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Summary

A Triflusal is an antiplatelet agent structurally related to Features and properties
the salicylate group of compounds, but it is not deriveg ¢ tifl P |p
from aspirin (acetylsalicylic acid). Platelet antiaggreg- ]

ant properties of triflusal and its active 3-hydroxy-4-
trifluoro-methylbenzoic acid metabolite are primarily
mediated by specific inhibition of platelet arachidonic
acid metabolism.

Triflusal, compared with placebo for 6 months, signif-
icantly reduced the incidence of nonfatal myocardial
infarction in patients with unstable angina.

In patients with peripheral arteriopathy, total and pain
free walking distances were markedly improved in
triflusal compared with placebo recipients.

The cumulative event rate for stroke, ischemic cardiop
athy and vascular death was lower, but not significantly
different, in patients with atherothrombotic stroke who
received triflusal than in aspirin recipients. Differences
were significant, and favoured triflusal, in a subgroup
of patients with >70% carotid stenosis.

Prophylaxis with triflusal for 6 months after aortocoron-
ary vein grafting reduced the number of new distal anag
tomosis occlusions and the graft attrition rate more tha
aspirin or placebo. The incidence of deep vein throm
bosis or pulmonary embolism in more than 500 patient
undergoing hip surgery was similar for these 3 treat;
ments.

The amount of blood transfused was significantly re-
duced in triflusal compared with aspirin recipients who
underwent hip surgery. Risk of haemorrhage was als
reduced in ischemic stroke patients receiving triflusa
versus aspirin.

Indications

Prevention and/or treatment of

vascular thromboembolism

Mechanism of action

Platelet antiaggregant

Dosage and administration

Usual dosage in clinical trials
Route

Launched

Inhibition of platelet
arachidonic acid metabolism;
stimulation of platelet cAMP
production

300mg 2-3 times daily
Oral

Pharmacokinetic profile (single 900mg dose)

Peak plasma concentration

Time to peak plasma
concentration

Clearance

Terminal elimination half-life

Adverse events

Most frequent

Triflusal: 11.6 mg/L
3-Hydroxy-4-trifluoro-
methylbenzoic acid (HTB):
92.7 mg/L

Triflusal: 0.88h
HTB: 4.96h
Triflusal: 45.4 L/h
HTB: 0.18 L/h

Triflusal: 0.53h
HTB: 34.29h

Gastric pain, vomiting, nausea,
erythema
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COOH pirin, inhibits arachidonic acid metabolism in
platelets (see fig. 1).
OCELCLE « In patients with type 1 diabetes, serum levels of

TxB, were greatly reduced with both triflusal and
aspirin after 15 days (by 85 and 99%; p < 0.05).
(el However, reductions in serum 6-keto-prostaglan-

din-F14 (6-keto-PGlry) levels were negligible with
triflusal compared with aspirin (8\8&97.8%; p <

0.001) [fig. 2]1¥8 These data suggest that triflusal

1. Pharmacodynamic Profile has selective activity for platelet arachidonic acid

metabolism, whereas aspirin inhibits both platelet

Triflusal is structurally related to the salicylate gnd vascular endothelial arachidonic acid metabo-
group of compounds! Although it is not derived  |ism (see fig. 1).

from aspirin (acetylsalicylic acid), triflusal does . . .
have an antiaggregant effect on platelets; however, The mean concentrations of triflusal required to
the mechanisms of action for these 2 compoundgrOduce 50% inhibition (165) of TxB, and 6-keto-

are thought to differ in some respects (fig.l).lnthéDGFl“ in vitro were Sim”af (0'.47 and 0.34
clinical setting, aspirin is considered the ‘gold mmol/L). However, for the active triflusal metabo-

standard’ for inhibition of platelet aggregation; lite (3-2ydroxy-4|1-trilfluoro-methylbenzoic ?‘Cid?
therefore, where appropriate, triflusal has been disHTB)’ the 1Go value for TxE was about 3.5 times
cussed in comparison with aspirin. less than that for 6-keto-P@F(1.32 and 4.73
mmol/L) B! Triflusal was therefore more potent
Selective Effects on Platelet Arachidonic than HTB, but aspirin was more potent than either
Acid Metabolism of them: aspirin 16, values were 0.00033 mmol/L

