(90%) were implanted with the prosthetic leaflets ori- 
ented perpendicular to the septum. Of the 339 mitral 
prostheses, 329 (97%) were size 27 to 33 mm, and 312 
(92%) were implanted with prosthetic leaflets in the 
antianatomic orientation. 

Associated surgical procedures were performed in 248 
patients (22%): 201 patients (26%) in the AVR group, 31 
patients (15%) in the MVR group, and 16 patients (12%) 
in the DVR group. Only 94 patients (8.5%) had concom- 
itant coronary atherosclerosis requiring coronary artery 
bypass grafting. Of the nine patients undergoing annular 
or supravalvular enlargement, six patients underwent an 
anulus-enlarging procedure to allow implantation of at 
least a 19 mm prosthesis. Because of good hemodynamic 
performance of the St. Jude Medical valve in small sizes, 7 
annular enlargement was never performed to implant a 
larger valve than sized. Other concomitant procedures are 
listed in Table II. 

Anticoagulant therapy. In 1978, a protocol of early 
anticoagulation involving three steps was initiated8: Inter- 
mittent intravenous injection of heparin (step 1) was 
started during the sixth postoperative hour and relayed 
with subcutaneous calcium heparin (step 2) during the 
twenty-fourth postoperative hour; oral anticoagulation 
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Table III. Hospital mortality (42/l l12 patients = 

3.8%) and causes of  deaths by valve position 

AVR MVR DVR 
Cause (n = 773) (n = 207) (n = 132) 

Surgical 
Bleeding 3 2 2 
Tamponade 3 
Aortic dissection 1 

Valve-related 
Prosthetic valve infection 1 

Cardiac 
Myocardial failure 4 4 
Infarction 2 1 1 
Complete atrioventricular 2 

block 
Arrhythmia 3 

Noncardiac 
Septicemia 2 1 
Pulmonary failure 1 2 
Cerebral damage 5 1 
Gastrointestinal bleeding 1 

Total 28 (3.6%) 11 (5.3%) 3 (2.3%) 

therapy with warfarin (step 3) was instituted 48 hours after 
the operation, and subcutaneous infusion of calcium 
heparin was continued until the target prothrombin time 
was brought to 1.6 to 1.9 times the control value. In 
addition, special attention was given to fibrinogen level. 
This was measured on the fourth postoperative day and 
then every 2 days, because fibrinogen level only starts to 
rise at this time, reaching sometimes 6, 10, or 12 gm/L. To 
counteract this thrombogenic factor, once the fibrinogen 
level exceeds 5 gm/L (normal fibrinogen level 2 to 4 gin/L) 
we routinely use nonsteroidal antiinflammatory drugs 
(NSAIDs), such as diclofenac (50 mg orally per day) or 
ketoprofen (150 mg orally per day), for a mean duration 
of 3 to 5 days, except in patients with a history of gastritis 
or renal insutficiency. NSAID therapy generally is suffi- 
cient to lower the fibrinogen level and allow the optimal 
prothrombin time to be reached faster. Because the 
prothrombin time is an approximate assessment of the 
exact level of anticoagulation required for an individual 
patient, we have used the international normalized ratio 
(INR) since September 1992. According to the anticoag- 
ulation recommendations proposed by Horstkotte and 
associates 9, lo for patients undergoing valve replacement 
with a St. Jude Medical prosthesis, out current target 
INRs are 2.4 to 2.6 for patients with AVR; 2.4 to 2.8 for 
those with MVR in sinus rhythm and with a left atrial size 
less than 30 mm/m2; and 2.7 to 3.1 for those with MVR in 
atrial fibrillation or with a left atrial size larger than 30 
mm/m g. In the first year of our experience, 78 patients 
(AVR, 65; MVR, 10; DVR, 3), all in sinus rhythm, gave 
informed consent to receive an antiplatelet regimen of 
aspirin and dipyridamole only. However, because there 
were four aortic and two mitral thromboses (with two 
deaths) and seven episodes of transient ischemic attack or 

peripheral embolism in this group, all were given antico- 
agulants secondarily. 

