ORAL CAVITY: ULCERATIVE & INFLAMMATORY LESIONS

*Mechanicaltrauma & cancepcan produce ulcerations in the

oral cavity & must be considered in the differential diagnosis.
Aphthous ers (Canker Sores)

* Extremely common;(smallY<5 mm in &), p_?jmﬂzli__tmmdeg,

shallow ulcers, covered wit ray-white exudate & having an

erythematous rim. Appear or in groups, on the |
nonkeratinized oral mucosa, specially soft palate, buccolabial

mucosa, mouth floor & tongue lateral borders.

More common in the first 2 decades of life & often triggered
by stress, fever, ingestion of certain foods, & activation of IBD.
They are self-limited & usually resolve within few weeks, but

thea}_/ may recur in the same or a different location in the mouth.
b can oCcur o," qnéqge.

| H(—%r mplex Yirus (HSV) Infection
® Herpé\’fi3 gtitis = = cwfremely common
infection caused by s iypel.

® The virus is transmitted by kissing; by middle life
over 3/4 of the population has been infected.

In most adults the primary infection is asymptomatic,

but the virus persists in &dormant)state within &= d.
ganglia about the mouth (e.g.,&rigeminal ganglia).

® With reactivation of the virus (which may be caused
by fever, sun or cold exposure, RTI, or trauma),
solitary or multiple small (<5 mm in J) vesicles
containing clear fluid appear. They occur most often
on the lips or about the nasal orifices & are well
known as cold sores or fever blisters. (‘s 4skl)

® The vesicles soon rupture, leaving shallow, painful
ulcers that heal within a few weeks, but recurrences
are common.
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® The vesicles begin as an intraepithelial focus of
intercellular & intracellular edema.

The infected cells become ballooned & develop

intranuclear acidophilic viral inclusions.

* Sometimes adjacent cells fuse to form giant cqc)ells 4
known as Multinucleated EolykaryorD e

Necrosis of the infected cells & the focal collections
of edema fluid account for the@eplthellal vesicles

detected clinically (F15-1)- Qp\éle(m’ﬁ)\dfd

Vldentlflcatlon of the mclu SHO:1iE aring cells or

nsins S “uau constitutes the
polykaryo mfectlon ql;b Lo o% S
diagnostic Tzan

K [ estfor HSV
t | agen i L etate h arl"db“"of the IeS|ons
Antivira

ts may v accelerate he
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® In 10% to 20% of those with Herpetic stomatitis, &
particularly in the(immunacompromisedy a more virulent
disseminated eruption develops, producing multiple vesicles
throughout the oral cavity, including the gingiva & pharynx

herpetic gingivostomatitis) & lymphadenopathy.
gy BN el

2 In very severe cases, viremia may seed the brain (causing
encephalitis) or disseminated visceral lesions.
W ot e i sulsstance.

¥ HSV type 1 may localize in many other sites, including the
conjunctivae (keratoconjunctivitis) & the esophagus when a

nasogastric tube is introduced through an infected oral cavity.

* As a result of changes in sexual practices, genital herpes

produced by HSV type 2 (the agent of herpes genitalis) is
increasingly seen’in the oral cavity. The infection produces
vesicles in the mouth, which have the same histologic

characteristics as those that develop on the genital mucous
membranes & external genitalia.

Booatn . .
0?‘@&3} LR R e

it Candida albicans is a normaf inhabitant of the oral cavity
found in 30% to 40% of the population: it causes disease onl

when there is mpgr{r)ns&tgjmtbﬁ u§ugl FH&‘?&E;’E mechanisms.
® Thrush = moniliasis = pseudomemb

S = p. [ ranous candidiasis
is the most common fungal infection of th

e oral cavity]
- Itis particularly common among persons rendered
vulnerable by DM, AIDS, immunodeficienc

9, , liciency, anemia, antibiotic
or glucocorticoid t_'hera;p_‘y, or disseminated cancer. ~—

» GROSSLY, typical oral candidiasis takes the form of an
-adherent, whiteylaqueLglLdlngg,c_irs_ummbed_anwhem
within the oral cavity (F15-2). i dlcsy
The pseudomembrane can be scraped off to reveal an
underlying granular erythematous Inflammatory base.

B H, the pseudomembrane is com

posed of fungal organisms
superficially attached to the underlying mucosa.

® In milder infections ther_e IS minimal ulceration, but
® in severe cases the entire mucosa may be denuded & lost.
J e —

- _w w —

e e e ————
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® For unknown reasons, local vagina candidiasis
may appear, not only in predisposed females, but also
in apparently healthy young women, particularly
during pregnancy, or in women who are using oral
contraceptives or broad-spectrum antibiotics.

® In the particularly vulsio. . le host, candidiasis may
(1) Spread into[the esc ﬁ.”u@ué, especially when a
nasogastric tube has beeii introduced, or

(2) it may produce wide-spread visceral lesions,
when the fungus gains entry into the bloodstream.

2 Disseminated candidiasis is a life-threatening
|nfect|on that must be treated aggressively.
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AIDS & Kaposi Sarcoma

® AIDS & less advanced forms of HIV infection, are
often associated with lesions in the oral cavity which
may take the form of candidiasis, herpetic vesicles,
gingivitis, or glossitis— . &)

el W)

® Hairy leukoplakia is an uncommon lesion seen
virtually only in persons infected with HIV.