for 6-keto-PG, and 0.0009 mmol/L for TxB

 In vitro andex vivostudies in healthy volun-

teersi?l patients with type 1 diabet#lsand patients Effects on Platelet Aggregation

with prosthetic heart valv¥s revealed that

thromboxane B (TxBy) production was signifi- In Platelet Rich Plasma

cantly reduced by both triflusal and aspirin. In 25+ In vitro in human platelet rich plasma (PRP),
volunteers who received triflusal 600 to 900ICso values for the inhibition of platelet aggrega-
mg/day or aspirin 500 mg/day for 7 days, basation induced by arachidonic acid (0.8 to 1 mmol/L)
TxB, levels were significantly decreased 2 hourganged from 0.7 to 0.8 mmol/L for triflusal and
after initial drug administration by approximately 0.06 to 0.11 mmol/L for aspiri:5] With HTB, 1
25% for triflusal (p < 0.05) and by >90% for aspi- study reported an g value of 2.33 mmol/I3! in
rin; this degree of inhibition with aspirin was main- another, 80% inhibition was achieved with 4
tained for the duration of the study (p < 0.01; frommmol/L[?l The aspirin metabolite, salicylic acid,
graph). By day 7, TxBlevels were reduced by ap- was the least effective compound: it produced 10%
proximately 85% with triflusal! inhibition at 4 mmol/L and <50% at 5 mmol/L.

e Ten days after treatment withdrawal, HXBv- « Ex vivoin human PRP, 65% inhibition of ara-
els remained 35 to 40% below basal levels witlchidonic acid-induced (0.05 mmol/L) platelet ag-
triflusal 600 to 900 mg/day (p < 0.05 for 900 gregation was apparent 24 hours after a single
mg/day) and 20% below with aspirin 500 mg/600mg dose of triflusal (p < 0.08).Repeated ad-
day{?! TxB; levels returned to within 10% of basal ministration of triflusal (600mg daily for 7 days)
levels 30 days after triflusal 900 mg/day with-resulted in 50 to 75% inhibition of platelet aggre-
drawall# These data indicate that triflusal, like as-gation induced by arachidonic acid (0.5 to 1

[ Adis International Limited. All rights reserved. Drugs 1998 Jun; 55 (6)
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Fig. 1. Schematic representation (not to scale) of the interaction of platelet aggregating factors located in platelets and the vascular
endothelium, and the sites of action for triflusal and aspirin. Abbreviations and symbols: 6-keto-PGF14 = 6-keto-prostaglandin-Fiq; ADP =
adenosine diphosphate; AMP = adenosine monophosphate; cAMP = cyclic AMP; Ca"™* = calcium ions; + = stimulation; — = inhibition.

mmol/L), adenosine diphosphate (ADP; 2let aggregation was reduced by 78.7% with
pumol/L), epinephrine (adrenaline;Bnol/L) and triflusal and 95.7% with aspirin (both p < 0.08%
collagen (5 to 10 mg/L). Ten days after treatmentaseline)¢!

cessation, inhibition was significant for stimula- , | \ir0 in whole human blood, & values for

tion with arachidonic acid 0.5 mmol/L only (p < o innibition of arachidonic acid (1 mmol/L)-

0.05vsbaseline), otherwise platelet response was. 1iced platelet aggregation were 0.048, 0.2 and
fully recovered.

0.0009 mmol/L, respectively, for triflusal, HTB

In Whole Blood and aspirin; salicylic acid induced a <20% inhibi-
« Ex vivo,in blood from volunteers who received tion at 5 mmol/LI! At these concentrations triflu-
triflusal 600 mg/day or aspirin 400 mg/day for 15 sal and aspirin did not inhibit platelet aggregation
days, ADP-induced platelet aggregation was rein PRP, which suggests that red blood cells may
duced by 24.3% with triflusal and 9.8% with aspi- enhance the antiaggregant properties of these
rin (p < 0.005vsaspirin). Collagen-induced plate- agentd?!

