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Bleeding

Bleeding in the mouth may be a sign of various condi-
tions related to the structure of blood vessels, the num-
ber or function of white blood cells and especially
platelets, the deficiency or dysfunction of clotting factors
or even interaction of various drugs. Some of these
bleeding disorders appear at a very young age; some are
also found among close relatives (inherited) while
others are noticed later with a negative family history

(acquired). The severity of the bleeding ranges from
minor hemorrhages from gingivae and other parts of the
oral mucosa with the formation of petechiae or ecchy-
mosis (Figure 1.0), to extensive bleeding in other parts
of the body, causing severe blood loss, even jeopardizing
the patient’s life.

The more important causes of oral bleeding are seen in
Table 1.

Figure 1.0

Tongue hematoma in a woman with seizures.
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Table 1 Conditions related to oral bleeding.

Table 1 (Continued)

Common and important conditions

Common and important conditions

e Local conditions
» Gingivitis/periodontitis
= Granuloma pyogenic/giant cell
» Jaw fracture
m Trauma
= Tumors invading blood vessels
e Systemic conditions
o Congenital
= Hemophilia A or B
= Von Willebrand’s disease
m Other factor deficiencies
s Glanzman thrombasthenia
o Acquired
- related to coagulation
m Liver disease
m Vit. K deficiency, warfarin drug use
» Disseminated intravascular coagulation
- related to thrombocytopenia
» Idiopathic
» Drug-induced
m Collagen vascular disease

m Sarcoidosis
= Hemolytic anemia
m Leukemia
= Myeloma
s Waldestmom
- related to platelet dysregulation
m Alcoholism
m Chronic renal failure
= Drugs
m Liver disease
- related to vascular disorders
= Angina bullosa hemorrhagica
= Angiomas
m Ehrler-Danlos syndrome
» Hereditary hemorrhagic telangiectasia
» Infections from Ebola, HIV, HSV; EBV, Rubella
» Marfan syndrome
= Purpura
= Scurvy
- related to fibrinolysis
= Amyloidosis
m Streptokinase treatment

Case 1.1

Figure 1.1a

CO: A 62-year-old woman was referred by her family
doctor for evaluation of several red spots on her lips,
mouth, and the skin of her fingers.

HPC: The red spots had been present since childhood,
but had become greater on the surface of her face over

OE: oral examination.

Figure 1.1b

the last five years causing cosmetic problems and
patient’s concern.

PMH: Her medical history revealed a chronic iron defi-
ciency anemia which still remained despite the fact that

The following abbreviations are used throughout the book - CO: Complains of; HPC: History of present complaint; PMH: Past medical history;




the patient was in the post-menopause phase and had
been treated occasionally with iron tablets. No other
serious medical problems were recorded except for a few
episodes of nose and gut bleeding which had caused her
to ask for medical advice. She was a non-smoker and
non-drinker.

OE: The examination revealed numerous red vascular
papules, variable in size, ranging from pin head-like
lesions to small red plaques at the vermilion border of her
lips, and on the tongue and buccal mucosae (Figure 1.1a).
A few asteroid-like red lesions, were also seen on the
skin of her fingers (Figure 1.1b) and inside her nose which
were responsible for her episodes of epistaxis.

01 Which is the possible cause of her red spots?
A Crest syndrome
B Sjogren syndrome
C Rendu-Osler-Weber syndrome
D Rosacea
E Ataxia-telangiectasia

Answers:
A No
B No
C Rendu-Osler-Weber syndrome or hereditary hem-
orrhagic telangiectasia (HHT) is a rare autosomal
dominant condition that affects blood vessels
throughout the body (telangiectasia; arteriovenous
malformations) with a tendency for bleeding. This
vascular dysplasia is commonly seen in oral,
nasopharynx, lung, liver, spleen, gastrointestinal
and urinary tracts, conjunctiva and the skin of
arms and fingers.
D No
E No

Comments: Skin telangiectasias are also seen in patients
with ataxia telangiectasia, Crest and Sjogren syndromes.
In rosacea, main vascular lesions are the broken vessels
that are located exclusively on the skin predominantly
on the middle of the face, as in ataxia telangiectasia. In
ataxia telangectasia, the vascular lesions are associated
with poor coordination, and in Crest syndrome with
calcinosis and sclerodactyly and Raynaud phenomenon.
Sjogren’s syndrome affects the mouth, eyes, nose and
other organs causing dryness, swelling of the salivary
glands and facial telangiectases.

Bleeding

02 Which are the main complications of this condition?
A Anemia
B Pulmonary hemorrhage
C Ischemic stroke
D Skin photosensitivity
E Mental retardation

Answers:

A Iron deficiency anemia is a very common compli-
cation induced by a series of episodes of blood
loss through the nose (epistaxis) and gastrointes-
tinal tract (melena stools) from telangiectic
lesions.

B Pulmonary hemorrhage is mainly found in patients
older than 40 years old and with multiple visceral
involvements, causing breathing problems, portal
hypertension and liver cirrhosis.

C Ischemic stroke is a rare yet serious complication
in patients with HHT, and requires special care.

