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BACKGROUND

Background: The risk of excessive bleeding often prompts physicians to interrupt
the antiplatelet agents as acetylsalicilyc acid and clopidogrel before dental extrac-
tions which puts patients at risk of adverse thrombotic events.

Aim: To assess the bleeding risk during dental extractions in patients with contin-
ued antiplatelet therapy.

Materials and methods: The study included 130 patients (64 men and 66 wom-
en) aged between 18 and 99 years old. Sixty-eight of the patients received 100 mg
acetilsalicilic acid (ASA); these were divided into two groups: 34 patients contin-
ued taking ASA and 34 patients stopped it 72 hours before extraction. Sixty-two
of the patients were treated with 75 mg clopidogrel; these were also divided into
two groups: 31 continued taking clopidogrel and 31 patients stopped it 72 hours
before extractions. Extraction was performed under local anaesthesia as no more
than 3 teeth per visit were extracted. Local haemostasis with gelatine sponge and/
or suturing was used to control bleeding.

Results: Mild bleeding was observed most frequently in the first 30 minutes, suc-
cessfully managed by local haemostasis. Only 1 patient in the control and 1 in the
experimental group receiving ASA reported mild bleeding in the first 24 hours, con-
trolled by compression with gauze. No major haemorrhage requiring emergency
or more than local haemostasis occurred. No statistically significant difference in
bleeding between two groups was found.

Conclusion: Single and multiple dental extractions in patients receiving acetylsali-
cylic acid or clopidogrel can be safely performed without discontinuation of the
therapy with provided appropriate local haemostasis.

tients on antiplatelet therapy have been conducted for

Cardiovascular and cerebrovascular diseases are the
leading cause of mortality and disability worldwide,
causing annually about one-third of all deaths on
Earth. They cause over 47% of deaths in Europe
and over 60% of all deaths in Bulgaria.!?

Antiplatelet therapy is essential in the treat-
ment and prevention of these diseases - it reduces
blood clotting and prevents serious thromboembolic
complications.

Many patients in dental practice receive anti-
platelet medications and the need of teeth extraction
is very common, while treatment protocol is still
controversial and dental care is often delayed due
to fear of complications.?

Clinical trials involving tooth extractions in pa-

many years, the standard practice in the past being
the interruption of antiplatelet agents for 3 to 7 days
before tooth extraction to reduce the bleeding risk.*
Current guidelines advice against interruption of
antiplatelet agents prior to dental extraction.’”’
However, there is still no clear evidence of the
safest approach for these patients.

AIM

The aim of the present study was to evaluate bleeding
after single or multiple tooth extraction in patients
on monotherapy with acetylsalicylic acid (100 mg.)
or clopidogrel (75 mg) once daily and to determine
the need of discontinuation the therapy prior to
dental extraction.
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MATERIALS AND METHODS

MATERIAL

The study recruited 130 patients on monotherapy
with acetylsalicylic acid (100 mg) or clopidogrel
(75 mg) once daily for at least the past six weeks,
referred to the Department of Oral Surgery at the
Faculty of Dental Medicine for single or multiple
tooth extraction between 2012 and 2015.
Exclusion criteria included patients with: con-
comitant treatment with other hemostasis altering
drugs, acute inflammation in the area of the tooth
extraction, hypertension > 160/100 mm Hg, heart
rate > 100, kidney disease, diabetes, liver disease,
stroke/heart attack less than six months before
surgery, prior major bleeding, thrombocytopenia,
hemophilia or other disorders of hemostasis, and
with concomitant therapy with cytotoxic drugs.

PATIENTS

Patients were divided into:

- Group A: 68 patients receiving ASA 100 mg,
divided into group Al - 34 patients who continued
ASA intake and group A2 - 34 patients in which
ASA was discontinued 72 hours before the extrac-
tion.