It consists of white confluent patches, anywhere on

the oral mucosa, that have a "hairy™ or corrugated-> &%
surface resulting from marked epithelial thickening.

Itis caused by Epstein-Barr virus (EBV) infection of
epithelial cells.ﬁfg@g}%ﬁmwzv

® More than 50% of individuals with Kaposi sarcoma
develop intraoral purpuric discolorations or violaceous,

raised, nodular masses; sometimes this involvement
constitutes the presenting manifestation.

sheo 'q';,;éJ

» Leukoplakia refers < B G aused
by epidermal thickening « === .. Fhype ato

h;pe.flpxllosz;q-bj}(aum 5P““5§"‘m‘
As defined by the WHO, leukonlakia is awhitd patch>
that cannot be scraped off & cannot be characterizeg
other disease, (thus, this term is '
(Tgsions, such as those caused by candidiasis or lichen planus).
Gp bty Co e YAner -
» Leukoplakia plaques aremaore frequent among &
are most often on the germilion/border of the lower Tip, buccal

mucosa, the hard & soft palates, & Tess frequently on the floor
of the mouth & other intraoral sites. ]

\\\/‘?
Y@ Mg;gﬁappea as\ 2, ormultifocdl smooth or
_roughened(leathery, discréte mucosal thickening.
O they vary, from simple hyperkeratosis without underlying
epithelial dysplasia, to mild, up to severe dysplasia bordering

on carcinoma in situ (E15-3). " Only histologic evaluation
distinguishes these lesions from each other. ’7,/_0 D -
Loz o @we ol o) 2O Lo
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© Eisevier. Kumar et al: Robbins Basic Pathology Be - www.studentconsult.com

P Leukoplakias are of unknown cause, except that there is a
® strong association with the use of tobacco, particularly
pipe smoking & smokeless tobacco (pouches, snuff, chewing).

»Less strongly implicated factors are:pals} o)) 3.p0 e 51 o=l
® chronic friction, as from ill-fitting dentures or jagged teeth;
®_alcohol abuse; & irritant foods.

® HPV antigen, more recently, has been identified in some
tobacco-related lesions, raising the possibility that the virus &
tobacco act in concert in the ir7i:intinn of Leukoplakia.

® Oral leukoplakia is an impor— because 3% to 25%
(depending somew ‘
transformation to

® The transformation rate is greatest with@ &
lowest with those-on-the floor of themouth.

Leukoplakias & lowes or of th

K

oo, undergo malignant

H H, the Leukoplakia that display significant dysplasia have

(6 Remember: If is impossible to distinguish the innocent

Li‘reater probability of malignant transformation

sion from the ominous one on visual inspection.

O At sln ekl

_ P1 =T Sl D
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Three somewhat related lesions must be differentiated from
the usual oral leukoplakia.

(1) © Hairy leukoplakia, (see above) & seen virtually only in
persons with AIDS, has a corrugated or "hairy" surface rather
than the white, opaque thickening of oral leukoplakia & has not

) )s\,been related to the development of oral cancer.

7 \ \ \ \ \ \ N A ' ¥WOOAW AW AR we ey e
NI NI NERNERAER VER VI \I A AE H

©y ®Verrucous leukoplakia shows a corrugated surface
caused by excessive hyperkeratosis. This seemingly innocuous
form of leukoplakia recurs & insidiously spreads over time,
resulting in a diffuse warty-type of oral lesion that may yet

harb r quamjo)q cell carcinoma.
(3) mo ia refers to @@ ofter/granular)

IScribed areas that may or may not be elevated, having
poorly defined, & irregular boundaries.

B H, erythroplakia almost i 'ahty reveals marked epithelial
dysplasia, & with malig:=~~ - farmation rate of more
than >50%, the recogni':© - =sion becomes even more
important than identificatic: = .. .zukoplakia!

CANCERS OF THE ORAL CAVITY AND TONGUE
Table 15-1 Risk Factors for Oral Cancer
leukoplakia 3% to 25%; More than 50% risk in erythroplakia
mﬁstablishm influence, particularly pipe
smoking & smokeless tobacco

Human papillomavirus (HPV) types(18 &48)Identified b
molecular probes in 30% to 50% of oral canc, Y

Alcohol abuse: Weaker influence than tobacco use, but the
two habits interact to greatly increase risk.

Protracted irritation: Weakly associated

l‘(ﬁ\'o}‘\oh(_}p)?__p O_—;J)Jt_?j«é

e majority of oral cavity cancers are squamous cell
A

. ey represent only 3% of all cancers in the
ey are important clinically, as LLLLS

© All are readily accessible for early identification & biopsy

® BUT, unfortunately, 50% result in death within 5 years &
indeed may have already metastasized by the time the primary
lesion is discovered. _>\ ;}JM GO,

] W-ﬁ;\ﬂdg»éé@;”
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* Oral cancers occur in elderly & is rare before the age of 40y

* Sites: the 3 predominant sites of origin of oral cavity cancer
in order of frequency are the:

(1) Vermilion border of the lateral margins of the lower lip,
(2) Floor of the mouth, & (3) Lateral borders of the tongue.