Follow-up. Patient follow-up was accomplished by mail 
and/or telephone contact with the referring cardiologist, 
the house physician, the patient, or the family. Follow-up 
data were obtained during a 6-month closing interval 
(May 1993 until the end of October 1993). Of the 1070 
hospital survivors, 27 (2.5%) could not be located and 
were conSidered lost to follow-up. Thus follow-up was 
97.5% complete (1043 patients, mean age at follow-up 
65.5 years). Patient-years of follow-up were 6419 for 
AVR, 1580 for MVR, and 989 for DVR. Total follow-up 
was 8988 patient-years, with a mean follow-up of 117 
months, for a period ranging from 3 to 181 months (the 
very first late death occurred in a patient discharged from 
the hospital 3 months earlier). Hospital and late deaths, as 
well as valve-related events, were stringently defined 
according to published Guidelines of The American As- 
sociation for Thoracic Surgery. n 

Statistical methods. Actuarial estimates of survival and 
event-free curves for the incidence of thromboembolic 
events, valve thrombosis, anticoagulant-related bleeding, 
and reoperation, as well as for all valve-related deaths and 
all valve-related morbidity and mortality, were calculated 
with the Kaplan-Meier method 12 and reported with 95% 
confidence limits. Patients were censored, withdrawn from 
the study, at the time of replacement of the St. Jude 
Medical valve or at the time of death. Late valve-related 
events defined as embolism, valve thrombosis, anticoagu- 
lant-related bleeding, prosthetic valve endocarditis, para- 
valvular leak in the absence of infection, and pannus 
formation were expressed in linearized form (percent per 
patient-year). Estimates were reported plus or minus the 
standard error of the estimate. Comparisons of curves 

13 14 were made with the log-rank test. ' A Pearson äß test 
was used to seek differences between groups concerning 
hospital and late mortality. 

Results 

Early valve-related events. Early recurrent pros- 
thetic valve endocarditis developed in one patient 
and was fatal despite reoperation. In five patients 
(AVR, 2; MVR, 3; 0.4%), minor clinical hemolytic 
anemia was demonstrated in the early postoperative 
period and resumed spontaneously. In all five cases, 
hemolysis was unrelated to paravalvular leak. Apar t  
from these events, no cases of  early mechanical 
failure, valve dysfunction, thromboembolic  epi- 
sodes, or valve thrombosis were observed. 

Hospital mortality. Forty-two hospital deaths 
(3.8%) occurred, of which only one (2.4%) was 
valve-related. The causes of hospital deaths are 
analyzed in Table III.  Apar t  from one intraoperative 
death resulting from posterior aortic root disrup- 
tion, bleeding of surgical cause and tamponade,  
despite reoperation, were responsible for low output 
state leading to multiorgan failure or brain death. 
Delayed pacing was also responsible for neurologic 
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Table IV. Linearized rate of late valve-related complications 

Valve position All 

Complication Aortic Mitral Double positions 

Embolism 0.84 (54) 1.77 (28) 1.62 (16) 1.09 (98) 
Valve thrombosis 0.25 (16) 0.44 (7) 0.70 (7) 0.33 (30) 
Hemorrhage 0.95 (61) 0.89 (14) 1.01 (10) 0.94 (85) 
Endocarditis 0.30 (19) 0.44 (7) 0.30 (3) 0.32 (29) 
Perivalvular leak 0.18 (12) 0.25 (4) 0.10 (1) 0.19 (17) 
Pannus formation 0.03 (2) 0.00 (0) 0.00 (0) 0.02 (2) 
All complications 2.55 (164) 3.79 (60) 3.74 (37) 2.90 (261) 