D No

E No

Comments: The vascular lesions on facial skin some-
times cause cosmetic problems, but never skin photosen-
sitivity, while the brain lesions of HHT may cause
neuro-psychiatric complications with various pathways
which have not been related to mental illness before.

03 Which genes are linked with this condition?
A Endoglin gene (ENG)
B Fibroblast growth factor receptor 3 (FGFR3)
C Activin receptor like kinase (ALK-1)
D Collagen type | alpha 1 chain(COL1A1)
E Dentin sialophosphoprotein (DSPP)

Answers:
A Engoglin gene mutations have been isolated in
HHT families (type 1)
B No
C Activin receptor like kinase (ALK-1)mutations
have been found in HHT (type 2)

Comments: Mutations in the COL1A1 and COL1A2 genes
are related to the development of the majority of osteo-
genesis imperfecta (>90%), while FGFR3 is associated
with fibrous dysplasia and DSPP with dentinogenesis
imperfecta.
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Case 1.2

Figure 1.2

CO: A six-year-old boy was admitted with bleeding of his
mouth.

HPC: The patient sustained a facial injury during a
football match half an hour before the bleeding.

PMH: He was a healthy child with no serious medical
problems. He was very sociable, and used to take part in
all activities at his kindergarten.

OE: He is a very young child, feeling stress and fear
because of the bleeding in his mouth, especially from the
area of deciduous central right incisor. This tooth had
been pushed into its hemorrhagic and swollen gingivae
(Figure 1.2). No other problems with the rest of his teeth,
jaws, and oral mucosa were noticed.

01 What is the possible cause of the hemorrhage of this
child?
A Trauma
B Self-induced
C Infections
D Children abuse
E Bleeding disorders

Answers:

A Facial trauma is commonly noticed among chil-
dren and characterized by soft tissue injuries (lips,
oral mucosae, face) or deep ones into the maxilla
or mandibular bone and their associated teeth.
Facial trauma is responsible for the “impressive”
bleeding due to the high vascularity of this area.

D No
E No

Comments: The absence of multiple bruises and hemato-
mas alone, or with the different ages of lesions combined
with the history of the accident and type of injuries in a
child’s body is an easy way to exclude bleeding disorders
or child abuse from the diagnosis. The absence of fever,
swelling and erythema in the lesion rules out infections
(bacterial, viral, or fungal). In addition to this, the lack of
similar lesions in the past together with the child’s good
healthy social life reinforces the idea that the lesion was
not self-induced.

02 Which is/are the difference(s) of facial trauma
between children and adolescents?
A Etiology
B Bone involvement
C Symptomatology
D Complications
E Recovery rate

Answers:

A Facial trauma is caused by falling in children and
by assault or altercation in adolescents.

B Fractures of nose bones or jaws are more common
in adolescents rather than in children.

C The symptomatology in children does not fit with
the severity of the lesions and is more remarkable
than in adolescents.

D The facial trauma in children is more superficial
than in adolescents and their complications seem
to be minimal.

E The vyounger the children, the easier their
recovery.

Q3 Which is the clinician’s first priority when faced with
a patient with facial injury?
A Calm patient and his parents
B Retain the airway open
C Check for broken or dislocated teeth
D Stop bleeding
E Treat facial wound (cleaning and suturing)

Answers:
A No
B Retaining child’s airway open is the first priority as
the mucosal edema is disproportional with the
patient’s airway tract. The clinician should remove
obstacles like debris, clots and foreign bodies




from the oropharynx, control the location of
patient’s tongue while in severe cases an orotra-
cheal intubation could be mandatory.

Bleeding

Comments: The second priority for the clinicians is to
control bleeding by putting direct pressure on the facial
injury. Having bleeding under control, clinicians are then

C No able to properly examine the soft tissue injury, investi-
D No gate for possible teeth and jaws fractures and then go
E No further to cleanse and suture the wound, as well as reas-
suring the patient and his parents.
Case 1.3

Figure 1.3

CO: A 32-year-old woman presented with a soft hemorrhagic
lump on her lower left gingivae.

HPC: The lump appeared three months ago and
became gradually bigger, covering the whole crown
of the second premolar, thus causing eating difficulties
and phobias to the patient of being a malignant
neoplasm.

PMH: A healthy woman at the third month after baby
delivery, with no serious medical problems and drug use
apart from iron and calcium tablets prescribed by her
gynecologist during her pregnancy. Smoking or drinking
habits were plentiful.

OE: A very soft penduculated mass on the gingivae
from the distal part of the 1st lower right premolar to
the 1st molar. It was very soft, vascular and sensitive,
and was bleeding easily with slight probing and caused
eating problems (Figure 1.3). The lesion developed
gradually and reaching its biggest site at the last month
of pregnancy and began to decrease slowly within the
next three months after her delivery. No other similar
lesions were found within her mouth, other mucosae or
skin. Regional or systemic lymphadenopathy was not
recorded.

01 What is this lesion?
A Kaposi’s sarcoma
B Pregnancy epulis
C Peripheral giant cell granuloma
D Gingival hemangioma
E Peripheral ossifying fibroma

Answers:
A No
B Pregnancy epulis is a localized hyperplastic
hemorrhagic soft lesion on the upper and lower
gingivae of pregnant women with decayed teeth
and poor oral hygiene. The lesion grows slowly
and reaches its largest size during the last tri-
mester of pregnancy.

