Proceedings of the Nutrition Society (2001), 60, 161–170
© The Authors 2001

DOI: 10.1079/PNS200087

The Summer Meeting of the Nutrition Society was held at University College, Cork, Republic of Ireland on 27–30 June 2000

CAB
60Postgraduate
10© Nutrition
170
InternationalPNSProceedings
Society
SymposiumC.
2001 N. M.ofKelly
the Nutrition
et al.161Society0029-6651© Nutrition Society 2001 602

Postgraduate Symposium

Dietary monounsaturated fatty acids and haemostasis
Colette N. M. Kelly*, Ruth D. Smith and Christine M. Williams
Hugh Sinclair Unit of Human Nutrition, School of Food Biosciences, University of Reading, Reading RG6 6AP, UK
Dr Colette Kelly, present address British Nutrition Foundation, High Holborn House, 52–54 High Holborn, London WC1V 6RQ, UK, fax +44 (0) 20 7404 6747, email c.kelly@nutrition.org.uk

Diets high in monounsaturated fatty acids (MUFA) are increasingly being recommended as a
highly-effective cholesterol-lowering strategy in populations at risk of CHD. However, the need
for a re-appraisal of the benefits of diets rich in MUFA became apparent as a result of recent
studies showing that meals high in olive oil cause greater postprandial activation of blood
coagulation factor VII than meals rich in saturated fatty acids. The present review evaluates the
evidence for the effects of MUFA-rich diets on fasting and postprandial measurements of
haemostasis, and describes data from a recently-completed long-term controlled dietary
intervention study. The data show that a background diet high in MUFA has no adverse effect on
fasting haemostatic variables and decreases the postprandial activation of factor VII in response
to a standard fat-containing meal. Since the same study also showed a significant reduction in the
ex vivo activation of platelets in subjects on the high-MUFA diet, the overall findings suggest that
there is no reason for concern regarding adverse haemostatic consequences of high-MUFA diets.
Monounsatured fatty acids: Haemostasis: Factor VII: Platelet aggregation:
Saturated fatty acids

The haemostatic system has received considerable attention
in recent years, not least because the evidence suggests a
role for thrombotic events in the pathogenesis of cardiovascular disease. The demonstration of fibrin and platelet
components within atherosclerotic plaques (Pearson et al.
1997) supports the idea that subclinical coronary thrombi
contribute to the growth of the atheromatous plaque.
Associations between atherosclerosis and thrombosis in
patients with acute vascular occlusive events, e.g. acute
myocardial infarction and unstable angina, have also been
established (Fitzgerald & Barry, 1997). Furthermore,
elevated fibrinogen concentrations (Meade et al. 1986; Ernst
& Resch, 1993; Heinrich et al. 1994; Thompson et al. 1995;
Mann, 1997), factor VII (FVII) coagulant activity (FVIIc;
Meade et al. 1986; Heinrich et al. 1994; Ruddock & Meade,
1994; Junker et al. 1997), platelet aggregability (Meade
et al. 1985; Trip et al. 1990; Elwood et al. 1991) and
plasminogen-activator inhibitor-1 (PAI-1) levels (Hamsten
et al. 1987) have been shown to be positively associated
with CHD, although some of the these studies were
retrospective in design. Consequently, many investigators
have addressed whether these and other haemostatic factors
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are modifiable by dietary means. The aim of the present
review is to summarise the evidence for effects of monounsaturated fatty acids (MUFA) on platelet aggregation and
fibrinogen, and also on fasting and postprandial levels of
FVII. Their role in coagulation will be briefly described,
before discussing the specific studies that have investigated
the effects of MUFA on these variables.
Haemostasis
The haemostatic system is designed to maintain the integrity
of the vasculature. This system maintains blood in the fluid
state by controlling bleeding and playing a role in tissue
repair. Vascular patency depends on the balance of a
number of complex interrelated systems, i.e. the endothelium and its subjacent structures, the platelets, the
coagulation and fibrinolytic systems, their plasma
inhibitors, the deformation and flow characteristics of blood
within the circulation, and vascular tone (Wessler & Gitel,
1984). Although the following description of haemostasis
considers these events as separate entities, and therefore
they appear to occur sequentially, this is not the case. In fact,
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tissue damage activates both platelets and the coagulation
cascade simultaneously.
Platelet aggregation
Platelets are small cell fragments that are produced by the
disintegration of megakaryocytes, the large precursor cells
found in bone marrow (Babior & Stossel, 1990a). The
primary role of platelets is maintenance of haemostatic
integrity of the blood vessels and cessation of bleeding after
injury. Platelets circulate passively and do not adhere to
intact endothelium because of the non-thrombogenic
property of its surface coupled with its ability to produce
prostacyclin and heparin, both of which are anti-thrombotic
(Needleman et al. 1979). However, in response to vessel
wall injury or exposure to foreign surfaces platelets rapidly
undergo the process of adhesion, shape change, secretion
and aggregation. After adsorption to the damaged site
platelets release many of their cellular constituents into the
ambient blood, making available the contents of their alpha
and dense granules, as well as lipid mediators (e.g.
thromboxane A2), and pro-coagulant receptors on the
platelet surface. This process continues until the constricted
lumen of the small vessel is completely occluded by a loose
aggregate of platelets. This aggregate is transformed into a
more definite plug by the activation of the blood clotting
mechanism.

Coagulation cascade
The coagulation of plasma is triggered when blood comes
into contact with a pro-coagulant surface. In response, an
ordered series of proteolytic transformations follows, in
which the constituent zymogens of the coagulation pathway
are converted to active enzymes in a simple waterfall
sequence, as described by Davie & Ratnoff (1964) and
Macfarlane (1964). This process culminates in the
generation of thrombin, the enzyme that converts fibrinogen
to fibrin, as well as activating platelets. By convention, each
clotting factor or zymogen (inactive form of the protein
digestive enzymes) of the coagulation pathway is given a
roman numeral, and its activated form is denoted by ‘a’.
There are two major pathways by which prothrombin
(factor II) is converted to thrombin, the so-called intrinsic
and the extrinsic. For simplicity only the extrinsic pathway
will be discussed (Fig. 1), recognising that both pathways
interact with each other and converge at the level of factor X
activation. For an in-depth review of the coagulation
process, see Miller (1993), Babior & Stossel (1990b), Zur &
Nemerson (1987) and Prydz (1987).
The extrinsic pathway is activated when blood comes into
contact with cell membranes that contain a specific protein
termed tissue factor or thromboplastin. Tissue factor is
found in many types of tissue, although some (e.g. brain,
lung and placenta) display much greater specific activity
than others (e.g. kidney, spleen; Zur & Nemerson, 1987).