[ Adis International Limited. All rights reserved. Drugs 1998 Jun; 55 (6)



826 McNeely & Goa

s of the drugs on platelet-subendothelium interac-
p‘z K tions in perfusion studies with rabbit aortic prepa-
o rations(®! Both triflusal and aspirin significantly (p
< 0.01) reduced subendothelial platelet coverage
compared with pretreatment values (by 92.1 and
-20 61.3%; p < 0.0%saspirin).

—40 * In vitro, thrombus formation on rabbit vascular
subendothelium was significantly reduced by 47,
—60 18 and 56%, respectively, by human blood pre-
incubated with triflusal (1 mmol/L), HTB (1
mmol/L) or aspirin (0.05 mmol/L) [p < 0.0&con-
trol for all agents]®! corresponding reductions in
W Triflusal platelet coverage of the tissue were 57, 49 and 45%
B Aspirin (p < 0.01vs control). Adhesions (platelets spread
Fig. 2. Inhibition of serum thromboxane B, and 6-keto-prostaglan- and firmly bound onto the subendothelium, form-
din-F1q (6-keto-PGF1q) levels after 15 days’ therapy with triflusal ing Iayers <5um high) were reduced by 25% with
600 mg/day or aspirin 40€.).mg/day in patients with type 1 dia- triflusal or HTB (p < 0.05/s COﬂtI’0|) and by 1%
betes.l®l * p < 0.001 vs aspirin. . L
with aspirin. Contacts (platelets attached but not
spread onto the subendothelium) were increased by
+ In 13 healthy volunteers who received twice- 55 and 42% for triflusal and HTB (p < 0.0&con-
daily triflusal 300mg for 15 daysx vivoinhibition trol) and by 25% for aspirin. Salicylic acid did not
of platelet aggregation was significantly different inhibit any of the platelet interactions.
in whole blood and PRP (p < 0.001)the potency
ratios of whole blood PRP were 10.6, 3.1, 1.8 and Effects on Nitric Oxide Production and
1.3, respectively, against platelet aggregation in- platelet Cyclic AMP Metabolism
duced by ADP, epinephrine, collagen and arachi-
donic acid’l Results were similar in blood from « In human PRP, neutrophils were required to
patients with type 1 diabet&:the inhibitory ef- achieve a dose-related inhibition of thrombin-in-
fects of triflusal on induced platelet aggregationduced platelet activation with triflusal or aspirin
were 30 to 50% less in PRP than in whole bloody(0.15 to 5 mmol/L)8! At a concentration of 3.3
aspirin was 10 to 65% less effective in PRP than irmmol/L for each drug, triflusal was significantly
whole blood (fig. 3). more potent than aspirin (6% 43% inhibition; p
< 0.05)[° Preincubation of neutrophils with"\
Nitro-L-arginine methyl ester (L-NAME), which
inhibits nitric oxide production, reduced the anti-
aggregant effects of triflusal and aspinnvitro by
about 55 and 45%, respectively (results presented

o

—80 —

Inhibition (% of basal levels)

-100 -

e HTB >37.5 umol/L appears to enhance the
platelet antiaggregant effect of trifludélithe 1Go
value for triflusal against collagen-induced human
platelet aggregation decreased fromud2ol/L to
42,25 and 4.amol/L, respectively, in the presence

of 75, 150 and 50amol/L HTB.[' graphically)t®
« The production of H]L-citrulline in [3H]L-
Effects on Platelet-Subendothelial arginine—loaded neutrophils (an indicator of nitric
Interactions oxide production) was significantly stimulated by

3.3 mmol/L triflusal or aspirin (by 150 and 60%; p
» Blood taken from volunteers who received < 0.05vsbasal level}®! HTB alone or in combina-
triflusal 600 mg/day or aspirin 400 mg/day for 15 tion with aspirin had no effect oAH]L-citrulline
days was subsequently used to compare the effecescumulation. Basal levels of cyclic GMP (18

[ Adis International Limited. All rights reserved. Drugs 1998 Jun; 55 (6)



Triflusal: New Drug Profile 827

pmol/L) were increased te88, =50 and =23 The differences in nitric oxide production and
pmol/L by triflusal, aspirin and HTB, respectively cAMP metabolism exhibited by triflusal and aspi-
(p < 0.05vs basal level; results presented graphi-rin may account for their different antiaggregant
cally).8! potenciesn vitro.