Comments: In contrary to pregnancy epulis the gingival
hemangiomas are found earlier (at childhood); sarcoma
Kaposi are usually associated with lymphadenopathy
and have an aggressive course. The peripheral odonto-
genic fibroma has a firmer feel on palpation, while the
peripheral giant cell epulis does not improve with the
baby’s birth and is associated with endocrinopathies.

Q2 Which are the other oral conditions seen during
pregnancy?
A Melasma
B Pregnancy gingivitis
C Increased risk of caries
D Erosions of teeth
E Sialorrhea

Answers:
A No
B Pregnancy gingivitis is the commonest compli-
cation of pregnancy and can start even from the

second month, reaching its peak on the eight
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month of pregnancy. This type of gingivitis is due
rather to the action of increased female hormones
on their gingival receptors rather than to micro-
bial plaque.

C Pregnant women tend to be at increased risk of
caries as the number of cariogenic bacteria in the
mouth, and the frequency of eating, especially
sweet food as a means of coping with nausea, are
increased.

D Erosions on the palatal tooth surface and espe-
cially on the upper anterior teeth are common and
are also attributed to the acidity of gastric juice
that reaches the mouth during vomiting.

E Sialorrhea is a common finding in pregnant
women and caused by the increased nausea and
vomiting recorded during their pregnancy.

Comments: Melasma or pregnancy mask as it is known, is
characterized by a brown discoloration of the facial skin
and lips, but is never seen within the mouth of pregnant
women and those taking contraceptives or hormone
replacement medications.

03 Which conditions have been detected in babies,
related to the periodontal status of their mothers?

A Premature birth

B Low weight

C Vision or hearing deficits
D Mental retardation

E Dental anomalies

Answers:

A Women with chronic inflammation of their gingi-
vae seem to produce a number of inflammatory
cytokines, some of which are responsible for the
uterine muscle contractions which finally induce
early labor.

B Premature babies show incomplete growth and
low weight.

C Vision or hearing deficits are commonly seen in
premature babies whose early birth may be associ-
ated with the periodontal problems of their mother.

D No

E No

Comments: The mental status of pregnant women may
worsen their periodontal problems by increased secre-
tion of cortisol and refusal of tooth brushing, while the
periodontitis per se does not affect the mental status or
dentition of their children.

Case 1.4

Figure 1.4

CO: A 42-year-old woman came in with a hemorrhagic
bulla inside her cheek.

HPC: The bulla appeared three hours ago after eating
a sandwich. No similar bullae were recorded in her or her
close relatives in the past.

PMH: From her medical records a few episodes of
allergic rhinitis controlled with antihistamine and
steroids in crisis were recorded. No blood and other
systemic diseases, other allergies or drug uptakes were
recorded.

OE: Examination revealed a large bulla with hemor-
rhagic content on the left buccal mucosa at the occlu-
sion level (Figure 1.4). The bulla appeared during
mastication and was easily broken during the exami-
nation’s manipulations, leaving a painful superficial
ulceration. No other bullae, ulcerations or petechiae
and ecchymoses were seen on the oral and other
mucosae or skin. Cervical lymphadenopathy was not
seen.

01 Which is the disease responsible for this bulla?
A Thrombocytopenia
B Burns
C Mucous membrane pemphigoid
D Angina bullosa hemorrhagica
E Hemorrhagic mucocele




Answers:
A No
B No
C No
D Angina bullosa hemorrhagica (ABH) is an acute,
benign condition characterized by the develop-
ment of subepithelial bullae filled with blood that
are not attributed to any systemic disorders. A
chronic trauma, consumption of hot and spicy or
abrasive foods, or difficulties in restorative or
periodontal treatment are considered to be the
commonest causes.
E No

Comments: Hemorrhagic bullae are often seen in other
conditions such as thrombocytopenia, mucous pemphig-
oids and burns, but the presence of specific elements
indicated the diagnosis. The appearance of low platelets
and ecchymoses, epistaxis, and gingival bleeding in
thrombocytopenia, the presence of numerous bullae
with clear fluid in mucous pemphigoid, and the lack of
close contact with thermal, chemical, or electrical ele-
ments in burns help to exclude these conditions from the
diagnosis. Mucoceles are thicker and more resistant,
while the bullae in angina are thinner and more easily
break.

02 Which of the drugs below are usually related to the
development of this condition?
A NSAIDs
B Antibiotics
C Steroids
D Anti-diabetics
E Bronchodilators

Answers:
A No
B No
C Chronic use of steroids, especially inhalers, causes
oral mucosa atrophy and decreases the submu-
cosa’s elastic fiber content, resulting in capillary

Bleeding

breakdown locally, finally forming the characteris-
tic hemorrhagic bullae.