Data are shown as percent per patient-year and (in parentheses) as number of events. Patient-years of follow-up were 6419 for AVR, 1580 for MVR, and 
989 for DVR (total = 8988 patient-years). 

damage. In three patients having AVR, ventricular 
fibrillation could not be successfully converted to 
sinus rhythm. Finally, of the five patients who died 
of primary cerebral damage in the AVR group, 
three had massive intracranial bleeding on the sec- 
ond postoperative day. These three deaths in pa- 
tients operated on for infective endocarditis could 
be attributable to the rupture of a concomitant 
mycotic intracranial aneurysm. Despite the fact that 
the hospital mortality seemed higher in the MVR 
group than in the AVR or DVR group, no signifi- 
cant difference in hospital mortality according to 
valve location was detected (p = 0.40). 

Late valve-related events. During the period of 
follow-up, 236 patients had 261 valve-related events 
(linearized rate: 2.90% per patient-year). Some pa- 
tients had more than one complication. Table 1V lists 
the specific valve-related events and linearized rates. 

Thromboembolism. Ninety-eight thromboembolic 
events occurred in 78 patients (1.09% per patient- 
year): 54 occurred in the AVR group (46 patients, 
1.2 episodes per patient), 28 occurred in the mitral 
group (20 patients, 1.4 episodes per patient), and 16 
occurred in the double valve group (12 patients, 1.3 
episodes per patient). Thirty-five patients had a 
permanent neurologic deficit, which was fatal in 19. 
Of these patients, 27 (77%) were in sinus rhythm 
and eight (23%) were in atrial fibrillation. Forty- 
three patients had a transient ischemic attack (39 
patients) or peripheral embolism (4 patients). Of 
these, 32 (74%) were in sinus rhythm and 11 (26%) 
were in atrial fibrillation. Regarding cardiac rhythm 
according to valve subgroup, 42 of the 46 patients 
with AVR and eight of the 12 with DVR were in 
sinus rhythm, whereas 11 of the 20 patients with 
MVR were in atrial fibrillation. This means that only 
19 patients (24%) were in atrial fibrillation and that, 
in our series, atrial fibrillation did not appear signif- 
icantly associated with thromboembolism. This find- 

ing is confirmed by our early experience with no 
anticoagulation in 78 patients, all in sinus rhythm: 
four embolic episodes were observed in the 65 
patients with AVR and three embolic episodes in 
the 10 with MVR, in addition to valve thrombosis in 
six others. 

These embolic complications occurred at a mean 
delay of 60 months. Transthoracic and, after 1987, 
transesophageal echocardiography were performed 
in most of the 52 patients hospitalized, and a direct 
relation between valve thrombosis and the embolic 
event was detected in only nine of them. The only 
embolic events that could be related to a decrease in 
prothrombin time were related to valve thrombosis. 
Most embolic events occurred in patients in whom 
prothrombin time was within the therapeutic range. 

The actuarial freedom from thromboembolic 
complications is shown in Fig. 1. 

Valve thrombosis. Thirty episodes of valve throm- 
bosis (AVR, 18; MVR, 12) occurred in 27 patients 
(0.33% per patient-year). Six of them (AVR, 4; 
MVR, 2) occurred in the group of 78 patients, all in 
sinus rhythm, who were initially not given anticoagu- 
lants. All the others occurred in patients who had a 
history of poor compliance in taking warfarin or, in 
most cases, who discontinued oral anticoagulation, 
resulting in a prothrombin time near 1 at the time of 
valve thrombosis. Five patients died before any 
treatment; nine patients were reoperated on and 
two of them died; and 13 patients were treated with 
fibrinolysis, with two deaths. The actuarial freedom 
from this event is shown in Fig. 2. 