P ite)to(gray) ci cribe
resembling le lakic patches.
A emnytic, VIS Ie & pal pabli
e

Wl ing’tumor, the ouksi

or they may assume an em@ ;.mvtlc invasive pattern with
central necrosis to create maili nant ulcer.

d}?) lf\\/ag\J | _4)“5(5) J_ﬂ)) G}\OP\“’&'}\Q - )-@—;_)u (D SQ( gd(i‘iﬁU@dS—yé

ucer” B SCCa are usually moderately to well-differentiated

keratinizing tumors (E15-4).
Before the lesions become advanced it may be possible to

identify epithelial atypia, dysplasia, or ca in situ in the margins,
suggesting origin from leukoplakia or erythroplakia.
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® Regional LN spread is present at the time of initial diagnosis:
e only rarely with lip cancer
* in 50% of cases of tongue cancer, &

e in > 60% of with cancer of the floor of the mouth.
Distance metastases is less common than regional spread.

» Clinically, (1) many lesions are asymptomatic & therefore
they are ignored by the patient &

(2) Some may cause local pain or difficulty in chewing.

® When these cancers are discovered at an early stage,
S-year survival can exceed 90%. LN 2le b

__);-rCU %3«0;_9—9-)‘)—3—3' S \iﬁﬁ O 2 .\n\lo\‘/ﬁ-
® However, the overall 5-year survival rates (5ySR) af

surgery & adjuvant radiation & chemotherapy are onl % for
Orthe-Dg f the tongue, pharynx, & floor of the mouth

Syos il Lol o

W compared with less than| 20%for those with LN metastasis.
S loe st es Lap M )iy 20
SALIVARY GLAND JISEASES
(Sialadenitis) ) »9) v L8
* Mucocele, the most comili lesion of the salivary glands

results from(blockage or(t of a salivary gland duct, with
ggl_s/equentliaﬂgg_e,gf saliva into the surrounding tissues,
most often found in the lower lip, as a consequence of frauma.
» Sialadenitis is inflammation of the major salivary glands,
may be of traumatic, viral, bacterial, or autoimmune origin.

* Mumps:is a common cause of sialadeni tis an
infectious viral disease, caused by(paramyxovirus) which may

produce enlargement of all the major salivary glands, but_
medominantI\Lth

B H, there is diffuse, ntc_erstit_ial inflammation marked by edema
& a mononuclear cell infiltration & sometimes, by focal necrosis.

® Although childhood mumps is self-limiting disease, mumps
in adults may be accompanied by orchitis (which, if bilateral,
may causes permanent sterility), ofepancreatitis.

Yeshs I CJL@J‘ &
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* Bacterial sialadenitis mostly occur secondary to:

(1) Ductal obstruction by stone (sialg thiasis, F3.9),
.LQSMJ@\XJ)JBW 'c:»"’!\‘

(2) Retrograde entry of oral cavity bacteria (most commonly

Staphylococcus aureus & Streptococcus viridans), under

conditions of severe systemic dehydration such as the

Postoperative state. In addition, persons with chronic,

debilitating medical conditions, or compromised immune
function are at ¢ risk for acitie bacterial sialadenitis.

* The sialadenitis may o crgely interstitial, may cause focal
areas of suppurative necresis, or even abscess formation.
0:95}3)(}\9_; (“H é,wé.,,'g)dié__;&&%ég;\ St slesly yuesl o=\ _3qaly

. \, -5\
0;9\—:24\‘, )‘FB gﬁﬁ%n syndro a_clinico-pathological Qgan}thi_tLy,
PSS o h aracterized by Xer

g dry mouth (XePostoriia) & dry eyes
Waqiunctiviﬁs Iccad), resulting from immune-mediated
=esy destruttion of all the major & minor salivary glands; as well as

—  the lacrimal glands, and causes { production of saliva & tears.

3§
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* The combination of salivary & lacrimal gland inflammatory
enlargement, which is usually painless, & xerostomia, whatever
e, is sometimes referred 10 astMikulicz syndrome))
The causes include sarcoidosis, leukemia, lymphoma, &
idiopathic lymphoepithelial hyperplasia.
Salivary Gland Tumors (T)

e The salivary gland give rise to 30 types of tumors
. Aboof Ta gur within the[parotid glaniﬂ the
submandibu ar, “and minor salivary glands
© In the parotids, (/0% of these T are benign, ™<= N3

® whereas 40% of submandibular glands & 50% of minor
glands, & 80% of sublingual glands are[cancerous)

@ Thy e likelihood that a salivary gland tumor is malignant
proportional, roughly, to the size of the gland?,

ratio is 1:1, & T usually occur in 6th or 7th decade.

> T ost common malignant T of the salivary gland is
mucoepidermoid carcinoma, 65% of which occurs in the
—parotids. #"When primary or recurrent benign T are present for

many (10-20) years, malignant transformation may occur,
referred to then as a malignant mixed salivary gland tumor.