Fig. 1. A simple schematic representation of the extrinsic pathway of coagulation, illustrating the
involvement of platelets. The extrinsic pathway is activated when blood comes into contact with cell
membranes with exposed tissue factor (TF). Factor VII is activated (VIIa) in the presence of factors
XIIa, IXa, Xa and thrombin (where a denotes the enzyme product of the zymogen precursor protein).
The sequential proteolytic transformations are dependent on phospholipids and take place on cell
membrane surfaces provided by activated platelets, endothelial cells or leucocytes. Platelets are
attracted to many proteins in the vessel wall, including collagen. Once platelets are activated they
release many cellular constituents including fibrinogen. (],,) Factor X-converting complex and
prothrombin-converting complex respectively.
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When these cells are damaged their tissue factor is exposed
to FVII in the blood, and once the tissue factor–FVIIa
complex forms it can convert factor X to factor Xa
with considerable efficiency. Activated factor X associates
with factor V, plus Ca and phospholipid, to form the
prothrombin-converting complex that generates thrombin
from prothrombin. Like factor Xa, thrombin is a protease
that converts factors V and VIII into forms that are much
more potent than the native circulating factors. Thrombin
has numerous substrates in the biological milieu, including
fibrinogen, factor XIII and platelets, all of which are
involved in clot formation. It also converts plasminogen to
plasmin and activates protein C; components that are
involved in clot lysis.
Regulation of clotting and fibrinolysis
The elimination of activated clotting factors (by the liver)
and the destruction of the fibrin clot are two important
processes for maintenance of haemostasis. Tissue factor
pathway inhibitor, proposed to be the major regulator of the
initiating events of the blood coagulation system, forms a
quaternary complex with FVIIa, tissue factor and factor Xa
(Rao & Rapaport, 1987). Antithrombin-III, a circulating
protease inhibitor, most probably participates as a scavenger
because of its abundance in plasma. Its most important
targets are probably thrombin and factor Xa. In addition,
thrombin combines with endothelial-derived thrombomodulin, resulting in protein C activation which ultimately
limits thrombosis by destroying factors Va and VIIIa, and
initiating fibrinolysis.
Fibrinolysis is accomplished by the action of plasmin on
the fibrin clot. Plasminogen bound to the fibrin in the clot is
activated to plasmin by the action of tissue plasminogen
activator (t-PA) and urokinase. The activities of plasmin and
t-PA, which is secreted as a single-chain protein from
endothelial cells, are regulated by specific inhibitors, i.e.
alpha2-antiplasmin and PAI-1 respectively. The digestion of
a clot by plasmin results in fibrin-split products which are
themselves potent inhibitors of clotting.
Monounsaturated fatty acids
The Seven Countries Study (Keys et al. 1986) sparked
interest in the effects of diets rich in oleic acid-rich olive oil
on cardiovascular disease. Consequently there is now an
abundance of evidence that MUFA-rich diets are hypocholesterolaemic when substituted for saturated fatty acids
(SFA; Mensink & Katan, 1987, 1989; McDonald et al.
1989; Berry et al. 1991; Foley et al. 1992; Mata et al. 1992;
Sirtori et al. 1992; Wahrburg et al. 1992; Lichtenstein et al.
1993; Howard et al. 1995; Kris-Etherton et al. 1999;
Williams et al. 1999). However, much less information is
available concerning the effects of such dietary changes on
haemostasis.
Since the first demonstration of an effect of diet on FVIIc
(which reflects a combination of the plasma concentration
of FVIIa and the protein concentration (FVII antigen;
FVIIag)) in healthy individuals (Miller et al. 1986),
numerous studies have investigated whether quantity as well
as quality of dietary fat influences the activation of FVII.
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In summary, the data from studies that investigated
associations between dietary fat and concentrations of FVII
(Miller et al. 1989; Pekkanen et al. 1995), and those that
altered the habitual diets of volunteers (Miller et al. 1986;
Marckmann et al. 1990, 1992, 1993, 1994), indicate that an
increase in total fat results in a concomitant increase in
FVIIc concentration. This increase is predominately due to
an increase in the concentration of FVIIag. In comparison,
although exceptions have been found (Tholstrup et al.
1994), it is fair to remark that dietary fat composition
(quality) has little influence on fasting FVII concentrations
(for review, see Marckmann et al. 1998).
The observed relationship between total dietary fat and
FVIIc is apparent whether chronic (habitual) or acute (meal)
effects of diet are being investigated. However, the
mechanisms underlying acute and longer-term dietary
effects on FVIIc may differ. The current opinion therefore is
that when the habitual diet is high in fat the accompanying
increase in FVIIc is due, at least in part, to a rise in FVIIag.
In contrast, the transient increase seen in FVIIc after a fatrich meal is due entirely to a rise in the concentration of
FVIIa. This rise in FVII postprandially is positively
associated with plasma triacylglycerol (TAG) concentration
(Miller et al. 1989; Green et al. 1994; Humphries et al.
1994). This finding led to investigations into whether
dietary fat composition, which is known to influence postprandial TAG concentration, could influence the
postprandial rise in FVII activity.
Meals rich in MUFA were shown not to differ from meals
rich in polyunsaturated fatty acids (PUFA) or SFA with
regard to acute effects on postprandial plasma FVII (Freese
& Mutanen, 1995; Larsen et al. 1997; Roche & Gibney,
1997). Yet recent work describes more pronounced
responses of FVIIc to test meals rich in MUFA compared
with meals rich in SFA (Oakley et al. 1998). Similar observations were reported when fifty-two middle-aged men
with moderately-raised non-fasting TAG concentrations
were fed a high-palmitate meal or a high-oleate meal.
Despite leading to the same degree of postprandial lipaemia,
the high-palmitate meal did not lead to any postprandial
change in FVIIc, whereas FVIIc was significantly increased
6 h from fasting after the high-oleate meal (P < 0·05;
Sanders et al. 1999). Notably, FVIIa concentrations did
increase after the high-palmitate meal, although this
increase was half that seen after the high-oleate meal. Based
on these results, the benefits of diets rich in MUFA for those
individuals at risk of CHD was questioned. However, the
findings of Oakley et al. (1998) and Sanders et al. (1999) are
in contrast with more recent reports which demonstrate
lower levels of FVIIa when subjects consume background
diets that are high in MUFA (Roche et al. 1998; Larsen et al.
1999).
The potential influence of diets habitually rich in MUFA
on postprandial FVII was illustrated by the observation of
different postprandial patterns of FVIIc in a cross-cultural
study involving northern and southern European males.
Again no significant effect of test meal composition was
found (SFA v. MUFA), but FVIIc was significantly greater
8 h postprandially in northern Europeans than in southern
Europeans (P < 0·03; Zampelas et al. 1998). In turn, the
study by Roche et al. (1998) cited earlier demonstrated
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significantly lower postprandial FVIIa and FVIIag concentrations after approximately 40 % of the dietary SFA were
replaced with MUFA in an 8-week cross-over dietary
intervention study (P < 0·05 in both cases; Roche et al.
1998). The beneficial influence of MUFA-rich diets was
also evident when such diets were compared with diets rich
in PUFA (Larsen et al. 1999). Diets rich in olive oil,
rapeseed oil and sunflower oil were administered to
eighteen healthy young individuals for 3-week periods. The
olive oil diet was associated with lower non-fasting mean
and peak concentrations of FVIIa than was the sunflower oil
diet. Although not statistically significant, non-fasting mean
and peak concentrations of FVIIa also tended to be lower
after the olive oil diet than after the rapeseed oil diet. If
these findings are indeed an effect of a chronic MUFA diet,
then it could be suggested that the lower rate of IHD in
Mediterranean countries may result in part from the antithrombotic effects of MUFA-rich diets.
Effects of monounsaturated fatty acids on other
haemostatic indices
The data reporting changes in platelet aggregation in
response to changes in fat composition are equivocal. Sirtori
et al. (1986) reported significant decreases in aggregation in
response to collagen and arachidonic acid when olive oil
diets containing 17·5 % energy as MUFA were administered
for 8 weeks (P < 0·05 in both cases). In contrast, McDonald
et al. (1989), Freese et al. (1994) and Vicario et al. (1998)
found no significant change in aggregation when the MUFA
content of the diets was increased. However, Mutanen et al.
(1992) and Turpeinen et al. (1998) found that oleic acid- and
linoleic acid-rich diets enhanced ADP-induced and
collagen-induced aggregation respectively when compared
with diets rich in SFA. Notably, the authors of studies
investigating the effects of fatty acids on platelet function
recognise that the predictive value of ex vivo platelet
aggregation or thromboxane production is uncertain, and
can partly explain discrepancy between laboratories.
The data illustrating effects of dietary fat content or
composition on fibrinogen status are more consistent, and
although the majority of studies have focused on fish oil
supplementation it appears futile to reduce or change fat
composition in an attempt to improve fibrinogen status
(British Nutrition Foundation, 1992). PAI-1 activity levels
were reported to be lower after MUFA-rich diets than after
the comparative diet (Lopez-Segura et al. 1996; Avellone
et al. 1998; Temme et al. 1999). In the study of LopezSegura et al. (1996) a significant decrease in PAI-1 antigen
levels (P < 0·04) was also demonstrated. However, recent
work by Tholstrup et al. (1999) indicates no benefit from
MUFA-rich diets on t-PA activity or PAI-1 antigen levels.
Clearly there is discrepancy in the data in terms of the
influence of MUFA on FVII, platelet aggregation and
fibrinolytic variables. In an attempt to clarify some of the
confusion we investigated the effects of substituting dietary
SFA with MUFA in student volunteers living in a University
Hall of Residence. The effects of consumption of these diets
for a period of 16 weeks were determined by measurement
of a range of fasting and postprandial thrombogenic risk