» Ex vivq in neutrophils isolated from 7 healthy

volunteers after triflusal 600 mg/day for 4 days, Effects on Bleeding Time

[®H]L-citrulline production was significantly in-

creased compared with baseline by 38.5% (p < * Inacomparative study in healthy volunteers,

0.05)[ bleeding time was not significantly different from
basal levels after 3 to 7 days of placebo or triflusal

* Inin vitro animal studies, triflusal was 5 times 600 to 900 mg/da{#} after aspirin 500 mg/day,

more potent than aspirin at inhibiting cyclic AMP however, bleeding time was increased by approxi-

(cAMP) phosphodiesterasé! Inhibition of this  mately 80% (p < 0.0¥s basal and triflusal lev-

enzyme leads to an increase in platelet CAMP leve|s)/[2]

els and thus a decrease in calcium mobilisation and

nt platel r ion fig. 1).
subsequent platelet aggregation (see fig. 1) Effects on Cerebrovascular Occlusion

At therapeutic concentrations (1 mmol/L) HTB

increased basal levels of cAMP in washed rat plate= In rats, single-dose oral administration of triflu-
lets more than triflusal (49 and 36%; p < OM&L sal or aspirin 50 mg/kg protected 33 and 38% of
control for triflusal)i!! at 5 mmol/L, compared animals from arachidonic acid-induced cerebro-
with control, increases in cCAMP levels were 102%vascular occlusiof?] Repeated administration
for HTB (p < 0.02) and 76% for triflusal (p < 0.01). (once daily for 5 days) significantly increased the
At 5 mmol/L, aspirin and salicylic acid did not sig- rate of protection in the triflusal compared with the
nificantly increase basal cAMP levels (0 and 34%).aspirin group (60s27%; p < 0.01).

Aggregating agent

Adenosine Arachidonic
diphosphate Epinephrine Collagen acid
0
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Fig. 3. Ex vivo inhibition of platelet aggregation induced by a variety of agents in human platelet rich plasma (PRP) or whole blood (WB)
from patients with type 1 diabetes who received triflusal 600 mg/day or aspirin 400 mg/day for 15 days!®! Symbols: * p < 0.05, ** p < 0.01
vs aspirin; T p < 0.05 vs PRP.
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e Formation of microthrombi subsequent to ex-were seen in young volunteers (mean age 23 years)
perimentally induced brain ischemia was signifi- who received triflusal 300mg every 8 hours for 13
cantly reduced in rats given triflusal 12.5 to 50days: Gax values for HTB were 36.4 mg/L on day
mg/kg/day for 6 days after surgery (p < 0.082 1 and 177.8 mg/L on day 13 with an accumulation
placebd3! but p < 0.05/ssham operatid#]). As-  factor of 6.35 (no statistical analysis provid&8).
pirin also reduced microthrombus formation at Cyax values for HTB also increased (to 152.9
12.5 and 25 but not 50 mg/kg/day (p < Ov8Sham  mg/L) after 13 days'triflusal 600mg every 24 hours

operation)4 in the young volunteers, however, the accumula-
tion factor was reduced (2.77§!
2. Pharmacokinetic Profile « In elderly volunteers, steady-state plasma HTB

concentrations (mean 102.21 mg/L) were attained
after 4 to 5 days’ administration of twice-daily
triflusal 300mg therapitd peak and trough
plasma concentrations ranged from 114.64 to 93.70
mg/L with this 12-hour dosing regimé¥#! In