FEAES J““-l““-:j@\\ .
Pleomorphic Adenoma (Mixed @m{ﬂ‘l{?’f Salivary Glands
* accounts for more than 90% of BT of the salivary glands.
* a slowly-growing T, rarely exceeding 6 cm in &, - e®
* mostly arise in the superficial parotid, causing_painless

discrete & swelling at the| angle of the jaw.
g Soe A el

* Although the T is.well-demarcated, & apparently
encapsulated, histologic examination often reveals multiple

sites where the (T penetrates the capsu@, therefore, adequate
margins of resection are thus necessary to prevent recurrences.

This may require_sacrifice of the , which pass
through t . PRS2 s sy <

L > 5\ DY
* 10% of T excisions are followed by recurrence.
. C:J\"f\\a,f‘——“\

O Characteristically, T is histologically heteroganiecus with: 2 dener

() epithelial T cells forming ducts, acini, tubules, strands, or
sheets. The cells are small, dark, & range from cuboidal to

spindle forms, these epithelial cells are_
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- (I These epithelial elements are intermingled with a loose,
A often myxoid connective tissue stroma sometimes contammg
islands of apparent cartilage or, rarely, bone (F15-5 & 6-2).

* Immunohistochemical evidence sugge f the
diverse cell types inthe T are of myoe |theI|a| derlvatl n.

Warthin Tumor (Papillary Cystadenoma L ymphomatosum)

o[Infrequent BT) occurs » parotid gland.
e [t is thoughtto arise from heferompsc salivary tlssue trapped
within a regional LN during embrvnrzmpsnsp T \5;3q,»__g\

o Usually, small@encamw“ LR
(C/S) reveals mucin-containing ¢ vpaces (F3-13) within a

soft gray background. , slecystsicsley Ak aalp|
O H, it shows: (1) a_two-tiered epWal ayer lining the
branchlng, cystic, or cleftlike spaces & (2) an immediately

subjacent, well-developed ly tissue + germinal centers.
A recurrence rate of about(10%i |s attributed to incomplete

excision, multicentricity, or a 2™ primary tumor.

"Malignan fransformation is rare; about half of reported cases
ave had Jprior radiation exposure.

%Y:Q_)\CL-QJA
£29 (L SS2 (A0
c\%t’\—;ff\f

~—

&&M@@@@@@@@@m@gg

. 0. _ ___ - _ N1Af_ _ 41 s =~ —_— ™ _ __ 88
Scanned with CamScanner



3 S
ESOPHAGUS AR VU NP
Symptoms: * All esophageal lesions produce Dysphagia

(difficulty in swallowing), mostly due to_narrowing or . _
obstruction of lumen, or[da'ﬁlé@esophageal motor function.
Usually * Heartburn (retrosternal burning pain) reflects
regurgitation of gastric Contents info the lower esophagus.

 Less commonly, *(Hemateme C I
<y Melena (black, sticky & shiry due to the presence of
%\mﬁaltered blood) are evidence of Severe inflammation, ulceration,
o559 or laceration of the esophageal mucosa. Massive hematemesis
X o _@may be due to fupture of esophageal varices.) <30 ‘
ety = e N
"% spws  ANATOMIC & MOTOR DISORDERS
Table 15-2: Infrequent Anatomic Disorders of the Esophagus:
o Disorder = Clinical Presentation & Pathology

“e Stenosis - Adult with progressive dysphagia to solids &
eventually, to all solid and liguid foods; usually due to lower
esophageal narrowing resulti=~ “«sm =>chronic inflammatory
disease, including gastroesc: ™o =al reflux.

B T P R L S T e A

. 5l . e N _
577 eAtresia (absence of a lumen) & fistula -WIth

- aspiration, paroxysmal suffocation, pneumonia; esophageal
[atresig + tracheoesophageal fistula may occur together.

\o\Lv e Webs, rings — Episodic dysphagia to solid foods; an
o acquired mucosal web or mucosal & submucosal concentric
ring partially occluding the esophagus.

e Diverticula - An acquired outpouching of the esophageal
wall resulting in episodic food regurgitation, especially nocturnal;
sometimes pain is present;
o (2P= p oydh dube c=uc Achalasia
&;3)\* Achalasia means ['failure to relax¥, or incomplete
relaxation of the lower esophageal sphincter (LES) due to A\
LES tone in response to swallowing, producing functional
(obstruction, with-consequent dilation of the more proximal

esthaFus (E15-6). Achalas; acteristic triad are
Incomplete LES relaxation + ALES tone \+ esophageal
aperistalsis le gjq“ﬁﬁ'“’-fd PV

* Achalasia occurs most commonly as (1) a primary
disorder of uncertain etiology, with IJc/>ss (o)f intrinsic

inhibitory innervation of the LES, resulting in:

L5V pola) e 3!
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'carlci'noma: oesophagus
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P’rogressiquilation of the esophagus, ab the(leste.]?wf
the LES. The wall of the esophagus may be of Kormal thicke
than normal {because of hypertrophy of the muscufaris}, or

markedly thinned By dilati =3 NS o DU S VY 6255 (9@
The myenteric gangli’are usuadlly absent from the body of
the esophagus ses esophageal aperistalsis), but

may/may not be reduced in number in the region of the lower
esophageal sphincter.