indicators. Atherogenic risk indicators were also measured
and have been reported previously (Smith et al. 2001).
Methods
Study design
The study had a randomised single-blind parallel design.
Fifty-one student volunteers living in a fully catered Hall of
Residence at the University of Reading took part. The Ethics
and Research Committee, University of Reading, approved
the protocol and all students gave informed consent before
taking part. All subjects consumed a reference (SFA) diet
(% dietary energy; 37 total fat, 15·6 SFA, 11·8 cis-MUFA,
5·8 cis-PUFA, 0·7 trans-fatty acids) for 8 weeks followed by
a MUFA-enriched diet for a further 16 weeks, the aim of
which was to replace 24 % of dietary SFA with cis-MUFA,
while keeping total fat, PUFA and trans-fatty acids
consistent between the two diets.
The design and implementation of the intervention diets
has been described in detail previously (Kelly et al. 2000;
Nydahl et al. 2000). Differences in the composition of the
intervention diets were achieved by altering the fats used in
food preparation in the Hall kitchen, and by providing
the volunteers with specially-manufactured spreads
(manufactured by Van den Bergh Oils, Purfleet, Surrey,
UK) and snack foods (manufactured by United Biscuits Ltd,
High Wycombe, Bucks., UK and at the School of Food
Biosciences, University of Reading). Students were required
to eat the majority of their meals in the Hall dining room
during the study and to substitute their habitual spreads and
snacks for those provided by the investigators.
Dietary assessment and compliance
Students were requested to complete a 4 d diet diary during
week 6 of the reference diet (SFA) and week 12 of the
MUFA diet. Typical portion sizes were determined by the
investigators. These diaries were analysed using Foodbase
nutrition database (Institute of Brain Chemistry and Human
Nutrition, 1993) which had been modified previously to
include manufactured foods and recipes used in the Hall
kitchen and the composition of the fats and foods designed
specifically for the study. Compliance to the diets was also
assessed by measurement of plasma phospholipid-fatty acid
composition (Fielding et al. 1996).
Anthropometric and biochemical measurements
Subjects were weighed once every 14 d by the investigators.
Subjects were instructed not to engage in any vigorous
physical activity and to avoid alcohol for 24 h before blood
sampling. They were provided with a standard low-fat meal
on the evening before venepuncture and before postprandial
investigations. Fasting (12 h) blood samples were collected
from all subjects at the end of the reference diet, and at
8 weeks and the end of the MUFA diet.
Fasting venous blood samples were taken using an
evacuated blood tube collection system with minimum
venostasis, using a standardised protocol. Blood for
lipid and glucose analyses were collected into lithium
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heparin-containing tubes and plasma aliquots were stored at
−20°C. At the end of the study concentrations of plasma
TAG, total cholesterol and glucose were analysed on a
Monarch automated analyzer (Instrumentation Laboratories
Ltd, Warrington, Cheshire, UK) using commercial test
kits. Blood for haemostatic analysis was collected into two
4·5 ml sodium citrate (0·105 M)-, one 2 ml acid citrateand one 4·5 ml K3 EDTA-containing Vacutainer tubes.
All haemostatic assays were carried out on samples stored
at −70°C at the Wolfson Coagulation Laboratory (MRC
Epidemiology and Medical Care Unit, London, UK).
FVIIc was measured by a one-stage semi-automated
bioassay using rabbit-brain thromboplastin (Diagen, Thame,
Oxon, UK) and a FVII-deficient substrate plasma prepared
as described elsewhere (Miller et al. 1994). The inter-assay
CV was 3·2 %. t-PA activity was determined by a
chromogenic assay (Chromogenix Coatest PAI; Quadratech
Diagnostics Ltd, Epsom, Surrey, UK). FVIIag was
determined by using an ELISA with specific rabbit antihuman factor VII antibody (Asserachrom VII:Ag;
Diagnostica Stago, Boite Postal 226, 92602 Asnières Cedex,
France). The inter-assay CV was 8·3 %. Fibrinogen was
measured by a thrombin-clotting method, based on that of
Clauss (1957), using a standard plasma (Immuno, Vienna,
Austria). The inter-assay CV was 2·93 %. Fresh wholeblood samples, collected from twenty-nine volunteers at
each time point, were used for platelet aggregation analyses.
Using the impedance technique (Cardinal & Flower, 1980),
a whole-blood Chrono-Log aggregometer (Labmedics Ltd,
Stockport, Cheshire, UK) was used to measure aggregation
in response to ADP (10 µmol/l, final concentration),
collagen (4 µg/ml, final concentration) and arachidonic acid
(1·0 mmol/l, final concentration). Reagents were supplied
by Labmedics Ltd, except collagen which was obtained
from Bio-Stat Ltd, Hazel Grove, Cheshire, UK. Haemostatic
and aggregation analyses were carried out in duplicate.
Postprandial investigations
Twenty-five of the fifty-one students participated in postprandial investigations which took place at the Human
Investigation Unit at the School of Food Biosciences,
University of Reading, at the end of the SFA (weeks 5–8)
dietary period and at the end of the MUFA-enriched dietary
period (weeks 13–15). After two baseline blood samples
were drawn, subjects were requested to consume the test
meal which provided 45 g fat, 93 g carbohydrate and 33 g
protein, with total energy 3720 kJ. Blood was drawn at
hourly intervals throughout the day and at 30, 90 and
150 min after consumption of the test meal.
Plasma samples collected into lithium heparin-containing
vessels were subsequently analysed for plasma TAG, nonesterified fatty acids and glucose concentrations using a
Monarch automated analyzer (Instrumentation Laboratories
Ltd) using commercial test kits. Plasma samples collected
into sodium citrate-containing vessels at 0 (× 2), 2, 4, 6 and
8 h postprandially were stored at −70°C for analyses of
FVIIc and FVIIag as described earlier. FVIIa was also
measured at each time point according to the bioassay
method described by Morrissey et al. (1993), which is a
clotting assay employing a synthetic tissue factor reagent
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which binds selectively to FVIIa. The inter-assay CV was
13·64 %.
Statistics
Results shown in the figures are expressed as means with
their standard errors. Statistical analysis was performed
using SPSS (version 9.0; SPSS, Chicago, IL, USA). Data
were checked for normality, and log transformation was
performed where necessary. Dietary data were compared
using paired t tests. Repeated-measures ANOVA
investigated changes in each fasting variable within the
group and in the postprandial response for the analytes
measured. Statistically significant changes were
subsequently followed up by paired analysis of the different
time points. The postprandial data were also expressed in
summary form (i.e. area under the curve (AUC),
incremental AUC, postprandial increase (difference
between fasting and postprandial peak), peak and mean
concentrations), and compared using paired t tests. A value
of P < 0·05 was accepted as statistically significant.
Results
A brief synopsis of some of the pertinent findings relevant to
the present review will be presented.
The dietary intervention largely achieved the target fatty
acid composition of the reference diet, with the group as a
whole reporting intakes (% dietary energy) of 14·9 (SD 2·1)
SFA and 12·2 (SD 1·7) cis-MUFA compared with targets of
15·6 SFA and 11·8 cis-MUFA. The dietary intervention was
successful in that it achieved a significant increase in the
reported intake of cis-MUFA (P < 0·001) with a corresponding reduction in SFA (P < 0·001), without altering
energy, total fat, cis-PUFA or trans-fatty acid intakes.
During the MUFA dietary phase the subjects reported
intakes (% dietary energy) of 11·0 (SD 2·1) SFA and 15·8
(SD 2·3) cis-MUFA compared with the target mean intakes
of 11·8 SFA and 15·6 cis-MUFA.
Plasma phospholipid-SFA composition was significantly
lower at the end of the MUFA-diet period compared with
that at the end of the reference-diet period (P < 0·02), while
plasma phospholipid-MUFA content was significantly
greater (P < 0·01). There was no significant change in
plasma phospholipid-PUFA composition as a result of the
intervention.
Plasma total cholesterol, LDL-cholesterol and HDLcholesterol concentrations were significantly lower at the
end of the MUFA-diet period than at the end of the
reference-diet period (P < 0·001, P < 0·01 and P < 0·001
respectively). No significant changes in plasma TAG were
observed (RD Smith, CNM Kelly, BA Fielding, D Hauton,
KDRR Silva, MC Nydahl, GJ Miller and CM Williams,
unpublished results).
At week 8 of the MUFA diet there were significant
reductions in whole-blood aggregation in response to ADP,
collagen and arachidonic acid (P < 0·001, P < 0·01 and
P < 0·01 respectively), but the reductions were maintained
by week 16 in response to ADP only (P < 0·05; see Fig. 2).
Details of these findings have been reported previously
(Kelly et al. 2001). Fasting levels of FVIIag,
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Fig. 2. Changes in whole-blood platelet aggregation in response to
ADP (10 µM), collagen (4 µg/ml) and arachidonic acid (AA; 1 mmol/l)
after 8 weeks (]) and 16 weeks (,) of dietary monounsaturated fatty acids intervention. Values are means with their standard errors
represented by vertical bars for twenty-nine subjects. For details of
subjects and procedures, see p. 165. Mean values were significantly
reduced by dietary monounsaturated fatty acid intervention:
*P < 0·05, **P < 0·01, ***P < 0·001.