* In8healthy volunteers (mean age 27 years) Wh§ounger volunteers, mean steady-state plasma
received a single 900mg oral dose of triflusal, mearHTB concentrations were 168 mg/L with triflusal
maximum plasma concentrations;{£) of triflusal  300mg every 8 hours and 123 mg/L with triflusal
and HTB were 11.6 and 92.7 mgH’l The time to  600mg every 24 houf&! Peak and trough varia-
Cmax Was much shorter for the parent compoundtjons were about 10 mg/L with the 8-hour dosing

than the metabolite (0.884.96 hours). However, regimen and about 30 mg/L with the 24-hour dos-
both compounds were detectable in the plasma ghg regimen.

similar time intervals after triflusal administration .
 Mean HTB AUC values after a single 300mg

(tlag 0.23 and 0.31 hours for triflusal and HTB) . . 6l
which suggests a rapid biotransformation of thedozezcln:sglﬂus/al_l hw_erelé62|4 m?“ht N ég]uzg
parent compoung’! an mg/L h in elderly volunteers: er

13 days’ therapy in young volunteers, the mean
* An absorption half-life {{Ka) of 0.44 hours and  steady-state AUC values for HTB were 1301 mg/L
a terminal elimination half-life {fg) of 0.53 hours . h with triflusal 300mg every 8 hours and 2924
for triflusal indicate that the parent compound ismg/L. h with once-daily triflusal 600m@®! In the

rapidly absorbed and eliminated; the corresponde|derly, the mean HTB AUC value was 1226 mg/L
ing values for HTB were 2.44 and 34.29 hours. The h with twice-daily triflusal 300mg5!

area under the concentration-time curve (ALC)
value was 20.26 mg/Lh for triflusal 900mg and
4227 mg/L. h for HTB. There was also a large dif-
ference between triflusal and HTB with respect to
volume of distribution and clearance parame-
tersl1?l these values were 34L and 45.4 L/h for
triflusal and 8.96L and 0.18 L/h for HTB. o

3. Therapeutic Trials

* There was no plasma accumulation of the parent

compound in elderly volunteers (mean age 80 gfectsin Cardiovascular Disease

years) after 13 days’ administration of twice-daily

triflusal 300mgl®! However, Gy values of the < In patients (mean age 59 years) with unstable
active metabolite increased significantly from day angina, the occurrence of nonfatal myocardial in-
1today 13 (39.885120.42 mg/L; p < 0.001) with farction was significantly reduced in those
an accumulation factor of 6.6%¥! Similar results randomised to receive triflusal 300mg (n = 143)

* Oral triflusal is rapidly metabolised and elimi-
nated from the plasni&171 Therefore, most of the
available pharmacokinetic data pertain to the ac
tive HTB metabolite.

* The t,3 values for HTB were similar in the el-
derhy*®l and in the yourléf! and after single
(300mg) or repeated (600 to 900 mg/day for 13
days) administration of triflus&}®18lreported val-
ues ranged from 44.5 to 54.6 holifstél

[ Adis International Limited. All rights reserved. Drugs 1998 Jun; 55 (6)
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Fig. 4. The effect of 24 weeks of triflusal 600 mg/day (n = 59) or placebo (n = 63) on total walking distance (TWD) and pain free walking distance
(PFWD), assessed as increase over baseline distance, in patients with chronic peripheral arteriopathy2l Symbol: * p = 0.05 vs placebo.

compared with placebo (n = 138) 3 times daily formean durations of 14.3 and 22.7 moritfsThree
6 months (4.2s12.3%; p < 0.013}8 The cardiac  of the 4 embolisms reported occurred in the triflu-
or vascular death rate was low (2 from the triflusalsal group; the percentage of embolism/patient/
group and O from the placebo group; statisticalyear was 1.44% for triflusal and 0.36% for dicou-
analysis not practical). In addition, there was nomarol (no p value provided). The percentage of
significant difference in the number of patients re-patients with atrial fibrillation (86.92549.45%; p
quiring revascularisation (16.8% for triflusal and < 0.05) or previous embolisms (4%§13.6%; p <
20.3% for placebo). 0.01) was significantly greater in the dicoumarol