(jnflamm_ation in the location ©i ' =2sophageal myenteric plexus
is ®pathognomonicyof the dic.32)

pathognom _ _
® (2) Food stasis produces secandary mucosal inflammation

& ulceration proximal to the lower esophageal sphincter.
wendogeco Py is very imp- fo m\/eégk%j eom% BN

(Il) Secondary achalasviz%@isMhan the primary
may arise from diverse pathologic processes that impair

esophageal function, classic example‘lis\;, DIl 2

® (Chagas disease) caused by Trypanosoma crizi, which
causes (destructiop) of the myenteric plexus of the esophagus,

U;,’}“»\ dyo‘den'um, colon, & ureter .
.~ ~= Disorders of the dorsal motor nuclei such as polio, & autonomic

neuropathy in DM can cause secondary achalasia.

—

T
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A @s% Although most individuais with sliding HH « eflux

ANRRNR

ERNRN

| at an 4
’ 053\\-)1)»,55 An?“‘“%@\azb Hernia (HH)

i i ' ressive 5 f.chion
» Clinically, achalasia IS characterized by prog [%n@m%%j

' itati tion of

hagia. Nocturnal regurgitation & aspira ?ﬁm/’ Ny
gxgi‘aes?ed food may occur. e N Y ﬁ_lg o :fﬁu’ J=nesls
® Achalasia most serious complication 1S the haz: O it 5%
developing esophageal SCCa reported to occur in (

: . . H
i | t an earlier age than in those without it.
of patients & typically at e e n thos

— . . = s &
» Cause of HH is separation of the diaphragmatic cg%a
widening of the space between the muscular crura & the
esophageal wall which=> permits a dilated segment of the

-~

- &%ptoms of HH are more likely result from

stomach to protrude above the diaphragm.

® atomic_patterns of HH re recognized (F15-6): _
hk/@” 1 éSIidinéﬂor of c€ses; rotrusion
'\’ng)the stomach above the diapnhragm creates a bell-shaped) T U—2

_/_,J_,E{ilatidltﬁbundgd below by the diaphragmatic narrowing, &

(2)(Paraesophageal oriionaxiabHH (5%), in which a
es

separate portion 0 omach (usually along the greater
curvature), enters the thorax through the widened foramen.

(i 00 oot 1@ Jamd Doy BT

The cause of this deranged anatomiy, whether congenital or
acquired, Is unknown!

» HH, on the basis of radiographic studies, are reported in

')10/01:0200/00 & 11 in incidence with age
of these adults) suffer from lhea

lregurgitation]of gastric juices Inio the mouth! ‘
e I U LT Lo CeBL

= (ncompetencé of the LES rather than from the HH per se &
are accentuated by = itions favoring ref - 'l "*‘Bg iy 5l
forward, lying supine) & < [obesity. —b =®<—3~ 5\

esophagitis, thase with severe reflux esophagitis are likely to
have ashdin: . T

S \'\&\Y\‘g,\\ pls s

® Other complicati of both typ include:
mucosal peptic ulcerationYF 4-6) | bleeding &iLEerforation)
Paraesophageal HH rarely induce reflux, but they can

become(sirangulated or obstructedr

,w)\ﬁ_@"ﬁ"—;

Scanned with CamScanner



re~ - % Lacerationg (Mallory-¥Weiss syndrome)

® Mallory-Weiss tears are longitudinal tears in the lower
esophagus, at the esophagogastric junction (E15-7).

® They may occur during severe vomiting for any reason,
especially in chronic alcoholics after a bout (attack) of severe
w (the try for vomiting) or vomiting.

Q}M » —
Pk‘ Cause is = inadequate rei: - ion of the musculature of
the lower esophageal sphlncte )Curlnlvomltl@ ith

stretching & tearing of the esophagogastrlc:Junctlon at the
moment of expu|3|on of gastric contents. ) J_D@ b 5\ I G5y
=) — _)X
WC\JQJ\JJ-N Ls 3zl 2 0 ) = b p) P ,..:\Jl(b

OSQCD it account for 5% to 10% of upper GIT bleeding episodes.

Mostly, the bleeding is not profuse & ceases without surgical
intervention, But £ life-threatening hemateme5|s may occur.

S D s M — bk D cserha BE”@

AENYE
L S me&:a@hhs ol perﬁ.,,ra}, oA < PQC%DC Uleer &
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"\b(‘r\xbug .
C_—i‘\}-—\)\ VARICES Q\oncaa}rioh r(&\\ckqu\tzl\';h\.g’ag«
» When portal venous blood flow i lver is impeded or
obstracted (most common example is{cirrhosis lof

fibrosis)...
= The resultant portal hypertension induces the formation of

collateral bypass channels wherever the portal & systemic
systems communicate

AR e <D oylue (o3 £
= Portal blood flow-s tﬁereby diverted through the stomach
veins into the plexus of esophage« ziipmucosal veins, thence
into the azygos veins & the supeati: & cava.
= The 1t pressure in the esophagsz:

_ ulexus produces dilated
tortuous vessels called varices.