Anticoagulant-related bleeding. Eighty-five patients 
(0.94% per patient-year) had major anticoagulant- 
related hemorrhage necessitating hospital admission 
or blood transfusion or resulting in death. In all 
patients this complication occurred as a result of 
accidental excessive anticoagulation, and an ele- 
vated prothrombin time was always documented at 
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Fig. 1. Actuarial freedom from thromboembolism at 14 years (overall and stratified by valve position). CL, 
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that time. Twenty-two of these patients died of 
either gastrointestinal bleeding or intracranial hem- 
orrhage (mainly subdural hematoma). 

According to the guidelines, minor bleeding epi- 
sodes were not taken into account. The actuarial 
freedom from this complication is shown in Fig. 3. 

Prosthetic valve endocarditis. Twenty-nine epi- 
sodes of prosthetic valve endocarditis occurred in 27 
patients (AVR, 17; MVR, 7; DVR, 3): 0.32% per 
patient-year. According to valve site, the rate was 
0.30% per patient-year for AVR and DVR and 
0.44% per patient-year for MVR. Thirteen patients 
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had a periprosthetic leakage, which was minor in 
five. Thus eight patients only, with AVR, underwent 
nine reoperations in the acute phase of endocarditis 
for hemodynamic failure, with two deaths. The 
five others, as well as the 14 patients with septi- 
cemia without paravalvular leak or evident clinical 
or echocardiographic involvement of the valve, 
were treated medically. Eleven of these 14 pa- 
tients died, more as a result of septicemia than of 
heart failure. The causative organism was identi- 
fied as Staphylococcus in many of them, Entero- 
coccus in two, Hemophilus in one, and Coryne- 
bacterium in one. Offen blood culture failed to 
identify any causative organism, however, mainly 
in patients having an isolated septicemic syn- 
drome. The mortality of this complication was 
consequently high (48%). 

Paravalvular leak. Noninfectious periprosthetic 
leaks developed in 17 patients (0.19% per patient- 
year). Ten patients had a moderate leak that was 
treated medically. The remaining seven patients 
underwent surgical repair without replacement, with 
one death at reoperation. 

Reoperation. Twenty-eight reoperations were 
performed in 27 patients, with five deaths (18.5%). 
Indications for reoperation included valve thrombo- 
sis in nine patients, prosthetic valve endocarditis in 
eight patients, and paravalvular leak in seven pa- 
tients. Two patients in the AVR group were reop- 

erated on for subaortic ring because of fibrous 
pannus formation, and one patient from the DVR 
group underwent heart transplantation for end- 
stage left ventricular dysfunction 12 years later. The 
linearized risk for reoperation was 0.31% per pa- 
tient-year for all patients, and the actuarial estimate 
of the percentage free from reoperation is shown in 
Fig. 4. 

Late deaths and patient survival. Two hundred 
thirteen of 1043 patients (20%) had died by the last 
date of follow-up, at a lineärized rate of 2.4% per 
patient-year. The causes of late deaths, elassified as 
valve-related and non-valve-related, are shown in 
Table V. Two of the late valve-related deaths (one 
sudden death in the AVR group and one mitral 
thrombosis in the DVR group) oecurred in the 78 
patients who were initially not given anticoagulants. 
No significant difference between the different valve 
loeations was detected for valve-related deaths or 
for total late deaths (p = 0.69 and p = 0.37, 
respectively). 

The overall aetuarial patient survivals including 
hospital mortality were 73% and 68% at 11 and 14 
years, respectively (Fig. 5). Actuarial survival ac- 
cording to valve site among the AVR, MVR, and 
DVR groups was not significantly different at 11 
years (74%, 71%, and 69%, respeetively). 