- Group B: 62 patients receiving clopidogrel 75
mg daily, divided into group B1 - 31 patients who
did not stop clopidogrel and group B2 - 31 patients
in which clopidogrel was discontinued 72 hours
before dental extraction.

METHODS

All the patients had given their written informed
consents before treatment.

For safety reasons, without changing or interrupt-
ing antiplatelet therapy it was accepted to extract
no more than 3 single rooted teeth, 2 multi-rooted
teeth; or a surgical extraction of one tooth per
visit. In case of need of extraction of more teeth,
several visits were planned.

Degree of surgical trauma was determined as
follows: 1 - extraction of tooth with 1 root; 2 -
extraction of tooth with 2 roots; 3 - extraction of
tooth with 3 roots; 4 - surgical extraction; as in
case of numerous extractions degree of trauma is
computed.

Patients requiring prophylaxis of infective en-
docarditis had received amoxicillin 2.0 g one hour
preoperatively in accordance with recommendations
of the American Heart Association.®?

HEMOSTASIS EVALUATION

Bleeding time is only in vivo method for assessing

platelet function and antiplatelet therapy. Multiple
literature data and many current studies indicate
that increased bleeding time is not necessarily as-
sociated with increased bleeding during and after
tooth extraction.

There is enough evidence to advise against
using it as a screening method for determining
the bleeding risk in patients receiving antiplatelet
agents.!%1% At present, there is no suitable assay
for routine evaluation of the haemostasis in these
patients.!'!:13

For this reason, evaluation of antiplatelet therapy
by laboratory tests is not included in the present
study.

All patients underwent treatment under local
anesthesia with articaine hydrochloride - 40 mg/
ml (4%) combined with adrenaline hydrochloride
(equivalent to 0.005 mg adrenaline) - 0.006 mg. For
each patient a maximum of 2 cartridges of 1.7 ml
anesthetic solution was used. Because of the risk of
hematoma formation during injection, mandibular
block was avoided and periodontal ligament injection
was used when possible (Fig. 1).!%!7

Figure 1. Periodontal ligament injection.

Initial control of postextraction bleeding was
achieved by compression with sterile gauze for
6-10 minutes followed by replacement with new
one in case of persisting bleeding. Patients were
asked to keep it for at least 30 minutes. Gelatin
sponge and suturing of the extraction wound with
non-absorbable sutures (polyamide 3/0) were used
in case of persistent bleeding (Figs 2, 3).

Patients were monitored for an hour for control
and detection of immediate bleeding. In the post-
operative period, they were instructed, if bleeding
continues or resumes, to apply pressure by biting
gauze for 20 minutes. In case of uncontrolled
bleeding they were to contact a doctor immediately.
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Figure 3. Local hemostasis with gelatin sponge and
suture.

Paracetamol (500 mg in doses of 1-2 tablets
3-4 times daily) was prescribed for pain control.

The presence of bleeding was assessed at 1,
24, and 48 hours, and day 7.

Figure 4. Liver clot.

Figure 5. Liver clot.

Oozing from extraction site or presence of liver
clot was considered bleeding (Figs 4, 5).

If local hemostasis with gelatin sponge and
suture proved insufficient, tamponade of the ex-
traction wound, electrocoagulation, and if needed
- intravenous platelet transfusion was performed.!®

Bleeding was considered clinically significant if
it lasted more than 12 hours, had made the patient
seek emergency care, had led to the formation of a
large hematoma in the soft tissues or necessitated
platelet transfusion.'®

STATISTICAL ANALYSIS

Statistical software SPSS v.22.0 was used for sta-
tistical analysis.

Parametric methods for evaluation of the statistical
relationships: Student‘s t-test; paired simple t-test;
analysis of variance (one-way ANOVA); correlation
analysis; coefficient of linear correlation r (coefficient
of Pearson)

Non-parametric methods for assessing the
statistical significance: Fisher‘s exact test; chi-square
(%) criterion; Mann-Whitney test; Kruskal-Wallis
test.