—

® Endoscopically, when the varices are!unruﬁturéd)they
appear asftortuous dilated veins]lying primarily within the
submucosa of the distal esophagus & proximal stomach.
% The covering mucosa may b '

De normal with irreqular
protrusion into the mm?tn’ orieroded \X inflamed because of its
exposed position, resulting |

= . urther weakening of the tissue
support of the dilated veins (F15-8 & F4.3 -

NB. {varices are(collapsedin surgical or PM specimens).
s ooy 5 o BY )AL
Nothuous, s NPRA_ S, 51 b 2o 5\ U
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% Varices are asymptomatic until they rupture. ;
® Variceal rupture produces massive hemorrhage (H) into
the lumen, & info the esophageal wall.

% Varices are present in 2/3 of all cirrhotic patients.

% In the US, esophageal varices are most often associated
with alcoholic cirrhosis.

£ 50% of deaths in cirrhotic patients result from rupture of a
varix, either as a direct result of the H or from the hepatic

comse 1)) hamoff hade. i, X TR EA P
s gered by fhe H (How ZpM o o %"’Ws\f"g\c‘k."“ SIS
joad= gven When varices are present, they account for

.&%‘ngg%ess than 50% of all episodes o%ﬁuﬁiﬁ with bleeding
J rom concomitant astritis, or =% esophageal
; I I Ef %’ :

® Once begun, variceal H subsides spontaneously in 50% of
cases. Treatmentis by endoscopic injection of thrombotic

', _agents (sclerotherapy)oribaiioon tamponadel , 2l
ool rices bleed{20% to 30% of patients die during
' (the 1st episodé. Among survivors, rebleeding occurs in 70%

‘within ear, with a similar rate of mortality for each episode.

ESOPF &
e Injury to the esophageal mucos: wiil subsequent
inflammation (esophagitis) is a comimon condition worldwide.
@ (o) > [3«0

» Esophagitis may be gause by ingestion o or
irr% ant substances, prolorfged naso-gastric (NG) intubation,
urémia, & radiation®r chemotherapy, among other causes.

© Esophagitis prevalence in northern Iran is more tha
‘ it is also extremely high in regions of China. The basis of this
; prevalence is unknown!
: The majority of cases in Westerm countries is attributable to

| ® reflux of gastric contents (reflux esophagitis, or
5 gastroesophageal reflux GER disease). c eme\y Commen,
| 3t It affects about 0.5% of the US adult population
¢ _(375Millons),\i..e.,1 Million); & its dominant symptom is
(recurrent heartburn.|

1 Efficacy of esophageal antireflux mechanisms, CNS
: depressants, alcohol or tobacco exposure may be the

; contributing causes; _ _
| © But most oftef’no obvious tiology is identifiable!

K Coa*{\bv-hf\a\d’bb—c — — ' 3)?’0 L \;?Lv
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® Grossly, mild esophagitis may appear as simple hyperemia.

In severe esglphaiiltis, there may be confluent epithelial
€rosionsjor(total ulceration(into the submucosa.\

Vvey 4 supeftaciod hd'u@{b\;mm‘
B Three histologic features are characteristic of uncomplicated
reflux esophagitis, although only one or two may be present:

* T(1)dntragpithelial eosinophils with/without neutrophils
Intraepithelial neutrophils are markers of severe injury);

(2) Basal zone hyperplasia (F15-9); &
(3) Elongation of lamina oz« papillae.

» Clinically. there ij" ihe severity of which is not
closely related fo the presence & degree of anatomic

esophaaitis]. sometimes accompanied by regurgitation of a
soue br%s h{('ek"l Vil bos &20)6)) o aup yaes

®|Co ications evere @qu esophagitis are: B
Bleéding[Ulceration) Stricture, &Mﬂsgaphag_u@, with
its predisposition to malignancy. TS TRdispesing

Yo ﬁ (&QY\ 0 CaYcaviovve.
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I\, o\= G0 BARRETT ESOPHAGUS
I the normal distal esonhageal

V (D)|Is replacem

stratified squamous mucosa b vimetaplastid columnar

epithelium containing goplet calis (F15-11)

V Barreftte. is a complication of long- din
gastroesophageal reflux. occurring ér(5%-15% of persons with

persistent symptomatic reflux dise=sa

V_Barrett e, howeverhas becr

———

"

Pproportions in asymptomatic

-~ o¢oted in about the same
visisiations!

V Barreft e. affects males more than females (4:1) & is much

more common in whifes than in other races.

-\»> Pathogenesis: rolonged & recurrent gastroesophageal
= Reflux produce inflammation & eventually

Ulceration of the squamous epithelial lining. |
Healing occurs by ingrowth of progenitor cells & re-

epithelialization. In the microenvironment of an abnormall
acidic low pH in the distal esophagus caused by acid reflux,

\the cells differeniiate’in

[0 CO

umnar epitheliumy

= Metaplastic columnar epithelium is thought to be more
resistant to injury from refluxing gastric conten S
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® Complications of Barrett e.: U%er & str@ture may
but, the complication of Barrett e. is the risk

ofty the development ofladenocarcinoma. moslr\r;m .

n lower” pol!'}o;j gseﬂwa%l% MmUCin O Her+
® Barrett e.|patients hé?/%casa t
_developing esophageal adenoca\than do normal populations.
The greatest risk being associated with high-grade dysplasia.
® Hence, periodic screening for high-grade dysplasia with
esophageal biopsy is recor=~ded for sufferers whom require

therapeutic interventions.