The overall actuarial freedom from all valve- 
related deaths was 89% at 11 years and 84% at 14 
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Table ¥. Late mortality (213/1043 patients = 20%) and causes of deaths by valve position 

Aortic Mitral Double 
(n = 729) (n = 190) (n = 124) 

Cause o f  death No. % No. % No. % 

Valve-related: 91 (43%) 60 8.2 19 10 12 9.7 
Sudden death 18 2.5 7 3.7 2 1.6 
Thromboembolism (cerebral) 14 1.9 2 1.05 3 2.4 
Anticoagulant-related bleeding 15 2 4 2.1 3 2.4 
Prosthetic valve endocarditis 8 1.1 4 2.1 1 0.9 
Valve thrombosis 4 0.6 2 1.05 3 2.4 
Noninfectious perivalvular leak 1 0.1 
Noù-vaive-related: 122 (57%) 93 12.7 13 6.8 16 12.9 
Cardiac 29 4 8 4.2 6 4.8 
Noncardiac 55 7.5 4 2.1 9 7.3 
Unknown 9 1.2 1 0.5 1 0.8 

Total late deaths 153 20.9 32 16.8 28 22.6 

years (Fig. 6), and the overall freedom from all 
valve-related morbidity and mortality was 70% at 12 
years and 61% at 14 years (Fig. 7). 

At 14 years in DVR recipients there was a slight 
trend toward lower freedom from all valve-related 
morbidity and mortality, as well as lower survival; 
however, even though differences did not reach 
statistical significance (p = 0.3), statistical power of 
this analysis is low because the number of MVR and 
DVR recipients is relatively small, especially at 13 
and 14 years. 

Comparison of New York Heart Association 
functional class before operation and by the last 

date of follow-up in the 830 long-term survivors 
showed that whereas 54% of these patients were in 
class III or IV before the operation, at follow-up 
(minimum 6 years, maximum 15 years), 95% of 
these survivors were in functional class I or II. 

Discussion 

For more than 16 years the St. Jude Medical valve 
has been routinely used in out unit when a mechan- 
ical prosthesis was needed for valve replacement. In 
the choice of valve substitutes, mechanical versus 
tissue, two parameters are generally considered a 
contraindication for mechanical valve insertion: pre- 
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existing or comorbid conditions and advanced age, 
both predisposing to bleeding when anticoagulants 
are used. All patients were screened before the 
operation to rule out those having any disease likely 
to be responsible for anticoagulant-related bleeding. 
With regard to age, the current increasing life 
expectancy of patients operated on before 75 years 
of age, the poorer durability of bioprostheses, and 
the surgical risk of reoperations in octogenarians 
should be considered, as well as the absence of 
statisticaUy significant differences in the incidence of 
major anticoagulant-related bleeding in out series 
between patients older than 70 years (11 episodes in 
132 patients, 8.3%) and those younger than 70 years 
(74 episodes in 911 patients, 8.1%) (p = 0.93). Thus 
it appears that "advanced" age did not result in a 
higher rate of bleeding complications. We therefore 
considered that the classic "advanced" age had to be 
extended to 75 years. This policy is supported by 
Kratz and associates, 15 who emphasize that there 
was, in their series, "a trend toward operating on 
older patients as weil as expanded indications for 
the use of the St. Jude prosthesis in that age group." 
Moreover, when referring to the other St. Jude 
Medical valve replacement series, 15-19 it appears 
that age range was similar and mean age was slightly 
higher than in out series: 44 of the 1200 patients 

(3.7%) in the series reported by Fernandez and 
associates is were octogenarians. This means that 
many centers also extended the frontier of "ad- 
vanced" age, contraindicating mechanical valve in- 
sertion beyond 70 years. 