D No

E No

Comments: Diabetes mellitus has also been associated
with hemorrhagic bulla formation due to increased
vascular fragility in these patients, and not to the drug
for blood sugar reduction. Similar bullae could also be
seen in patients who take antibiotics or bronchodilators
and have various autoimmune diseases. As for NSAIDs,
these drugs are responsible for peptic ulcers and bleed-
ing from the intestine, but more rarely for skin bullous
rash and fever.

Q3 Which of the histopathological finding(s) is/or are
characteristics of this condition?
A Subepithelial bulla
B Intra-epithelial abscess of neutrophils
C Mononuclear inflammatory infiltration of submu-
cosa deep to the muscles
D Direct immunofluorescence negative
E Eosinophils accumulation in the corium

Answers:

A The breakage of the epithelial-connective tissue
junction due to topical agents leads to local
capillary hemorrhage and subepithelial bulla
formation.

B No

No

D Direct immune-fluorescence is always negative.
DI is always positivein pemphigus and other intra-
epithelial blistering diseases.

E No

(@]

Comments: The inflammatory response in ABH is intense
and located only at the superficial parts of submucosa,
often containing neutrophils but not eosinophils and
mast cells.
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Case 1.5

Figure 1.5

CO:A48-year old man was presented with a hemorrhagic
lesion on the floor of his mouth.

HPC: The lesion appeared sixmonths ago while the
bleeding was noticed during eating three days ago.

PMH: No serious medical problems were recorded
apart from an episode of severe pneumonia which was
diagnosed last December and was treated with a strong
course of antibiotics. No other drugs were taken, but
the patient was a smoker (>40 cigarettes, daily) and a
drinker (4-5 glasses of wine or relevant spirit per
meal).

OE: The examination revealed an asymptomatic white
lesion on the floor of mouth extended from the left lower
premolar to the molar region. The lesion was fixed in
palpation and had a warty-like surface with two to three
bleeding areas (Figure 1.5). Smoking-induced lesions
such as increased gingival pigmentation, nicotinic sto-
matitis and brown teeth discoloration were also found,
together with ipsilateral, fixed, enlarged cervical lymph
nodes where oral or skin petechiae and ecchymoses
were not seen.

01 What is the cause of bleeding?
A Traumatic ulceration
B Pemphigus vegetans
C Verrucous leukoplakia
D Giant verruca vulgaris
E Squamous carcinoma

Answers:
A No
B No

C No

D No

E Squamous cell carcinoma is the cause of his oral
bleeding. This tumor is a locally aggressive, tumor
which appears as an indurated swelling , ulcera-
tion or plaque of various cellular differentiation
and risk of metastasis. This lesion grows either
slowly and superficially, but in majority of cases
grows fast and invades deep tissues such as mus-
cles and blood vessels causing muscle dysfunc-
tion and bleeding.

Comments: This tumor differs from other vegetating
oral lesions such as hyperplastic traumatic ulcera-
tions, pemphigus vegetans, verrucous leucoplakia, and
verrucous vulgaris. The lack of local trauma or other
vegetating lesions in the flexures of the patient rules
out traumatic ulceration and pemphigus vegetans from
the diagnosis, while the hard consistency and strong
fixation of the lesion with the underling tissues is not
an indication of verrucous vulgaris and leukoplakia where
biopsy is required.

02 Although the verrucous carcinoma is a variation of
oral carcinomas, it differs from the other types in the
following histological characteristics:

A Evidence of dysplasia in adjacent epithelium
B Shape of the rete pegs

C Absence of keratinization

D Location of mitosis

E Basal basement membrane status

Answers:

A Dysplastic epithelium is often seen close to the oral
squamous, but not to verrucous carcinomas.

B The shape of rete pegs entering the corium is
variable in the majority of oral carcinomas,
but is bulbous, like elephant feet in verrucous
carcinoma.

C No

D In oral carcinomas, the mitoses are scattered in
the basal and spinous layer, while in verrucous
carcinoma they are located mainly in the basal
layer.

E In oral carcinomas the basal membrane is
invaded by tumor islands, but in verrucous car-
cinoma it is intact and the tumor grows superfi-
cially as well.




Comments: Keratinization is commonly seen in both
tumors; however keratin pearls are mainly found in squa-
mous carcinoma, while keratin plugs are found in verru-
cous carcinomas.

Q3 Which of the measures below is/are not amenable to
control bleeding from an oral carcinoma?
A lIdentification of the underlying cause of oral

bleeding

Blood investigations

Packing-dressing

Suturing

Radiotherapy

monNnw

Bleeding

D No

E Radiotherapy is sometimes useful to the control
of excessive bleeding that may arise from lung but
not oral carcinomas. Patients with oral carcino-
mas and other head and neck tumors have already
received the maximum dose of radiotherapy when
bleeding begins, and therefore other aggressive
measures such as arterial embolization should be
undertaken.

Comments: Clinicians must control oral bleeding by
following some basic steps such as the identification
of the causative factor by taking a comprehensive his-
tory and careful clinical examination; excluding

Answers: bleeding diseases by checking white blood count and
A No clotting profiles as well as packing or dressing with
B No hemostatic agents, while in more severe cases with
C No cauterization, suturing, or embolization should be
used.
Case 1.6

Figure 1.6a

CO: A 24-year-old male was referred for an evaluation of
bleeding from his upper lip.