» GROSSLY, (F15-10) Barrett e. appears as a salmon-pink,
velvety mucosa between the smooth, pale-pink esophageal
squamous mucosa & he |usher light brown gastric mucosa.

It may exist as (1)tornguesy extending up from the _
gastroesophageal junction, as (2) an_irregular circumferential

\Ss) > band. displacing the squamocolumnar junction cephalad
?ﬁjﬁ—(ﬂﬁv%rdsr)), or a% (3) isolated patches (islands) in the distal

\» ¢ esophagus. A 5 5\ B2Ren BB R ) 5T o
C;S @W@L OStPha%ag) |
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'r;\J::?@/o j’-P_yO
OPHAGEAL CARCINOMA
» Worldwide, SCCa constitutes 90% of esophageal cancers,
# however, in US, there has been a very large 1 (3 to 5 fold
in the last 40 years) in the incidence of adenocarcinoma

associated with Barrett esophagus, which has surpassed
SCCa incidence in the US! BEiEY

© Adenoca arising in Barrett e. is more common in whites than
in blacks. By contrast, SCCa is more common in blacks

worldwide. There are striking & puzzling differences in the
geographic incidence of esophageal ca.

concel in ose. p\\ao(gu&
© In the US, there are 60 new cases/Million population/year,
accounting for 1% to 2% of all cancer deaths; while
@ In regions of Asia extendiri roin the northern China to Iran,
the prevalence is well over 17" vy cases/Million/year & 20%

of cancer deaths are CaUaﬁ/’¢ ¢.vphageal ca, mainly SCCal
USNGuzlise sxp 16 2 < (135 Siudip s

ENWE
=s&» Table 15-3 Risk Factors for esophageal §CCa)
» Esophageal Disorders - Long-standing esophagitis —

_Achalasia - Plummer-Vinson syndrome (esophageal
- webs, microcytic h '
| QlQ_S_SLt'S) more in ;@Y)d«,eg

 Life-style - Alcoho/consumption - 7obacco abuse

- _Dietary = Deficiency of vitamins (A, C, riboflavin

" thiamine, pyridoxine) - Deficiency of frace metals (zinc,
molybdenum) - Fungal contamination of foodstuffs -
High content of nitrites/nitrosamines

Genetic Predisposition: Tylosis (hyperkeratosis of

palms & soles)

lic an , atrophic
\t\

i,

N S S PN N A

Scanned with CamScanner




Squamous Cell Carcinoma (SCCa)

» An important contributing variable is retarded passage of
food through the esophagus, & prolongi ucosal e

jg_gqt_e_nmn‘g@rgm@gnsqsucﬁ as those contained in tobacco &
alcohol (Table 15-3). Thesedwaagents are associated with
the majority of SCCa in Europe & US.

» However, other influences, perhaps in the diet, must
underlie the very high incidence of this cancer among the
orthodox Moslems of Iran, whom neither drink nor smoke!

» The high levels of nitrosamines & fungi contained in some
foods probably account for the very high incidence of this tumor
In some regions of China. A strong association with Human
Papilloma Virus (HPV) occurs only in high-incidence areas.
L O T O 5 ST 3

» Abnormalities affecting the p76//INK4 tumor suppressor gene
& the EGFR are frequently present in SCCa of the esophagus.
Mutations in p53 are detected in as many as 50% of these T &
are generally correlate with ths uise of tobacco & alcohol. Unlike
ca colon, mutations in th= ~ - © & 4PC genes are uncommon.

S =
Yale oSe(:\\quUJs,

Morphology: SCCa are usually preceded by a long period of
mucosal epithelial dysplasia, = followed by ca in situ &,

= finally, after invading the basement membrane, the
emergence of invasive ca.

» GROSSLY, early lesions appear as small gray-white,
., plaguelike thickenings or elevations of the mucosa.

=P’ In months to years, these lesions enlarged, taking 1 of 3 forms:
(1) Polypoid exophytic masses, that protrude into the lumen
(2)_Diffuse infiltrative T that cause thickening & rigidity

of the wall & narrowing of the lumen. -lomen)} Coupo

(3)_Ulcerating T that invade deeply & may erode the
respiratory tree, aorta, or elsewhere (F15-12 & 4.7) &

- '?ﬂv Whichever the pattern of esophageal SCC; about

(£U e in upper 1/3 & the cervical esophagus,
most ——(60%in the middle 1/3. &

(30%in the lower 1/3.
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" _ Adenocarcinoma (Adenoca)
® JB?‘;/%;{ e. /s the only recognized precursor of

phageal adenocarcinoma, .
gDquhg Z‘ggree of dysplasia is the strongest predictor of the

progression to cancer. Individuals with low-grade dysplasia

have verv low rates of progression to adenoca....
But;the rgroqression to adenoca may be 10% or more per year

in individuals withThigh-grade dysp asia. yor e, 27 JW%&’,
—&Overall, the risk for developing adenoca varies from 30 to
_more than 100-fold above normal)} |

® There are no specific markers that precisely identify the
transition from high-grade dysplasia to cancer.