FVIIc, fibrinogen and t-PA activity remained unchanged
after 8 and 16 weeks of the MUFA intervention (data not
shown).
The lipaemic responses of the volunteers were evaluated
using TAG measurements in plasma. No significant differences were observed between the reference- and MUFAdiet periods (meal × time), with no difference observed in
peak TAG concentration or in the time to reach peak
concentration between dietary treatments (KDRR Silva,
CNM Kelly, AE Jones, RD Smith, SA Wootton, GJ Miller
and CM Williams, unpublished results).
Plasma FVIIc increased significantly during postprandial
lipaemia after the reference diet (P < 0·05) but not after the
MUFA-diet intervention. There was no difference in fasting
FVIIc between the two diets, but the mean postprandial
FVIIc after the MUFA intervention was significantly less
than that after the reference (SFA) diet (P = 0·033). The
MUFA diet was associated with a lower postprandial peak
FVIIc than the reference diet; differences between values
approached significance (P = 0·072). Differences in FVIIc
AUC values on the MUFA diet (48542 (SD 11966) %·min)
compared with the reference diet (46064 (SD 11462) %·min)
were shown to be statistically significant (P = 0·05).
The difference in incremental AUC values approached
significance (P = 0·09).
Fig. 3 illustrates that FVIIa was significantly increased in
response to the 45 g fat loads administered at the end of the
reference (P < 0·001) and MUFA (P < 0·001) dietary intervention periods. There was no influence of background diet
on the pattern of FVII activation and no significant
difference in AUC or incremental AUC values after the
reference diet compared with after the MUFA diet.
However, although there was no difference in fasting FVIIa
concentrations on either postprandial study day, the post-