HPC: The hemorrhage appeared on his upper lip dur-
ing eating from a broken bulla three hours ago.

PMH: This young man suffers from Down syndrome
and over the last two years he has been complaining
about multiple bullae on the skin of his legs, mouth, and
genitals. He had a short course of steroid cream for skin
bullae which was not effective, causing him to refuse any
other medications since then.

Figure 1.6b

OE: An anxious young man,showing numerous ulcerations
inside his mouth, lips, and legs as a result of ruptured
bullae due to friction. A hemorrhagic ulceration on his
upper lip (Figure 1.6a) together with a tiny hemorrhage
of the nail bed of his middle finger was found (Figure 1.6b).
No other hemorrhagic lesions (petechiae or ecchymoses)
were seen inside his mouth, skin or other mucosae. On
the other hand, epistaxis was not referred and general
symptomatology was absent. The patient was admitted

to an examination,and blood results revealed no clotting
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disorders while biopsy of the skin revealed a subepithe-
lial bulla with positive immunofluorescence of IgG and
C3 along the basement membrane zone (BMZ).

01 What is the cause of his lip bleeding?
A Self-induced lip trauma
B Pemphigoid disorders
C Clotting disorder
D Erythema multiforme
E Herpetic stomatitis

Answers:
A No
B Pemphigoid bullous diseases (mucous and bul-
lous) are a group of subepithelial bullous disor-
ders which affect mainly the mouth (mucous type;
or less frequently bullous type) or the skin. They
have a characteristic immunofluorescence profile.
Their bullae break easily and leave painful hemor-
rhagic ulcerations covered with hemorrhagic crusts
as seen in this patient.

Comments: Clotting disorders are easily excluded from
the diagnosis as the blood tests were negative. Herpetic
stomatitis causes similar hemorrhagic oral lesions but is
ruled out as this condition lacks chronic skin lesions and
its severe mouth lesions occur only once and not con-
stantly, as seen in this patient. Erythema multiforme
shows similar findings with the patient’s lesions, but is
also excluded due to the short duration of its lesions and
presence of fibrin instead of IgG and C; with BMZ.
Factitious illness is a problem in the disabled but not in
Down syndrome patients, as these are less likely to
develop maladaptive behavior and the patient did not
show any aggressive behavior capable of causing self-
induced lesions in his body.

02 Which of the bullous disorders is/or are initiated
with urticarial skin lesions?
A Pemphigus vulgaris
B Bullous pemphigoid
C Cicatricial pemphigoid
D Paraneoplastic pemphigus
E Dermatitis herpetiformis

Answers:
A No
B Bullous pemphigoid is a chronic subepithelial
blistering disease that starts as an urticarial erup-
tion which develops large firm bullae, especially

in flexor skin areas over a course of weeks to
months.

C No

No

E Dermatitis herpetiformis is a chronic pruritic pap-
ulovesicular eruption which is associated with
urticarial wheals and located symmetrically on
the extensor surfaces of skin.

(=)

Comments: Although paraneoplastic pemphigus and cic-
atricial pemphigoid are chronic bullous disorders affect-
ing oral and other mucosae and appear either as fragile
intra-epithelial bullae associated with a neoplasm
(leukemia or lymphoma) or subepithelial bullae, they
are never associated with pruritic rash and scarring.

03 Which Llip conditions are presented with Llip
bleeding?
A Exfoliate cheilitis
B Erythema multiforme
C Actinic prurigo
D Granulomatous cheilitis
E Perioral dermatitis

Answers:

A Exfoliate cheilitis is a common cheilitis character-
ized by the production of keratin scales in the ver-
milion border of lips in young women with anxiety,
who have the habit of removing the scales by rub-
bing them against their teeth thus leaving ulcer-
ated hemorrhagic lesions.

B Erythema multiforme is an acute mucocutaneous
reaction characterized by erythematous plaques,
painful hemorrhagic bullae and erosions in the
skin (target like lesions), in the mouth and other
mucosae. The presence of hemorrhagic crusts on
the lips is pathognomonic for this condition.

C Chronic exposure to solar radiation causes actinic
prurigo, a photodermatosis affecting the skin, lips
and conjunctiva. Lips are usually erythematous,
scaly and in places bleed while the skin lesions
appear as itchy, red papillae or nodules on cheeks,
nose, forehead or arms, and eyes showing hyper-
emia, photophobia and pseudopterygium.

D No

E No

Comments: Perioral dermatitis is a chronic itchy papulo-
pustular rash affecting the skin around the mouth while
granulomatous cheilitis is a chronic, persistent swelling
of lips due to granulomatous inflammations. Neither of
them have a bleeding tendency.
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Case 1.7

Figure 1.7

CO: A 36-year-old woman was presented with hemor-
rhage from her tongue.

HPC: Her tongue bleeding appeared one month ago
when she gave birth to a baby girl. The bleeding had
arisen from a superficial strawberry-like soft mass on the
dorsum and inferior part of her tongue while it deterio-
rated with mastication movements.