« In a nonrandomised study, 352 patients with9rOUP, as was the follow-up time (p < 0.05).

atrial fibrillation, myocardiopathy or postinfarct
anterior aneurysm received triflusal 600 mg/day
therapy for a mean of 12.48 months, and 69 re~ |n a 24-week randomised, double-blind trial,
ceived dicoumarol (dosage determined by pro+riflusal 600 mg/day (n = 59) compared with pla-
thrombin time) for 24.6 months (p < 0.0  cebo (n = 63) markedly improved total (TWD) and
triflusal group)!®! The percentage of systemic em- pain free (PFWD) walking distances and clinical
bolisms/patient/year was significantly less in thesymptoms (paraesthesia, sense of heaviness and
triflusal than dicoumarol group (0.982.16; p <  sense of cold) in patients (mean age 64 years) with
0.05). Atotal of 8 embolisms were recorded: the hronic obliterative peripheral arteriopatfy.

in the triflusal group occurred within the first 8 QOverall success, defined 240% increase in base-
weeks of switching from dicoumarol to triflusal, or line TWD, was achieved in 63.6% of triflusal and
starting triflusal therapy. Although there was no 22.5% of placebo recipients. Continuous improve-
significant difference between the groups regardments in TWD and PFWD were observed through-
ing the incidence of atrial fibrillation, the follow- out the treatment period (fig. 4): after 24 weeks,
up time (duration of therapy) and percentage ofmean TWD had improved by 120.9m over basal
patients with previous embolisms (15.28  distance in triflusal recipients and by 67.7m in pla-
32.17%; p < 0.01) were significantly greater in thecebo recipients (p = 0.08s placebo; fig. 4). The
dicoumarol group. corresponding, statistically nonsignificant, in-

» Inasecond, similar study in patients with mitral C'6aS€s over basal PFWD were 87.7m and 40.9m

Effects in Peripheral Vascular Disease

valve disease, 190 patients received triflusal 60dfig- 4).
mg/day and 119 received dicoumarol (dosage de= In patients with chronic obliterative peripheral
termined by prothrombin time) for respective arteriopathy, the mean ‘sum of symptoms’ scores

[ Adis International Limited. All rights reserved. Drugs 1998 Jun; 55 (6)
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were reduced by 61 and 27% with triflusal and pla-ued treatment revealed fewer new distal anastomo-
cebo (p = 0.003% However, there were no sig- sis occlusions in the triflusal group (2.6%) com-
nificant differences between the treatments with repared with the aspirin (10%) or placebo (12%)
spect to reduction in the ‘sum of signs’ (colour, groups (p = 0.056). In addition, the graft attrition
thermotaxis, tibial pulse) scores, or the Winsor in-rate was lower in patients receiving triflusal than
dex. Time required to recover from the treadmill aspirin or placebo: the respective number of new
tests was similar in both groups and did not im-graft occlusions at 6 months was 1, 9 and 12% (p
prove significantly during the treatment period. = 0.04).

+ In a retrospective studi/] the number of post-
operative complications (defined as acute myocar-
« In 217 patients (mean age 43 years) withdial infarction, death or emergency surgery) in 197
atherothrombotic stroke, the cumulative event ratdatients who underwent percutaneous transluminal
for stroke, ischemic cardiopathy and vascular deati§oronary angioplasty was significantly less with
was lower, but not significantly different, in those antiplatelet therapy (either 300mg triflusal 3 times
receiving triflusal 900 mg/day for a mean 48.3 daily or 330mg aspirin plus dipyridamole 75mg 3
months than in aspirin 330 mg/day recipients for dimes daily at least 48 hours before surgery) than
mean 46.3 months (19\& 28.8%)22:231 The cor- ~ Without it (9.1vs 23.1% within 48 hours of the
responding rates in a Subgroup of patients (n =7 rocedure; p< 001) There was no significant dif-
with >70% carotid stenosis were 38.1 and 67.9vderence between triflusal or aspirin treatment with
(p < 0.05)22] respect to the number of complications reported