One wonders about the true importance of a 
specific orientation of prosthetic leaflets in the 
aortic and mitral positions. Chaux and Blanche, 2° 
and Laub and coworkers 21 outlined that the clinical 
performance of the St. Jude Medical valve is excel- 
lent in either orientation and that the prosthesis can 
be oriented in any direction if no subvalvular tissue 
or foreign material is present that would interfere 
with leaflet motion. However, several factors should 
be taken into consideration to determine how the 
valve should be placed, according to individual 
patient circumstances. Embolic events and valve 
thrombosis, in our series, occurred in either orien- 
tation, as weil as in the aortic or mitral position. 
However, at the very beginning of our experience, 3 
intraoperative anatomic considerations in two aortic 
thrombosed valves showed that, in case of excessive 
bulging of a hypertrophied septum, as confirmed by 
Chaux and Blanche, anterior flow could be dis- 
turbed when prosthetic leaflets were oriented paral- 
lel to the septum, which could be an additional 
thrombogenic factor. In the mitral position, our 
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suggestion of antianatomic orientation was also 
founded on intraoperative considerations, 3 because 
it appears that with the anatomic orientation the 
posterior leaflet in the open position is close to 
the left ventricular wall. Thus the posterior area of 
the prosthesis is less likely to allow as free flow 
as the anterior area. These theoretic considerations 
have been supported by many authors: Asyn- 
chronous leaflet closure was found echocardio- 
graphically to be reduced in valves implanted in 
the antianatomic orientation. 22' 23 Duncan and col- 
leagues 24 found that the theoretic advantages of this 
proposed orientation appeared sound and adopted 
its use. More recently, Laub and colleagues 21 con- 
firmed experimentally that "on average the clear- 
ance was 59.2% larger with the valve oriented 
antianatomically" and concluded that "there is evi- 
dence to support that this [anatomic orientation] is 
not the ideal orientation." Thus, in our opinion, the 
main advantage of these proposed orientations con- 
sists in optimizing the hydrodynamic performance of 
the valve more than avoiding leaflet impingement, 
because the St. Jude Medical valve is really the 
bileaflet prosthesis exhibiting the lowest profile. 
Potential impingement risk is low and, whatever the 
valve size, was never observed. 

The rate of concomitant aorta-coronary bypass 
grafting (8.5%) was lower than in the other reported 
serieslS-lS, 24 (16% to 48%). Because all our patients 
older than 30 years of age underwent coronary 
angiography, this finding could be due to the fact 
that our patient population is almost exclusively 
referred from the southwestern part of France, in 
which epidemiologic studies suggest that the popu- 
lation is less likely to have early atheromatous 
coronary artery disease. Most of our patients with 
coronary disease are older than 70 years of age. 

Our operative mortality of 3.8% did not differ 
from that in our previous report and compares 
favorably with that reported for the St. Jude Medical 
valve 15-19 and other mechanical prosthesesY -2s 

Regarding the rate of late deaths, late mortality, 
since our previous report, increased from 6.3% at 
51/2 years to 20% at 14 years, with an incidence of 
valve-related deaths increasing from 34% to 43%. 
However, the linearized incidence of late deaths 
(2.4% per patient-year) with a mean follow-up of 
9.75 years is almost identical to that reported by 
Ibrahim and coworkers 19 but appears to be lower 
than that reported in other series (4.53% to 6.6% 
per patient-year). 15-18 Because the strongest risk 
factor for late death is the presence and extent of 
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associated coronary atherosclerosis, the low inci- 
dence of concomitant coronary disease in our pa- 
tients could explain this difference. This study re- 
vealed that the most frequent late valve-related 
events were thromboembolism (1.09% per patient- 
year) and hemorragic complications related to anti- 
coagulants (0.94% per patient-year). These events 
represented 38% and 33% of late events, respec- 
tively, and were responsible for 9% and 10% of late 
valve-related deaths, respectively. In fact, incidence 
of thromboembolism compares with other series of 
St. Jude Medical valves 15-a9' 24 (0.8% to 3.5% per 
patient-year), but appears lower than that reported 
for other mechanical and/or porcine prostheses by 
Orszulak, z5 Daenen, 28 and their associates (2.5% to 
4.6% per patient-year). Most instances of major 
anticoagulant-related bleeding occurred many 
months or years after the operation in patients in 
whom comorbid conditions developed, such as du- 
odenal or gastric ulcer or gastrointestinal carcinoma 
nonexistent at preoperative screening. In addition, 
bleeding was always favored by an elevation of 
prothrombin time rar above the therapeutic range. 
When these bleeding complications are evaluated in 
elderly patients, it appears that there was no differ- 
ence in the incidence of anticoagulant-related late 