PMH: Her medical history revealed no serious dis-
eases such as bleeding disorders. A case of iron defi-
ciency anemia was only recorded since puberty which
was treated with iron supplements as well as a few
tongue surgeries for the elimination of a vascular lesion
of her tongue in the past. The patient was not a sup-
porter of smoking or drinking habits, while she used to
spend her free time painting.

OE. The oral examination revealed multiple small
hemorrhagic dots on the dorsum and inferior part of
tongue (Figure 1.7) which were similar to a mature
strawberry. These dots are superficial and could easily
bleed with touching, and were overlying a soft vascular
mass. This mass was detected when she was one year
old,and became larger during puberty, requiring surgery.
It remained stable until her pregnancy when it became
bigger and was occasionally bleeding. No other similar
lesions, petechiae, or ecchymoses were found on her
body.

01 What is the cause of bleeding?
A Hemangioma
B Vascular malformation
C Kaposi sarcoma
D Pregnancy pyogenic granuloma
E Wegener granulomatosis

Answers:
A No
B Vascular malformations are characterized by
abnormalities of the capillary, venous or arterio-
venous vascular bed which appear at birth or a
few months later, and grow gradually. Contrary to
other vascular lesions though, they do not resolve;
instead they can be exacerbated with various
conditions such as pregnancy.
C No
D No
E No

Comments: Based on the early onset and long duration
of this single lesion,without resolution throughout the
coming years hemangiomas are easily excluded while
the long duration and slow progress without other similar
lesions in patient’s body or general symptomatolog rules
out extensive pyogenic grannulomas or Wegener granu-
lomatatosis from the diagnosis.

02 What are the differences between hemangiomas and
vascular malformations?
A Location
B Course
C Symptomatology
D Pathogenesis
E Complications

Answers:

A No

B Hemangiomas appear mostly at birth, grow rapidly
and resolve during puberty while vascular malfor-
mation remain or even worsen.

C No

D Hemangiomas are characterized by endothelial
hyperplasia while in vascular malformations the
endothelial cell turnover is normal.

E Both hemangiomas and vascular malformations
cause a variety of complications from mild esthetic
disfiguration to severe possibility of jeopardizing
the patient’s life dependent on the size and loca-
tion of the lesion closely to vital organs.

Q3 Which of the syndromes below is/or are not associ-
ated with this condition?
A Sturge-Weber syndrome
B PHACE syndrome
C Proteus syndrome
D Maffucci syndrome
E Blue rubber bleb nevus syndrome (BRBNS)
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Answers:
A No
B PHACE syndrome is characterized by multi-organ
lesions such as posterior fossa anomalies; facial
hemangiomas, arterial and cardiac anomalies as
well as eye problems

Comments: Abnormal vascular malformations are often
seen in a number of syndromes like Sturge-Weber; Maffucci,
Proteus and blue rubber belb but all of them have different
clinical presentation. Sturge-Weber syndrome is character-
ized by numerous facial (port-wine stain) and cerebral angi-
omas, glaucoma, seizures and mental retardation while in
Maffucci syndrome, angioma is associated with numerous

C No endochondromas. Proteus syndrome has characteristic
D No skin, bone, muscle and vascular abnormal growths, while
E No venous malformations of the gastrointestinal tract and skin
are seen in blue rubber bleb nevus syndrome.
Case 1.8

Figure 1.8

CO: A 68-year-old woman was presented with hemor-
rhagic gingivae over the last three months.

HPC: Her gingivae showed areas of hemorrhage over
the last three months and was associated with general-
ized lymphadenopathy, fever, weight loss and sweating
at night.

PMH: Hyperlipidemia and diabetes mellitus were the
only serious diseases reported. A recent blood check-up
revealed an increased number of eosinophils and lym-
phocytes as well as chronic sideropenic anemia, despite
her proper diet. No smoking or drinking habits, but a
chronic exposure to chemicals because of her job at a
painting industry was reported.

OE: The examination revealed swollen, soft, edema-
tous and hemorrhagic gingivae that were associated
with a few scattered petechiae on buccal mucosae. The
gingivae were pale and easily bled from the interdental
papillae (Figure 1.8). A few ecchymoses were also found
on her legs and associated with a generalized lymph
node enlargement.

01 What is the cause of her gingival bleeding?
A Acute ulcerative gingivitis
B Scurvy
C Leukemia
D Plasma cell gingivitis
E Wegener disease

Answers:
A No
B No
C Leukemia is the cause. Leukemia is a malignant
neoplasm of white blood cells characterized by an
abnormal growth of a certain type of white cells,
anemia, easy bruising or bleeding, susceptibility to
infections, swollen lymph nodes, together with weight
loss and night sweating,as was also observed in this
patient who was finally diagnosed of having chronic
lymphocytic leukemia
D No
E No

Comments: Gingival bleeding is a common finding in
other local conditions such as in acute ulcerative and
plasma cell gingivitis, or systemic diseases such as
Wegener disease and scurvy. The lack of necrosis of inter-
dental papillae (seen in acute ulcerative gingivitis) and
the erythematous and edematous red attached gingivae
(in plasma cell gingivitis) or the erythematous swollen-
like-strawberries gingivae (in Wegener disease) and the
ulcerated, swollen gingivae with deep pocketing (in
scurvy) exclude the above diseases from the diagnosis.