(8.3vs10.0%).
* Recurrent cerebrovascular attacks were pre-

vented in 92.6% of 110 patients receiving triflusal * Two studies in more than 500 patients undergo-
600 mg/day and 94% of 111 receiving aspirin 300ing hip surgery revealed no significant difference
mg/day over a mean period of 47 mori#k. in the incidence of deep vein thrombosis (D%

or pulmonary embolis#P! with triflusal 300mg,
aspirin 2069 or 250md¢8! or placeb&® given 3
times daily for 188! or 1829 days postoperatively.
Triflusal was given 12 hours before surgery (except
in patients with hip fractuf®)), whereas aspirin
and placebo were given immediately after sur-
geryl28.29 |n addition, in the placebo-controlled
study all patients received heparin 75001U 2 hours
before surgery and every 12 hours for 10 days af-
terwardg?9] Rates of DVT were about 14% for
triflusal [28.2911829 or 22%28! for aspirin and 18%
for placebd?®! The incidence of pulmonary embo-
lism was 5% for aspirin or placebo and 2% for
« Inarandomised, double-blind, placebo-control-triflusal (2%

led study in patients undergoing aortocoronary

vein grafting, there was no difference in the angio- Other Effects

graphic parameters assessed 9 days after surgery in

161 patients who received triflusal 300mg plus ¢ Ophthalmological evaluation during 2 years’
dipyridamole 75mg, aspirin 50mg plus dipyridam- therapy in patients with type 1 diabetes revealed
ole 75mg, or placebo 3 times ddi§l Reassess- that, compared with control (n = 8), triflusal 900
ment in 138 of the patients after 6 months’ contin-mg/day (n = 9) significantly reduced the number of

Effects in Cerebrovascular Disease

 Triflusal 600mg/day for 12 months compared
with control, significantly reduced cognitive
deterioration in a total of 73 patients with vascular.
dementid?®l In patients who completed 12
months’ treatment, negative responz&Q% re-
duction in Cognitive Mini Examination score) was
recorded in 3 of 35 (8%) triflusal recipients and 8
of 24 (33%) of those receiving no treatment (p =
0.0375)

Prophylactic Use after Cardiovascular or
Orthopaedic Surgery

[ Adis International Limited. All rights reserved. Drugs 1998 Jun; 55 (6)
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microaneurysms (21% decreasel29% increase — Triflusal (hip replacement)
from baseline; p < 0.025) and degree of colorant T ﬁjﬁ:'sr;l(?f'fags::izr;’r‘;)
leakage (-0.5/s +0.5 on a scale of 1 to 4; p <

0.02)3% There was no difference between the
groups with respect to percent variation in visual
acuity (10vs 6.5% increase) or the computerised
perimetry (28% decreass 6.2% increase).

 Triflusal 900 mg/day for 5 days significantly
decreased baseline microalbuminuria (from 59 to
33 pg/min; p < 0.01) and increased renal plasma
flow rate (from 648 to 722 ml/min; p < 0.005) in 9
normotensive patients with type 1 diabelfdk.
This suggests a protective effect of the drug in dia-
betic nephropathy.

—— Aspirin (fracture repair)

Mean change from baseline bleeding time

2345678 9101112131415
4. Tolerability Time after surgery (day)

. . o . Fig. 5. Effect of 15 days’ prophylaxis with triflusal or aspirin on
* In the studies reVIewed’ up to 15% of triflusal bleeding time in patients undergoing elective hip replacement (n

recipients reported adverse eveltgs 29 the =32) or corrective surgery for hip fracture (n = 46) 28] Triflusal was
most common were nausea, vomiting, gaStI’iC an( given 600mg preoperatively then 900 mg/day thereafter, and as-
epigastric pain and erythema_ The incidence of ad pirin was given 750 mg/day postoperatively only (placebo given
verse events was significantly greater in triflusal preoperatively).Observationswer.e made ondays 1,7 and 1§after