RESULTS

Grour A

Characteristics of the patients in Group A are pre-
sented in Table 1.

Most often indication for therapy with ASA
(35.5% in Al, 20.6% in A2) was ischemic heart
disease (acute coronary syndrome, myocardial in-
farction, angina pectoris), followed by heart rhythm
disorders (23.5% in A1, 26.5 % A2); cerebrovascular
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Table 1. Characteristics of group A patients

Characteristics Group Al Group Al Group A2 Group A2
number % number %
Included patients 68 (100%) 34 50 % 34 50 %
Sex Male 16 47.1% 15 44.1%
Female 18 52.9% 19 55.9%
Age to 60 years 6 17.6% 6 17.6%
61-70 years 15 44.1% 14 41.2%
71-80 years 10 29.4% 26.5%
Over 80 years 3 8.8% 5 14.7%
accident Al 11.8%; A2 14.7%; peripheral vascular 60056 - Ss5.0% <50
disease Al 8.8 percent; A2 11.8%; heart failure Al -
11.8%; A2 5.9%; Valvular diseases/prosthetics Al 200% 7 mRadix gangraenosae
8.8 percent; A2 2.9%; Ischemic cerebrovascular 20.4% = - _
disease Al, 0%; A2 17.6%; Percutaneous angio- %% = Paredontis chronica . I
plasty and vascular stenting Al 5.9%; A2 5.9%; 200% 14.7% o5 fgfﬁgﬁfﬁg’g—m
ischemic cardiomyopathy Al, 0%; A2 8.8%; joint  10.0%
replacement Al 5.9%; A2, 0%. 0% N d "

A leading diagnosis requiring dental extraction
was radix gangraenosae (55.9% in both groups),
followed by teeth with third degree mobility (29.4%
Al; 35.3% A2) and teeth with periapical lesions

60.0% 1 35.9% 55.9%

50.0% -

mRadix gangraenosae

40.0% - 35.3%
0,
30.0% - 204% m Parodontitis chronica Gr. I11

20.0% - 14.7% Periodontitis periap.
8.8% chronica granulomatosa

10.0% -

0%

Al A2

Figure 6. Distribution by surgical diagnosis requiring
teeth extraction in groups Al & A2.

(14.7% Al; 8.8% A2) (Fig. 6).

80% of the patients in group Al and 68% in
the group A2 had 1 tooth extracted per visit. The
degree of trauma in 44% of patients in group Al
was 1, 32.4% had degree of trauma 2 and 20.6%
- 3. Only 1 patient in group Al had highest degree
of trauma 5. One-third of patients in group A2 had
trauma defined as 1, 25% as 2 and 41.2% patients
were with trauma 3. Only 1 patient in group A2
suffered the highest degree of trauma — 4. (Fig. 7).

In both groups most of the extractions were
accomplished within 5 min. (A1 67.6%, A2 67.6%)

Figure 7. Number of extracted teeth and level of surgi-
cal trauma inflicted in groups Al & A2.

In more than two-thirds of the patients in both
groups (67.6% in Al and 73.5% in A2) no additional

60.0% - 55.9% 55.9%

50.0% -

mRadix gangraenosae

40.0% 35.3%

0
30.0% A 29.4% m Parodontitis chronica Gr. 111

20.0% - 14.7% Periodontitis periap.
8.8% chronica granulomatosa
10.0% -

0%

Al A2

Figure 8. Local haemostatic measures in groups Al
& A2.

local haemostatic measures were needed (Fig. 8).

Most frequently, bleeding stopped within the
first 10 min. after the extraction (Al 23.5%, A2
26.5%). Bleeding for more than 10 min. but less
than 30 min. was observed in only 5.9% in the two
groups. Only two patients, one in group Al and
on in group A2, had clinically significant bleeding
(more than 12 hours after extraction). None of the
patients reported bleeding 24 hours after surgery
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60.0% - 55.9% 55.0%

50.0% -
mRadix gangraenosae

40.0% - 35.3%
0,
30.0% - 29:4% = Parodontitis chronica Gr. 11

20.0% - 14.7% Periodontitis periap.
8.8% chronica granulomatosa

10.0% -

0% r
Al A2

Figure 9. Postextraction bleeding in Group Al & A2.

and did not seek additional help (Fig. 9).