02 Which laboratory tests are routinely used for the
diagnosis of this condition?
A White blood count
B Immunophenotypic analysis with flow cytometry
C Bone marrow biopsy
D Urine analysis
E Cerebral fluid biochemical analysis




Answers:

A White blood count shows an increased number of
lymphocytes (>10,000 cells/mm?®).

B The flow cytometric analysis of the bone marrow
aspiration cells and peripheral blood cells with
the use of a series of monoclonal antibodies allow
the identification of hematologic malignancies
including chronic lymphocytic leukemia (CLL).

C Bone marrow biopsy is used in undiagnosed cases
of blood dyscrasias showing the replacement of
bone marrow cells with pathologic lymphocytes.

D No

E No

Comments: Urinalysis and cerebrospinal fluid (CSF) anal-
ysis are useful only in a diagnosis of aggressive leukemias
like CLL, involving bladder and brain respectively.

Q3 Which other conditions are associated with this disease?
A Anemia
B Thrombocytopenia
C Eosinophilia
D Complement deficiency
E Paraproteinemia

Bleeding

Answers:

A Anemia is a very common complication of CLL
due to: (i) bone marrow accumulation of abnormal
lymphocytes inducing the replacement of
stem cells producing red cells; (ii) increased
production of tumor necrosis factor (TNF)
that suppresses red blood cell production;
(iii) increased red cell destruction by circulated
auto-antibodies; and (iv) medications used for
treatment of CLL that suppress red cell
production.

B Thrombocytopenia is responsible for the increased
bleeding tendency among patients with CLL.

C Eosinophilia is sometimes a preclinical sign of
various hematological malignancies including
lymphomas and CLL.

D Complement deficiency is a common finding and
seems to limit CD20 monoclonal cytotoxicity in
treatment’s efficacy for these patients.

E Monoclonal proteins are present in significant
number of patients with CLL.

Case 1.9

Figure 1.9

CO: A 32-year-old woman was presented with red spots
on her palate.

HPC: The red palatal lesions were asymptomatic and
discovered by her GDP during her regular dental check-
up last week.

PMH: Her medical history revealed an asymptomatic
HIV infection over the last 14 months and a few opportun-
ist lung infections this winter. She was on no medication

at the moment apart from a few broad antibiotics taken
for her respiratory infections. Her HIV infection was
probably caught after a blood transfusion given 10years
ago to recover after a car accident. She was non-smoker
or drinker.

OE: A few scattered red spots on both parts of hard and
occasionally soft palate and buccal mucosae. These
lesions did not bleach with pressure, but were associated
with severe periodontal disease regardless of her young
age (Figure 1.9) and cervical lymphadenitis.

Q1 What is the cause of palatal petechiae?
A Fellatio
B Infectious mononucleosis
C Nicotinic stomatitis
D HIV-induced thrombocytopenia
E Rendu-Osler-Weber syndrome

Answers:
A No
B No
C No
D Palatal petechiae on this lady appear due to
thrombocytopenia induced by HIV infection. This
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is one of the early manifestations of the disease
such as atypical oral ulcerations, infections like
pseudo-membranous or erythematous candidia-
sis, reactivation of herpes zoster infection and
acute ulcerative gingivitis/periodontitis.

E No

Comments: Rendu-Osler-Weber syndrome can be easily
excluded, as this is about having scattered telangiectasia
since childhood, in contrast with the hemorrhagic spots
(petechiae) that were found in this young lady. Asympto-
matic petechiae are also seen on the soft palate and on
margins of the hard with the soft palate after orogenital
sex, which this lady had not reported. Asymptomatic
palatal red spots are characteristics in nicotinic stomatitis,
but the red spots there represent the inflamed duct
openings of minor salivary glands and not petechiae.
Palatal petechiae associated with general lymphadenop-
athy are also seen in patients with infectious mononu-
cleosis, but the typically increased number of monocytes
in the blood test and positive mononucleosis (mono)
test, excludes this condition from diagnosis.

02 Which is/are the difference/s between petechiae and
purpura?
A Size
B Location
C Reaction to pressure
D Symptomatology
E Shape

Answers:

A Petechiae are hemorrhagic spots with a diameter
of <5 mm while purpura have a 5-9mm diameter.
No
No
No
Petechiae have round, regular lesions while the
shape of purpura and ecchymoses may be irregular.

monNnw

Comments: Both hemorrhagic lesions do not blanch with
pressure, are usually asymptomatic and can be found
anywhere in the body.

03 What are the causes of thrombocytopenia apart from
an HIV infection?
A Leukemia
B Epilepsy
C Hepatitis Cinfection
D Heavy alcohol consumption
E Anorexia nervosa

Answers:

A Thrombocytopenia is very common sign of an
acute myelogenous and lymphocytic leukemia,
as well as in advanced chronic lymphocytic
and in progressive myelogenous leukemia.
The reduced number of platelets has been
attributed to: (i) bone marrow replacement by
leukemic cells; (ii) increased destruction of
platelets by swollen spleen or cytotoxic drugs
for leukemia treatment; and (iii) immune
destruction of platelets in some CLL cases.