Fig. 3. Postprandial responses in activated blood coagulation factor
VII (FVIIa) following a standard test meal after an 8-week reference
(saturated fatty acid) diet period (ufu) and after a 16-week
monounsaturated fatty acid-rich diet period (n---n). Values are
means with their standard errors represented by vertical bars for
twenty-five subjects. For details of subjects and procedures, see
pp. 164–165.

prandial peak concentration achieved after the MUFA diet
(122 (SD 13) mU/ml) was less than that after the reference
diet (142 (SD 16) mU/ml; P = 0·065). Moreover, the postprandial increase (difference between fasting and peak
values) in FVIIa after the MUFA intervention (52 (SD 10)
mU/ml) was significantly less marked than that after the
reference diet (68 (SD 13) mU/ml; P = 0·048).
There was no difference in the postprandial response of
FVIIag after both dietary periods. Values decreased until 4 h
after the test meal and returned to approximately baseline
concentrations by 8 h (data not shown).
Discussion
The call for re-appraisal of diets rich in MUFA was based on
concern about the possible pro-thrombotic effects suggested
by a number of acute test-meal studies using relatively large
fat loads (Oakley et al. 1998; Sanders et al. 1999). In an
attempt to clarify the long-term effects of diets rich in
MUFA on haemostasis, a range of variables was included in
the intervention described in the present report. The results
from the present study show less postprandial activation
of FVII as well as beneficial changes in whole-blood
aggregation following a high-MUFA diet. These findings,
as well as the recent work of Roche et al. (1998) and Larsen
et al. (1999), demonstrate potentially-beneficial effects on
haemostasis of diets habitually rich in MUFA. In particular,
the data demonstrate that the tendency of fat-rich meals to
be pro-thrombotic may be reduced if background diets rich
in MUFA are consumed.
The present study appears to be the first to report platelet
responses after a 16-week MUFA intervention period.
Although the effects observed on whole-blood platelet
aggregation are not large, they may be important when
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translated to whole-population shifts in SFA and MUFA
intakes. The mechanisms underlying the changes in platelet
aggregation are not clear. It can only be speculated that the
effects observed were due to changes in membrane microviscosity, as a result of which the activity, and/or efficiency
of receptors and enzymes, were modulated. This effect may
be in addition to, or independent from, any subsequent
stimulation of the eicosanoid system.
The current study also adds to existing knowledge, based
largely on short-term studies, that suggests that dietary
changes involving the substitution of SFA with MUFA do
not evoke an effect on fasting FVIIc, FVIIag, fibrinogen
concentration or t-PA activity.
The mechanism underlying the postprandial activation of
FVII is not completely understood, making it difficult to
explain why the MUFA-rich diet resulted in less activation
in comparison with the reference (SFA) diet. In the present
study no differences between dietary treatments in the
pattern of response in plasma TAG levels (which are
considered to be a primary determinant of postprandial
FVIIa concentrations) were evident. However, one possible
explanation could be the difference in the size of the
chylomicrons and chylomicron remnants produced, and the
subsequent hydrolysis of these particles after each dietary
treatment. The AUC, incremental AUC, peak and fasting
concentrations of apolipoprotein B-48 were significantly
lower (P < 0·001, P < 0·0001, P < 0·0001 and P < 0·0001
respectively) when subjects followed the MUFA diet
compared with the reference diet (KDRR Silva, CNM
Kelly, AE Jones, RD Smith, SA Wootton, GJ Miller and
CM Williams, unpublished results), yet the retinyl ester
responses were similar for both diets. Hence, the MUFA diet
may have led to the production of smaller numbers of larger
chylomicrons. The size of the chylomicrons may influence
the ability of TAG-rich lipoproteins to promote the cleavage
of the inactive single-chain zymogen of FVII to FVIIa. A
simple hypothesis may be that larger particles provide less
contact sites for activation of FVII. Studies suggest that
lipaemia is necessary, but not sufficient, for activation of
FVII; e.g. patients with familial complete lipoprotein lipase
deficiency do not have increased FVIIc or FVIIag despite
their massive hypertriacylglycerolaemia (Mitropoulos et al.
1992). Hence, in this present study the size of the chylomicrons may have affected the specificity of these particles for
the lipolytic enzymes, lipoprotein lipase and hepatic lipase,
and the generation of non-esterified fatty acids thought to
provide the negative surface necessary to activate the
contact system. The involvement of factor IX in FVII activation (Miller et al. 1996) emphasizes the need for studies
of the contact system (factor XII, factor XI, prekallikrein
and high-molecular-weight kininogen) in relation to diets
differing in fat composition, because factor XIa activates
factor IX.
Conclusions
In conclusion, the present study confirmed that MUFA-rich
diets attenuate postprandial activation of FVII. This finding
is in contrast to some acute test-meal studies that have
suggested that MUFA-rich diets could have adverse
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consequences for haemostasis. Although studies investigating acute test-meal effects are important in understanding
the mechanisms driving FVII activation, they should not be
extrapolated to explain the putative effects of habitual diets
that differ in fat composition. If coronary events are
preceded for months or years by changes in haemostatic
variables, an expedient means of ameliorating these changes
in the long term is essential. The substitution of SFA for
MUFA, without changing habitual total fat intake, may be
considered an effective strategy in preventing ageassociated increases in risk factors in younger age-groups.
Acknowledgements
The dietary intervention study described in this paper was
funded by a grant from the Ministry of Agriculture,
Fisheries and Food (now the Food Standards Agency). The
authors acknowledge the contribution of Van den Bergh
Foods Ltd, Purfleet, Surrey, UK in providing the experimental fats, and United Biscuits Ltd, High Wycombe,
Bucks., UK for manufacturing the snack foods. They also
wish to thank Dr Renuka Silva for his technical expertise in
the laboratory, Professor George Miller for his supervision
and the staff and students of St George’s Hall of Residence,
University of Reading, Reading, UK, for their invaluable
help and cooperation with the study.
References
Avellone G, Di Garbo V, Cordova R, Scaffidi L & Bompiani GD
(1998) Effects of Mediterranean diet on lipid, coagulative and
fibrinolytic parameters in two randomly selected population
samples in Western Sicily. Nutrition Metabolism and Cardiovascular Disease 8, 287–296.
Babior BM & Stossel TP (editors) (1990a) Platelets. In
Hematology: A Pathophysiological Approach, pp. 203–220.
New York: Churchill Livingston.
Babior BM & Stossel TP (editors) (1990b) The coagulation cascade
and its regulation: Congenital and acquired clotting factor
disorders. In Hematology: A Pathophysiological Approach,
pp. 181–201. New York: Churchill Livingston.
Berry EM, Eisenberg S, Haratz D, Friedlander Y, Norman Y,
Kaufmann NA & Stein Y (1991) Effects of diets rich in monounsaturated fatty acids on plasma lipoproteins – the Jerusalem
Nutrition Study: high MUFAs vs high PUFAs. American Journal
of Clinical Nutrition 53, 899–907.
British Nutrition Foundation (1992) Unsaturated fatty acids,
thrombogenesis and fibrinolysis. Unsaturated Fatty Acids:
Nutritional and Physiological Significance. The Report of the
British Nutrition Foundation’s Task force, pp. 92–113. London:
Chapman and Hall.
Cardinal DC & Flower RJ (1980) The electronic aggregometer: A
novel device for assessing platelet behavior in blood. Journal of
Pharmacological Methods 3, 135–158.
Clauss A (1957) Gerinnungsphysiologische Schnellmethode zur
Bestimmung des Fibrinogens (Coagulation physiological fast
method for determination of fibrinogens). Acta Haematologica
17, 237–246.
Davie EW & Ratnoff OD (1964) Waterfall sequence for intrinsic
blood clotting. Science 145, 1310–1312.
Elwood PC, Renaud S & Sharp DS (1991) Ischaemic heart disease
and platelet aggregation. The Caerphilly Collaborative Heart
Disease Study. Circulation 83, 38–44.