No statistically significant difference in the
postoperative bleeding was found between the
two groups (P<0.05). Postextraction bleeding in
all cases was managed by gelatin sponge and/or
suture placement.

Grour B

The characteristics of group B patients are shown
in Table 2.

Table 2. Characteristics of group B patients

cerebrovascular disease in 3.2% in both subgroups;
cerebrovascular accident occurred in 35.5% in
B1 and 6.5% in B2; peripheral vascular disease
in 6.5% in B1 and 12.9% in B2; heart failure in
3.2% in both subgroups.

Leading diagnosis for extraction was radix
gangraenosae (71%), followed by teeth with third
degree mobility (25.8%) and teeth with periapical
lesions (3.2%) in both groups (Fig. 10).

80.0% 1 71.0% 71.0%

70.0% A

60.0% m Radix gangraenosae

50.0% -

40.0% ® Parodontitis chronica Gr. 111

30.0% 4 5.8% 25.8%

Periodontitis periap. chronica

20.0% 4
granulomatosa

10.0% - 3.2% 3.2%

0%

Bl B2

Figure 10. Distribution by diagnosis requiring teeth
extraction in groups B1 & B2.

Characteristics Group Bl Group Bl Group B2 Group B2
number % number %
Included patients 62 (100%) 31 50.0% 31 50.0%
Sex Male 19 61.3% 14 45.2%
Female 12 38.7% 17 54.8%
Age to 60 years 4 12.9% 5 16.1%
61-70 years 13 41.9% 14 45.2%
71-80 years 9 29.0% 8 25.8%
Over 80 years 5 16.1% 4 12.9%

The mean age of the patients in Group B was
69.52 £ 8 yrs. The distribution by sex in group
B1 was 61.3% male and 38.7% female compared
to 45.2% male and 54.8% female in group B2.

Most often, indication for antiplatelet therapy
with clopidogrel were: ischemic heart disease
(acute coronary syndrome, myocardial infarction,
angina pectoris), 45.2% in B1 and 38.7% in B2;
deep vein thrombosis in 12.9% in B2; percutane-
ous angioplasty and vascular stenting, 3.2% in Bl
and 12.9% in B2; coronary artery bypass surgery:
3.2% in Bl and 6.5% in B2; valvular diseases/
prosthetics at 3.2% in Bl and 3.2% in B2; heart
rhythm disorders in 12.9% of B1 and 16.1% in B2;
ischemic cardiomyopathy in 3.2% of B1; ischemic

In group B1 67% of the patients had single tooth
extraction. In group B1, 12.9% of the patients had
extraction of 3 teeth, while in B2 most frequently
(54.8%) 2 teeth were extracted, followed by 45%
of patients with single tooth extraction per visit .

Surgical trauma in more than one-third of pa-
tients in subgroup Bl was 3 (32.3%), followed by
2 (29%) and 1 (29%). More than half of patients
in B2 had trauma 2 (51.6%). Highest degree of
trauma 6 was inflicted on one patient in each
group (Fig. 11).

In both groups most extractions were performed
within 5 min. (Bl 58.1%, B2 61.3%)

Half of the patients in both groups (A1l 48.4%,
A2 58.1%) did not need suture or gelatin sponge
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®No of extracted teeth 1
70.0% 67.7%
mNo of extracted teeth 2

m No of extracted teeth 3

50.0% . .
® Surgical trauma 1 - single rooted tooth

40.0% = Surgical trauma 2 - double rooted

29.0%
732.3% tooth/sum

29.0%
30.0% 1 Surgical trauma 3 - three rooted

tooth/sum

20.0% Surgical trauma 4 - surgical

extraction/sum

10.0% 3.2% Surgical trauma 5 - sum

0% Surgical trauma 6 - sum

Bl

Figure 11. Number of extracted teeth and level of surgi-
cal trauma inflicted in groups B1 & B2.

for control of bleeding (Fig. 12).