No

C Thrombocytopenia is a major problem in HCV+
patients as it interferes with various measure-
ments for its diagnosis and follow-up. The cause
of thrombocytopenia is multifarious and is due to:
(i) immunogenicity; (ii) direct bone marrow
suppression; (iii) hypersplenism; (iv) decreased
production of thrombopoeitin; and (v) drug
reactions.

D The chronic use of alcohol affects the production,
survival time and functions of platelets while it
also increases their destruction rate by an
enlarged spleen leading to thrombocytopenia.
The cessation of drinking within the second week
raises the number of platelets again.

E Anorexia nervosa causes thrombocytopenia. The
reduced production of platelets is attributed
mainly to low thrombopoietin rather than folic
acid levels due to malnutrition.

Comments: Anti-epileptic drugs such as valproate and
levetiracetam but not the disease per se cause
thrombocytopenia.




Bleeding

Case 1.10

Figure 1.10

CO:A42-year-old man was admitted with gingival bleed-
ing since the previous night.

HPC: The bleeding started suddenly after eating a
snack with potato chips and became more intense and
constant on the lower molar gingivae. No similar bleed-
ing episodes had been reported previously by him or his
close relatives.

PMH: Mild hypertension and cardiological problems
were reported and controlled with diet and a heart mitral
valve replacement fiveyears ago, which was followed by
daily use of the drug warfarin since then. Allergies or
other systemic diseases and smoking or drinking habits
were not recorded, while his diet was poor in green veg-
etables only.

OE: Spontaneous bleeding from all his gingivae but
mainly from his lower left molars with incomplete clot
formation was noticed. The clot was very soft and there
was constant bleeding arising from the interdental papil-
lae (Figure 1.10). This did not end with pressure, rinses
with cold saline mouthwashes or antiseptics. A few pete-
chiae were also seen near the occlusal lines of the buccal
mucosae, but also in other mucosae or the skin. Cervical
or systemic lymphadenopathy was also missing.

01 What is the main cause of gingival bleeding?
A Local trauma
B Dental plaque
C Warfarin-induced
D Vitamin C deficiency
E Liver cirrhosis

Answers:

A Local trauma induced from hard foods such as

potato chips could be a predisposing factor for

gingival bleeding in patients regardless their oral

hygiene status.

No

C Warfarin is the main cause, as it blocks one of the
enzymes that use vitamin K to produce clotting
factors, thus causing incomplete clot formation
similar to that was seen in this patient.

D No

E No

Comments: Dental plaque is responsible for gingival
infection and bleeding in healthy and diseased patients,
but it does not affect the clotting cascade. A vitamin C
deficiency can cause alterations in collagen synthesis,
making the small vessels of the gingivae weak and vul-
nerable to easy bleeding, either with a minor trauma or
automatically. However, the patient’s diet is correct, with-
out any alcohol use and includes a great a number of
foods that are rich in Vitamin C, apart from green fruits
and vegetables which were excluded due to his warfarin
uptake.

02 Which is/are the blood test/s used for checking a
bleeding disorder?
A WBC
B D-dimers
C PT
D APTT
E Vitamin D levels

Answers:

A White blood count (WBC) is required to check the
number of platelets (thrombocytopenia) as well
as the presence of anemia.

B D-dimers measure a specific type of cross-linked
fibrin degradation, while the elevated levels are
indicators of recent clotting activity such as clot-
ting dissemination or intravascular coagulation.

C Prothrombin time (PT) is the time for blood to clot
in a general screen that evaluates factors VII, X, |1
and I1.

D Activated partial thromboplastin time,also known
as A PTT, is a sensitive indicator of coagulation
and evaluates additionally to PT factors such as
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prekallikrein, factors VII, IX and high molecular
weight kininogen, and examines how both the
intrinsic clotting pathway and the common final
pathway are working.

E No

Comments: Vitamin D is required for regulation of cal-
cium and phosphorus in the body. Its deficiency is com-
mon and related to osteoporosis in older patients and
rickets in children but not with clotting diseases.

Q3 Which of the drugs below enhance the bleeding?
A Aspirin
B Fluconazole
C Metronidazole
D Phenytoin
E Omeprazole

Answers:
A Aspirin is often used together with warfarin in
patients with valve replacement and increases

the bleeding tendency, but it is always dependent
on the intensity of the treatment.

B Fluconazole is the drug of choice for various fungal
infections. In combination with warfarin, it can
increase the hypoprothrombinemic effect of the
second drug by interfering with its metabolism and
inhibiting the liver enzymes CYP450 2C19 and 3A4.

C Metronidazole increases the plasma concentra-
tion of warfarin by inhibiting the action of CYP450
2CR enzyme that is responsible for the metabolic
clearance of the active enantiomers of warfarin.

D No

E Omeprazole is sometimes related to an increased
action of warfarin, but their interaction seems to
have a minor, doubtful or Llimited clinical
significance.

Comments: Phenytoin, a well-known antiepileptic drug,
has a complex interaction with warfarin. It initially
increases but later reduces INR after a prolonged
application.