Downloaded from https://www.cambridge.org/core. IP address: 3.238.118.78, on 14 Apr 2021 at 21:02:25, subject to the Cambridge Core terms of use, available at
https://www.cambridge.org/core/terms. https://doi.org/10.1079/PNS200087

168

C. N. M. Kelly et al.

Ernst E & Resch KL (1993) Fibrinogen as a cardiovascular risk
factor: a meta-analysis and review of the literature. Annals of
Internal Medicine 118, 956–963.
Fielding BA, Callow J, Owen RM, Samra JS, Matthews DR &
Frayn KN (1996) Postprandial lipemia: the origin of an early
peak studied by specific dietary fatty acid intake during
sequential meals. American Journal of Clinical Nutrition 63,
36–41.
Fitzgerald GA & Barry P (1997) Dietary factors in thrombosis and
hemostasis: summary and conclusions. American Journal of
Clinical Nutrition 65, 1699S–1701S.
Foley M, Ball M, Chisholm A, Duncan A, Spears G & Mann J
(1992) Should mono- or polyunsaturated fats replace saturated
fat in the diet? European Journal of Clinical Nutrition 46,
429–436.
Freese R & Mutanen M (1995) Postprandial changes in platelet
function and coagulation factors after high-fat meals with
different fatty acid compositions. European Journal of Clinical
Nutrition 49, 658–664.
Freese R, Mutanen M, Valsta LM & Salminen I (1994) Comparison
of the effects of two diets rich in monounsaturated fatty acids
differing in their linoleic/α-linolenic acid ratio on platelet
aggregation. Thrombosis and Haemostasis 71, 73–77.
Green D, Ruth K, Folsom A & Liu K (1994) Haemostatic factors in
the coronary artery risk development in young adults (CARDIA)
study. Arteriosclerosis and Thrombosis 14, 686–693.
Hamsten A, Wallidius G, Szamos A, Blomback M, de Faire U,
Dahlen G, Landou C & Wiman B (1987) Plasminogen activator
inhibitor in plasma: risk factor for recurrent myocardial
infarction. Lancet ii, 3–8.
Heinrich J, Balleisen L, Schulte H, Assman G & van de Loo J
(1994) Fibrinogen and factor VII in the prediction of coronary
risk: Results from the PROCAM study. Arteriosclerosis and
Thrombosis 14, 54–59.
Howard BV, Hannah JS, Heiser CC, Jablonski KA, Paidi MC,
Alarif L, Robbins DC & Howard WJ (1995) Polyunsaturated
fatty acids results in greater cholesterol lowering and less
triacylglycerol elevation than do monounsaturated fatty acids in
a dose-response comparison in a multiracial study group.
American Journal of Clinical Nutrition 62, 392–402.
Humphries SE, Lane A, Green FR, Cooper J & Miller GJ (1994)
Factor VII coagulant activity and antigen levels in healthy men
are determined by interaction between factor VII genotype and
plasma triglyceride concentration. Arteriosclerosis and
Thrombosis 14, 193–198.
Institute of Brain Chemistry and Human Nutrition (1993)
Foodbase. London: Institute of Brain Chemistry and Human
Nutrition.
Junker R, Heinrich J, Schulte H, van de Loo J & Assmann G (1997)
Coagulation factor VII and the risk of coronary heart disease in
healthy men. Arteriosclerosis Thrombosis and Vascular Biology
17, 1539–1544.
Kelly CNM, Smith RD, Nydahl MC & Williams CM (2000) Use of
habitual diet records to estimate the fats required to achieve
target fatty acid intakes in an intervention study of subjects living
in a residential setting. Proceedings of the Nutrition Society 59,
26A.
Kelly CNM, Smith RD, Silva KDRR, Nydahl MC & Williams CM
(2001) Effects of substituting dietary saturated fatty acids with
monounsaturated fatty acids on whole blood platelet aggregation
in young healthy volunteers. Proceedings of the Nutrition Society
60 (In the Press).
Keys A, Menotti A, Karvonen MJ, Aravanis C, Blackburn H,
Buzina R, Djordjevic BS, Dontas AS, Fidanza F, Keys MH,
Kromhout D, Nedeljkovic S, Punsar S, Seccareccia F & Toshima
H (1986) The diet and 15-year death rate in the Seven Countries
Study. American Journal of Epidemiology 124, 903–915.