deaths in the three groups: AVR 2%, MVR 2.1%, 
and DVR 2.4%, despite the fact that 15.8% of 
patients in the AVR group were older than 70 years 
(versus 7.2% in the MVR and 6.8% in the DVR 
group). Moreover, the linearized rate of hemor- 
rhage was similar in the three groups (0.95%, 
0.89%, and 1.01% per patient-year, respectively). 
Finally, as mentioned previously, there was no sta- 
tistically significant difference in the number of 
major bleeding episodes in patients older or younger 
than 70 years of age. Comparison of the overall 
incidence of anticoagulant-related bleeding in our 
series (0.94% per patient-year) was similar to that 
reported by Fernandez and associates 18 (0.95% per 
patient-year), higher than that reported by Arom and 
colleagues 17 (0.56% per patient-year), and lower 
than that reported by Duncan, 24 Czer, 16 Kratz, 15 and 
their colleagues (1.13% to 2.89% per patient-year). 

When valve thrombosis occurred, a decreased 
prothrombin time, near 1, was always documented. 
This serious complication carried a mortality of 33% 
in our series. To manage this complication, we 
rapidly used fibrinolytic treatment with streptoki- 
nase and/or urokinase in 13 patients. The treatment 
was successful in 11 patients, whereas two of the 
nine patients who underwent reoperation died. 
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From our experience with fibrinolytic treat- 
ment, 29-32 our current opinion is that the prostheses 
most likely to be treated by fibrinolysis are those in 
the aortic position. Usually only one leaflet is 
blocked, so that there is sufficient residual flow to 
allow a sufficient amount of fibrinolytic agent to 
reach the thrombosed valves. To the contrary, in 
mitral thrombosis, both leaflets are generally com- 
pletely blocked, resulting in a low output state with 
shock. Thus fibrinolysis is systematically and rou- 
tinely used as the only treatment of thrombosed 
aortic mechanical valves, but surgical intervention 
should be proposed in thrombosed mitral prosthe- 
s e s .  

Incidence of prosthetic valve endocarditis in out 
series (0.32% per patient-year) also compares with 
that of others 15'16' 18,z4 (0.16% to 1.13% per pa- 
tient-year) and carries a similar high mortality, 
despite antibiotic treatment and surgical interven- 
tion. 

Late clinical hemolysis did not occur in our prac- 
tice. However, five patients were concerned in the 
early postoperative period by an association of slight 
jaundice and anemic syndrome unrelated to para- 
valvular leak. It was an uncommon complication 
that could be due, as emphasized by Arom and 
colleagues, 17 either to previous unapparent or hid- 
den hemolytic disease or, more probably, to "spon- 
taneous hemolysis of lethal or sublethal red blood 
cell damage caused by extracorporeal circulation." 
As rar as biologic hemolysis is concemed, 94 pa- 
tients operated on starting in June 1978, and without 
clinical evidence of hemolysis were systematically 
submitted 5 to 19 months after operation to blood 
testing so that the risk of hemolysis could be as- 
sessed. Our results reported in 198133 showed that 
reticulocyte count, platelet count, hemoglobin level, 
and bilirubin level were unchanged from preopera- 
tive values, but haptoglobin level was below normal 
and total and fractionated lactic dehydrogenase 
levels were slightly elevated (250 IU/L), suggesting 
subclinical hemolysis despite intact function of the 
St. Jude Medical prosthesis. In addition, red cell 
filterability was also found to be impaired (filtration 
time increase). 

Over a 16-year experience, no early or late struc- 
tural dysfunction of the valves was observed. The 
long-term durability of the St. Jude Medical valve, 
emphasized by many authors, is best illustrated by 
absence of any measurable wear for any part of the 
critical pivot area or device deterioration in two St. 
Jude Medical prostheses (aortic, size 26 mm, and 

mitral, size 31 mm) explanted from a patient under- 
going heart transplantation 12 years after DVR. 