. . surgery. Symbols: * p < 0.05 vs triflusal; T p < 0.05 vs baseline.
than placebo recipients (p < 0.05) in 2 stugfes]
but not in 2 otherB821 n addition, the incidence
qf advgr;e events was similar in triflusal and aspi4 g ‘other’ haemorrhages in 2.7 and 0.9% of pa-
fin recipientg?®2¢l tients, respectively, receiving aspirin and triflusal.
» Three to 5% of triflusal recipients stopped ther- . . .
apy because of gastric intolerance (3.5%), con-’ In. pat|en.ts und.ergomg ,aO”OC‘”Q“aTY vein
junctival haemorrhage and epistaxis (1.48b)r grafting, perioperative bleeding was significantly
vomiting (2.6%)29 4% of placebo recipients differentin triflusal than in placebo recipients (700
withdrew because of severe epigastric burning, an#ts 562ml; p = 0.025[2¢1 and similar to that in as-
skin reactiori1®! pirin recipients (601ml).

Bleeding Complications  After hip surgery, the mean bleeding time mea-
. . . sured for 15 days postoperatively was not in-
* In patients with prosthetic heart valves, a mean . . .
. . . . creased from baseline (preoperative) assessment in
pretreatment bleeding time of 6 minutes was in-_ . . . .
creased by 2 minutes (33%) after 30 days’ trifIUSaPat'entS receiving prophylactic triflusal as it was in
900 mg/day therapy (p < 0.05), but returned to pre@SPIrfn recipients (fig. 57°1 In patients undergo-
treatment time 1 month after therapy ceaéed. ing total hip replacement, the mean change from
. Significantly more patients with atherothrom- baseline bleeding time at day 7 was significantly

botic stroke receiving aspirin 330 mg/day (n = 106)different in triflusal and aspirin recipients (9% de-
than triflusal 900mg/day (n = 111) reported Crease/s44% increase; p < 0.05). In addition, as-
haemorrhagic events (10v8 2.8%; p < 0.05)22 pirin significantly increased the bleeding time
gastrointestinal haemorrhage occurred in 4.5 anffom baseline at days 7 and 15 (by 44 and 37%; p
0.9%, intracranial haemorrhage in 3.6 and 0.9%< 0.05).

[ Adis International Limited. All rights reserved. Drugs 1998 Jun; 55 (6)
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e Similar results were seen in patients undergoing

corrective surgery for hip fracture (fig. 8§ An

initial 23% decrease in mean bleeding time oc-

curred at day 1 in triflusal recipients (p < 05

baseline); by day 15 mean changes were a 4% de-4
crease for triflusal and a 47% increase for aspirin

(p < 0.05vstriflusal and baseline).

« In a second study in 151 patients undergoing
elective hip replacement or corrective surgery for
hip fracture, the amount of blood required during
the first 24 hours after surgical intervention was
significantly greater in aspirin recipients (0.4 units)
than in those receiving triflusal or placebo (both

0.2 units; p = 0.02[%

5. Triflusal: Current Status

Triflusal is a platelet antiaggregant which has
been approved in several countries for the prophy-
laxis and treatment of thromboembolic disease. It
has shown clinical efficacy greater than that of pla-
cebo and generally similar to that of aspirin in the
prevention or treatment of thromboembolism asso-
ciated with cardio- and cerebrovascular disease.
Unlike aspirin, triflusal did not increase bleeding 1%
time or the amount of blood transfused after hip
surgery; compared with aspirin, it reduced the risk
of haemorrhagic complications in patients with 13.
ischemic stroke. Gastric pain, nausea and vomiting
and erythema were the most commonly reported14:
adverse events. Several large (n = 400 to >2000) 2-
to 3-year double-blind clinical trials are underway: 1s.

these include the TAPIR$9 study (prevention of

infarction in patients with ischemic attack or i
stroke), the TACIB3 study (prevention of second-
ary cerebral infarction in patients with transient

ischemic attack or stroke) and the T#/#5! study

(comparative effects on the prognosis of patients
with acute myocardial infarction). Results from 4

these studies are eagerly awaited.
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