In patients on monotherapy with clopidogrel
bleeding occurred mainly in the first 10 min. after
extraction (26% B1; 20% in B2). Only one patient
from group B1 had bleeding for 30 minutes. None
of the patients reported late bleeding (Fig. 13).

30.0% 7
25.8%

25.0% - MW to 10 'min.

19.4%

20.0% - mto 30 min.

15.0% 4 w to 24-hour

10.0% 1 to 48-hour

5.0% - 2%

LY % 0% .00

0%

Bl B2

Figure 13. Postextraction bleeding in Group B1 & B2.

No statistically significant difference in the
postoperative bleeding was found between the two
groups (P<0.05).

DISCUSSION

The majority of the patients in both groups had
blood pressure above normal range which can cause
bleeding. In case of blood pressure above 160/100
mm Hg RR extraction of teeth was postponed due
to the increased risk of bleeding.!'%?°

Using periodontal injection was based on several
recommendations for avoiding block anaesthesia in
patients receiving antiplatelet drugs due to the risk
of soft tissue haematoma formation.!®17:2!

Patients most commonly underwent single tooth
extraction, and from here the level of inflicted

58.1%
60.0% -

48.4% =No

%6 -
50.0% 41.9%

38.7% ¥ Gelatine sponge

40.0% -
= Suture

o
30.0% - 25.8%

Gelatine sponge and
12.9% suture

9.7%

20.0% -

10.0% -
0%
i

0%

Bl B2

Figure 12. Local haemostatic measures in groups Bl
& B2.

trauma was often low, which was in accordance
with the recommendations of many authors for
limitation the risk of bleeding by decreasing the
surgical trauma.??

Extraction in most patients was rapid, which
could also influence postextraction bleeding.?

Local haemostasis with gelatin sponge and/or
suture placement in the group treated with ASA was
used rarely, and in the group receiving clopidogrel
in nearly half of the patients. It was sufficient to
control bleeding.

In both groups, bleeding most commonly was
observed in the first 10 minutes; lasted 30 min.
in 5 patients, as all cases were easily controlled
by gelatin sponge and/or suturing. Only 2 patients
in group A reported mild bleeding in the first 24
hours, but did not require additional haemostasis
and had stopped spontaneously. None of the patients
receiving clopidogrel had late bleeding.

No statistically significant difference in postop-
erative bleeding was found between group Al and
A2 and B1 and B2 (Table 3).

CONCLUSIONS

1. In patients on monotherapy with ASA 100 mg.
or clopidogrel 75 mg a day single or multiple teeth
extraction can be performed without risk of uncon-
trolled bleeding, provided that additional bleeding
causing factors are excluded.

2. No statistically significant difference in postex-
traction bleeding between patients taking ASA or
clopidogrel and those who discontinued the therapy
before the extraction was found.

3. Local haemostasis with gelatin sponge and/or
sutures was sufficient in 100% of cases for control
of postextraction bleeding in patients on monotherapy
with ASA or clopidogrel.

Folia Medical 2017 I Vol. 59 | No. 3
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Table 3. Postoperative bleeding in both groups

ASA 0.1 Clopidogrel 0.75
Group Al Group A2 Group B1 Group B2
(n=34) (n=34) P (n=31) (n=31) P

Postoperative bleeding in o o o o

the first 10 min. 8 (24%) 9 (27%) 0.783 8 (26%) 6 (19%) 0.551

Postoperative bleeding in 0 o o o

RSO, 2 (6%) 2 (6%) 1.000 1 (3%) 0 (0%) 0.325

posioperatve bleeding it (30, 1 (3%) 1.000 0(0%) 0(0%) :

posioperatve bleeding it ¢ (gny) 0 (0%) . 0 (0%) 0 (0%) :
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LunnoBaAa KNCNoTa KJ'IOI'IVI,D,pOFEJ'Ib nepeg 3KCTpaKU,I/Iel7| 3)/6OB n TéM CaMbiM noAa-
BepratoT NayneHTa pUCKY HeXxenaTelbHbIX TpOM6OLI,VITHbIX ABMEHUN.