Kris-Etherton P, Pearson TA, Wan Y, Hargrove RL, Moriarty K,
Fishell V & Etherton TD (1999) High-monounsaturated fatty
acid diets lower both plasma cholesterol and triacyglycerol
concentrations. American Journal of Clinical Nutrition 70,
1009–1015.
Larsen LF, Bladbjerg E-M, Jespersen J & Marckmann P (1997)
Effects of dietary fat quality and quantity on postprandial
activation of blood coagulation factor VII. Arteriosclerosis
Thrombosis and Vascular Biology 17, 2904–2909.
Larsen LF, Jespersen J & Marckmann P (1999) Are olive oil diets
antithrombotic? Diets enriched with olive, rapeseed or sunflower
oil affect postprandial factor VII differently. American Journal
of Clinical Nutrition 70, 976–982.
Lichtenstein AH, Ausman LM, Carrasco W, Jenner JL, Gualtieri
LJ, Goldin BR, Ordovas JM & Schaefer EJ (1993) Effects of
canola, corn and olive oils on fasting and postprandial plasma
lipoproteins in humans as part of a national cholesterol education
program step 2 diet. Arteriosclerosis and Thrombosis 13,
1533–1542.
Lopez-Segura F, Velasco F, Lopez-Miranda J, Castro P, LopezPedrera R, Blanco A, Jimenez-Pereperez J, Torres A, Trujillo J,
Ordovas JM & Perez-Jimenez F (1996) Monounsaturated fatty
acid-enriched diet decreases plasma plasminogen activator
inhibitor type 1. Arteriosclerosis Thrombosis and Vascular
Biology 16, 82–88.
McDonald BE, Gerrard JM, Bruce VM & Corner EJ (1989)
Comparison of the effect of canola oil and sunflower oil on
plasma lipids and lipoproteins and on in vivo thromboxane A2
and prostacyclin production in healthy young men. American
Journal of Clinical Nutrition 50, 1382–1388.
Macfarlane RG (1964) An enzyme cascade in the blood clotting
mechanism, and its function as a biochemical amplifier. Nature
202, 498–499.
Mann KG (1997) Thrombosis: theoretical considerations.
American Journal of Clinical Nutrition 65, 1657S–1664S.
Marckmann P, Bladbjerg EM & Jespersen J (1998) Diet and blood
coagulation factor VII – a key protein in arterial thrombosis.
European Journal of Clinical Nutrition 52, 75–84.
Marckmann P, Sandstrom B & Jespersen J (1990) Effects of total
fat content and fatty acid composition in diet on factor VII
coagulant activity and blood lipids. Atherosclerosis 80, 227–233.
Marckmann P, Sandstrom B & Jespersen J (1992) Fasting blood
coagulation and fibrinolysis of young healthy adults unchanged
by reduction in dietary fat content. Arteriosclerosis and
Thrombosis 12, 201–205.
Marckmann P, Sandstrom B & Jespersen J (1993) Favorable longterm effect of a low-fat/high-fibre diet on human blood
coagulation and fibrinolysis. Arteriosclerosis and Thrombosis
13, 505–511.
Marckmann P, Sandstrom B & Jespersen J (1994) Low-fat, highfiber diet favorably affects several independent risk markers of
ischemic heart disease: observations on blood lipids, coagulation
and fibrinolysis from a trial of middle-aged Danes. American
Journal of Clinical Nutrition 59, 935–939.
Mata P, Garrido JA, Ordovas JM, Blazquez E, Alvarez-Sala LA,
Rubio MJ, Alonso R & de Oya M (1992) Effect of dietary
monounsaturated fatty acids on plasma lipoproteins and
apolipoproteins in women. American Journal of Clinical
Nutrition 56, 77–83.
Meade TW, Brozovic M, Chakrabarti RP, Haines AP, Imeson JD,
Mellows S, Miller GJ, North WRS, Stirling Y & Thompson SG
(1986) Haemostatic function and ischaemic heart disease:
Principal results of the Northwick Park Heart Study. Lancet ii,
533–537.
Meade TW, Vickers MV, Thompson SG, Stirling Y, Haines AP &
Miller GJ (1985) Epidemiological characteristics of platelet
aggregability. British Medical Journal 290, 428–432.

Downloaded from https://www.cambridge.org/core. IP address: 3.238.118.78, on 14 Apr 2021 at 21:02:25, subject to the Cambridge Core terms of use, available at
https://www.cambridge.org/core/terms. https://doi.org/10.1079/PNS200087

Postgraduate Symposium
Mensink RP & Katan MB (1989) Effect of a diet enriched with
monounsaturated or polyunsaturated fatty acids on levels of lowdensity and high-density lipoprotein cholesterol in healthy
women and men. New England Journal of Medicine 321,
436–441.
Mensink RP & Katan MB (1987) Effect of monounsaturated fatty
acids versus complex carbohydrates on high-density lipoproteins
in healthy men and women. Lancet i, 122–125.
Miller GJ (1993) Hyperlipidaemia and hypercoagulability.
Progress in Lipid Research 32, 61–69.
Miller GJ, Cruickshank JK, Ellis LJ, Thompson RL, Wilkes HC,
Stirling Y, Mitropoulos KA, Allison JV, Fox TE & Walker AO
(1989) Fat consumption and factor VII coagulant activity in
middle-aged men. An association between a dietary and
thrombogenic coronary risk factor. Atherosclerosis 78, 19–24.
Miller GJ, Martin JC, Mitropoulos KA, Esnouf MP, Cooper JA,
Morrissey JH, Howarth DJ & Tuddenham EGD (1996)
Activation of factor VII during alimentary lipemia occurs in
healthy adults and patients with congenital factor XII or factor XI
deficiency, but not in patients with factor IX deficiency. Blood
87, 4187–4196.
Miller GJ, Martin JC, Webster J, Wilkes H, Miller NE, Wilkinson
WH & Meade TW (1986) Association between dietary fat intake
and plasma factor VII coagulant activity – A predictor of cardiovascular mortality. Atherosclerosis 60, 269–277.
Miller GJ, Stirling Y, Esnouf AP, Heinrich J, van de Loo J, Kienast
J, Wu KK, Morrissey JH, Meade TW, Martin JC, Imeson JD,
Cooper JA & Finch A (1994) Factor VII-deficient substrate
plasmas depleted of protein C raise the sensitivity of the factor
VII bio-assay to activated factor VII: an international study.
Thrombosis and Haemostasis 71, 38–48.
Mitropoulos KA, Miller GJ, Watts GF & Durrington PN (1992)
Lipolysis of triglyceride-rich lipoproteins activates coagulant
factor XII: a study in familial lipoprotein-lipase deficiency.
Atherosclerosis 95, 119–125.
Morrissey JH, Macik BG, Neuenschwander PF & Comp PC (1993)
Quantitation of activated factor VII levels in plasma using a
tissue factor mutant selectively deficient in promoting factor VII
activation. Blood 81, 734–744.
Mutanen M, Freese R, Valsta LM, Ahola I & Ahlström A (1992)
Rapeseed oil and sunflower oil diets enhance platelet in vitro
aggregation and thromboxane production in healthy men when
compared with milk fat or habitual diets. Thrombosis and
Haemostasis 67, 352–356.
Needleman P, Wyche A & Rat A (1979) Platelets and blood vessel
arachidonate metabolism interactions. Journal of Clinical
Investigation 63, 345–349.
Nydahl MC, Smith RD, Kelly CNM & Williams CM (2000)
Detailed analysis of fat sources in diets eaten in a residential hall:
basis for planning a dietary intervention. Proceedings of the
Nutrition Society 59, 29A.
Oakley FR, Sanders TAB & Miller GJ (1998) Postprandial effects
of an oleic acid-rich oil compared with butter on clotting factor
VII and fibrinolysis in healthy men. American Journal of
Clinical Nutrition 68, 1202–1207.
Pearson TA, LaCava J & Weil HFC (1997) Epidemiology of
thrombotic-hemostatic factors and their associations with
cardiovascular disease. American Journal of Clinical Nutrition
65, 1764S–1782S.
Pekkanen J, Mutanen M, Räsänen L, Rauramaa R & Nissinen A
(1995) Association of factor VIIc activity with dietary fat and
blood lipids among elderly men – Finnish cohorts of the Seven
Countries Study. Nutrition Metabolism and Cardiovascular
Disease 5, 149–154.
Prydz H (1987) Triggering of the extrinsic blood coagulation
system. In Blood Coagulation and Haemostasis, pp. 1–21 [JA
Thomson, editor]. London: Churchill Livingstone.