The only critical remaining problem is the preva- 
lence of systemic embolism and anticoagulant-re- 
lated hemorrhage. These complications could be 
reduced according to the concept of risk-adjusted 
intensity of oral anticoagulation developed by But- 
chart and coworkers 34 to reach an effective degree 
of anticoagulation in the individual patient and a 
lower risk of bleeding complications. Since Septem- 
ber 1992, our experience with lowering the intensity 
of anticoagulation with target INRs ranging from 
2.4 to 3.1 indicated that revision of anticoagulation 
management proposed by Horstkotte did not in- 
crease the risk of thromboembolism and valve 
thrombosis but did reduce bleeding complications. 

The results of our long-term experience with the 
St. Jude Medical valve have been corroborated by 
many authors: this valve is one of the best perform- 
ing mechanical prosthesis currently available and 
thus can be considered as an advance in cardiac 
valve replacement. Nevertheless, even though the 
St. Jude Medical valve satisfied most of the features 
of an excellent mechanical valve substitute, the late 
valve-related complications and deaths illustrate 
that our quest for a "perfect" prosthesis remains 
unfulfilled. 
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Discussion 

Dr. Kit V. Arom (Minneapolis, Minn.). This study has 
again confirmed that the patients who received St. Jude 
Medical prostheses are doing well after 10 years but 
thromboembolism and anticoagulant-related hemorrhage 
are still the main concerns. 

I have a couple of questions, Dr. Baudet: You did not 
mention the method of follow-up of these patients. As you 
know, complications related to these particular valves are 
dependent on the anticoagulation level; however, the INR 
is the better method to describe the mean anticoagulation 
level, not PTR or prothrombin time ratio. Which method 
did you use? If you used the PTR, have you converted the 
PTR to INR? If you did, what is the recommended INR 
for the St. Jude Medical prosthesis, both in the mitral and 
in the aortic position? 

My second question has to do with stroke risk factors. 
Many of the emboli may not arise from the prosthesis 
itself, and stroke risk factors may play a significant role in 
this complication. Have you analyzed the embolic rate 
according to the stroke risk factors, for example, in the 
presence of atrial fibrillation and enlarged left atrium? If 
you did, have you seen more stroke or embolism in this 
particular subset than you reported? 

Dr. Baudet. Thank you, Dr. Arom, for your kind 
comments. To answer your first question concerning 
our anticoagulation management, since 1978 we have 
used an early anticoagulation protocol involving three 
steps: intermittent intravenous heparin injection is used 
from the sixth postoperative hour, relayed by subcuta- 
neous calcium heparin at the twenty-fourth hour. Oral 
anticoagulation is instituted 48 hours after the opera- 
tion, and subcutaneous calcium heparin is maintained 
until the target prothrombin time is 1.5 of the control 
value. In addition, if the fibrinogen level increases, 
which we consider to be a thrombogenic factor, we 
would use an NSAID for 3 to 5 days to normalize 
fibrinogen level. As far as long-term anticoagulation is 
concerned, we now follow Horstkotte's rules using the 
INR, with target INRs of 2.4 to 2.6 for patients with 
aortic prostheses, 2.4 to 2.8 for those with mitral 
prostheses who are in sinus rhythm and have a left atrial 
diameter smaller than 26 mm/m 2, and 2.7 to 3.1 for 
patients with mitral prostheses who are in atrial fibril- 
lation with a left atrial diameter larger than 30 mm/m 2. 

In response to your second question regarding the 
stroke risk factors, preoperatively 19% of patients were in 
atrial fibrillation. Among the 78 patients who had postop- 
erative thromboembolic complications, mainly neurologic 
deficits, only 19 also had atrial fibrillation. 