Llenb: Llenbto HacToALero nccnefoBaHns ABNAETCA OLEHKa prcKa KpOBOTeUeHMA
BO BpeMs dKCTPaKUuy 3y6OB y MaLMEHTOB C NPOAOIKaloLencs aHTuTpomboL -
TapHOW Tepanuen.

Martepuan n metogpi: B nccnegoaHmm npuHanm yyactre 130 nauyeHTOB B BO3-
pacte o1 18 fo 99 net, 64 MyXuuHbl 1 66 XeHLWNH. 68 nayreHTam, pacrnpenenéH-
HbIM B iBE rpynbl, Obln Ha3HauyeH NpUEM aLeTUICanMLUuIOBOM KUCIOTbl B 036
100 mr.: 34 naymeHTa npogomxkunu npuém ACK, a octanbHbimM 34 naymeHTam npe-
Kpatunu npuém 3a 72 yaca J0 dKCTpakumn. 62 naumeHTam, pacnpenenéHHbim B
ZBe rpynnbl, 6bin Ha3HaueH Npuém Knonupporens B go3e 75 mr.: 31 npogonKu-
nn npném Knonugporensa, a 31 npekpatnnm npuém 3a 72 yaca fo 3KCTpakuuu.
JKcTpaKumsa Oblna ocyLecTBieHa No MeCcTHbIM HAPKO30M C yaneHrem He 6onee
Tpéx 3y6OB B paMKax 04HOro nocelyeHus. bbin ncnonb3oBaH NIOKasnbHbI remocTas
YenaTuHOBOW ryoKol 1/ Nnmn HanoXeHneM LBOB Af1A KOHTPOMA KPOBOTEUYEHMS.

Pesynbratbi: J/IErkoe KpoBoTeueHMe HabnloAaNOCh Yalle BCEro B TeYeHre NepBbIxX
30 MUHYT 1 6bINIO YCMELWHO NPUOCTaHOB/IEHO C MOMOLLbIO JTOKaJIbHOIO remocTasa.
TonbKo ovH NaLUMEHT B KOHTPOMbHO rpymnne 1 oAnH B 3KCNepPUMeHTaIbHOW, KO-
Topble NpuHMMann ACK, coobwmnm o NErkom KpoBOTEUEHUN B pPaMKax MepBbIX
24 yacoB nocJe IKCTPaKLUMMK, KOTOPOe OblI0 MPUOCTAHOBIEHO MpUXKaTMeM Map-
neBbIM TamnoHoM. He Habnopanocb cyiyyaeB 06UNBHOIO KpoBOTeueHus, Tpeby-
IOLMX HEOT/IOXKHOWM NMOMOLLM MW NPUMeHeHnA Gonee cepbé3HbIX CPeAcTB, Yem
NOKaJIbHbIN reMocTas. He ycTaHOBNEHO CTaTUCTUYECKM 3HAUMMOW Pa3HULLbI B KPO-
BOTEUYeHMM B 06eunx rpynnax.

3aknoueHune: OfMHOYHbIE U MHOXECTBEHHbIE SKCTpaKLmM 3y60B y MaLMEHTOB,
npuHnmMatowmx ACK unu Knonugporenb, MOryT OCyLecTBAATbCA 6e3 onacHOCTU
AN nayneHTa ¢ obecrneyeHneM JIOKaNbHOro remocTasa 6e3 npekpalleHus Tepa-
nun.
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