» Grossly, adenoca seem to arise from dysplastic mucosa in
_setf] arret et I 2 e feF k) 0 %
¥ Unlike SCCa, they are usually in the distal one-third of tr}e o
esophagus & may invade the subjacent gastric cardia. hisve®) G;)

Initially appearing as flat or raised patches on intact mucos
they may develop into large nodular masses or diffusely
infiltrative, or show deeply ulceration. stomach)) (3 (S
hisyoly ) (s samto—TB) oF =R

A H, in keeping with the margioiogy of the preexisting
metaplastic mucosa, the tumors are mucin-producing

adenocarcinoma showing intestinai-type features. —
(gadya)) e dophd= W\
— M e 3D LN

» Clinically, all esophageal/cancers, adenocarcinomas &
SCCa are(éf@& insidious’in onset, producing dysphagia with
r : ion, followed by anorexig, weight loss,
fatigue, weakness & pain on swallowing. R |
53\)%,;, W \_:C’_UZ’QHOSCOP@&L?O (D\)i @J‘U L PR R J:_SUQACL— csly,

v Diaénosis is usually made by imaging, endoscopy &
biopsy technique‘éi?,"ff}gﬁﬁ?ﬁ (Phefet Sy Yomady) 45 2 ) i
s 2o le 8, sams Lodls s tiay),y =
% Surgical excision is rarely curative, becaus hageal
cancers extensively invade the rich lymphatic network &
adjacent structures relatively early in their development, thus
7 —_ ’-x!

4

much emphasis is placed on the. .. .
Qo p L"_J L o= Qb&omg’_m 3 ku}b{ij‘s ’Eﬁ\;\éﬁﬂ o= -~ 1);8
' e

. . M= v
surveillance procgﬁ_ﬁ'res for individuals with persistent
manifestations of chronic esophagitis or known Barrett e.
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15-4 Coﬁgenital Gastric Anomalies: Condition & Comment.:
Pyloric stenosis - 1in 300-900 live births, M/Female ratio

3:1, = muscul ertrophy of pyloric smoot wall,
= persistent, nonbilious projectie vomiting in young infant, 2 oS
* Diaphragmatic hernia — Rare, = herniation of stomach & %

other abdominal contents into thorax through a diaphra_gmatlcd‘gP‘vfc_*'f‘qs
] I DOTTT, AL20Le

‘ @oﬁé@@:& STOMACH
7

defect, Symptoms: acute respirat . . a5
* Gastric heterotopia = a nidus of gastric mucosa in the Co el

esophagus or small|intestine ("ectopic rest"), Uncommon,, . ® Yo
: 3 S PRSI
= asymptomatic, of an anomalous (atyplcaI)G’U)n adult. ™ L

- ——

» Clinically, gastric disorders give rngj'}o symptoms similar to
esoph\?vgehaédisorﬁiers: primarily heart. u18"n lfl‘ quu ;;/gastrlc
pain. Wit ch of the gastric mucosa eeding, either as a . )
_ L‘)Jhematemeﬁor meleng may(er%{f?é?s Jacsal o) ) 2l o Lt* S
=22 \od BUT unlike esophageal bleeding which is red , the_
blood quickly thrombose or solidify & turns brown in the acid

environment of the stomach lumen; &J%Lecemmoﬂ;uled_blmd,
has the appearance of coffee grounds with black granules.

(} '
Sesh — Vormihing: o S
black —ewemilfing i7" GASTRITIS

Chronic Gastritis

‘\’?&(D) the presence of chronic inflammatory changes in the
_mucosa, leading eventually to mucosal(atrophy & intestinal
metaplasia. T -
® In the West, the prevalence of histologic changes of chroni
gastritis is higher than 50% in the later dgecades gf life. e

Pathogenesis

(A)The important & the most common (90%) etiology for
chronic gastritis is chronic infection {H. pylori associated
chronic gastritis). :

This organism is a worldwide pathogen, & American adults
older than age 50 show prevalence rates approaching 50%.

© In endemically infected areas, the infection se
acquired in childhood & persists for decades, witr?r;?so?t‘ e

infected individuals having the 7 i
asymptomatic. g associated gastritis, but are
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© © (Robin Warren, a pathologist, & Barry Marshall, a medical
student at the time of the discovery, received the 2005 Nobel
prize in Medicine for their identification in 1982 of H. pylori,
originally called Campylobacter, in 1875 !).

L. P H. pyloriis a noninvasive, non-spore-forming, S-shaped
gram-negative rod measuring 3.5 ym x 0.5 ym.

ined

» The gastritis develops as a result of the
influence of bacterial enzymes % foxins; &

noxious chemicals by recriii*=  nzutrophils (see PU).

= H. _associated gastritis sy develop in_two patterns:

astfiy|(1 )@ﬁfﬁ?@with highiﬁi_q&z,wminm& $risk
Intrum. for the development of DU,

{2)-Pangastritis with multifocal mucosal atrophy, with
éﬁ‘\f\ low acid secretion & (@ risk for gastric adenocarcinoma.
« P Most individuals with PU, whether DU or GU, have H. pyior

“-p _infection.
© Persons with H. pylori associated chronic gastritis usuall
improve symptomatically when treated with antibiotics & prof
pump Infibifors. s The 5165

L Up s B

—
e

orn.
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