169

Rao LVM & Rapaport SI (1987) Studies of a mechanism inhibiting
the initiation of the extrinsic pathway of coagulation. Blood 69,
645–651.
Roche HM & Gibney M (1997) Postprandial coagulation factor VII
activity: the effect of monounsaturated fatty acids. British
Journal of Nutrition 77, 537–549.
Roche HM, Zampelas A, Knapper JME, Webb D, Brooks C,
Jackson KG, Wright JW, Gould BJ, Kafatos A, Gibney MJ &
Williams CM (1998) Effect of long-term olive oil dietary
intervention on postprandial triacylglycerol and factor VII
metabolism. American Journal of Clinical Nutrition 68, 552–560.
Ruddock V & Meade TW (1994) Factor VII activity and ischaemic
heart disease: fatal and non-fatal events. Quarterly Journal of
Medicine 87, 403–406.
Sanders TAB, de Grassi T, Miller GJ & Humphries SE (1999)
Dietary oleic and palmitic acids and postprandial factor VII in
middle-aged men heterozygous and homozygous for factor VII
R353Q polymorphism. American Journal of Clinical Nutrition
69, 220–225.
Sirtori CR, Gatti E, Tremoli E, Galli C, Gianfranceschi G,
Franceschini G, Colli S, Maderna P, Marangoni F, Perego P &
Stragliotto E (1992) Olive oil, corn oil, and n-3 fatty acids
differently affect lipids, lipoproteins, platelets, and superoxide
formation in type II hypercholesterolemia. American Journal of
Clinical Nutrition 56, 113–122.
Sirtori CR, Tremoli E, Gatti E, Montanari G, Sirtori M, Colli S,
Gianfranceschi G, Maderna P, Dentone CZ, Testolin G & Galli
C (1986) Controlled evaluation of fat intake in the Mediterranean
diet: comparative activities of olive oil and corn oil on plasma
lipids and platelets in high-risk patients. American Journal of
Clinical Nutrition 44, 635–642.
Smith RD, Kelly CNM, Silva KDRR, Nydahl MC & Williams CM
(2001) Effects of substituting dietary saturated fatty acids with
monounsaturated fatty acids on blood lipids in young healthy
volunteers. Proceedings of the Nutrition Society 60 (In the
Press).
Temme EHM, Mensink RP & Hornstra G (1999) Effects of diets
enriched in lauric, palmitic or oleic acids on blood coagulation
and fibrinolysis. Thrombosis and Haemostasis 81, 259–263.
Tholstrup T, Marckmann P, Hermansen J, Hølmer G & Sandström
(1999) Effect of modified dairy fat on fasting and postprandial
haemostatic variables in healthy young men. British Journal of
Nutrition 82, 105–113.
Tholstrup T, Marckmann P, Jespersen J & Sandström B (1994) A
fat high in stearic acid favorably affects blood lipids and factor
VII coagulant activity in comparison to fats high in palmitic acid
and high in myristic and lauric acid. American Journal of
Clinical Nutrition 59, 371–377.
Thompson SG, Kienast J, Pyke SDM, Haverkate F & van de Loo
JCW (1995) Hemostatic factors and the risk of myocardial
infarction or sudden death in patients with angina pectoris. New
England Journal of Medicine 332, 635–641.
Trip MD, Cats VM, van Capelle FJL & Vreeken J (1990) Platelet
hyperreactivity and prognosis in survivors of myocardial
infarction. New England Journal of Medicine 322, 1549–1554.
Turpeinen AM, Pajari A-M, Freese R, Sauer R & Mutanen M
(1998) Replacement of dietary saturated by unsaturated fatty
acids: effects on platelet protein kinase C activity, urinary
content of 2,3-dinor-TxB2 and in vitro platelet aggregation in
healthy man. Thrombosis and Haemostasis 80, 649–655.
Vicario IM, Malkova D, Lund EK & Johnson IT (1998) Olive oil
supplementation in healthy adults: effects in cell membrane fatty
acid composition and platelet function. Annals of Nutrition
Metabolism 42, 160–169.
Wahrburg U, Martin H, Sandkamp M, Schulte H & Assmann G
(1992) Comparative effects of a recommended lipid-lowering
diet vs a diet rich in monounsaturated fatty acids on serum lipid

Downloaded from https://www.cambridge.org/core. IP address: 3.238.118.78, on 14 Apr 2021 at 21:02:25, subject to the Cambridge Core terms of use, available at
https://www.cambridge.org/core/terms. https://doi.org/10.1079/PNS200087

170

C. N. M. Kelly et al.

profiles in healthy young adults. American Journal of Clinical
Nutrition 56, 678–683.
Wessler S & Gitel SN (1984) Warfarin. From bedside to bench.
New England Journal of Medicine 311, 645–652.
Williams CM, Francis-Knapper JA, Webb D, Brookes CA,
Zampelas A, Tredger JA, Wright J, Meijer G, Calder PC, Yaqoob
P, Roche H & Gibney MJ (1999) Cholesterol reduction using
manufactured foods high in monounsaturated fatty acids: a
randomized crossover study. British Journal of Nutrition 81,
439–446.

Zampelas A, Roche H, Knapper JME, Jackson KG, Tornaritis M,
Hatzis C, Gibney MJ, Kafatos A, Gould BJ, Wright J & Williams
CM (1998) Differences in postprandial lipaemic response
between Northern and Southern Europeans. Atherosclerosis 139,
83–93.
Zur M & Nemerson Y (1987) Tissue factor pathways of blood
coagulation. In Haemostasis and Thrombosis, pp. 148–164
[AL Bloom and DP Thomas, editors]. New York: Churchill
Livingstone.

Downloaded from https://www.cambridge.org/core. IP address: 3.238.118.78, on 14 Apr 2021 at 21:02:25, subject to the Cambridge Core terms of use, available at
https://www.cambridge.org/core/terms. https://doi.org/10.1079/PNS200087

