
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Amyloidosis
Amyloid fibrilproteins last

ALLAA ATTA
ARMothers
AB
AH
AmyloidopHormone precursorproteins
Amyloid ofprionproteins
Hemel familial

Nonpibusil componentsCs
amyloidpcomponent
Apolipoproteine
supinatedGlucosaminoglycans aaas
aa antichmotosypsin
protein x
others

pathogenesis
AI AA

stimulus plasmaandscrasias cheionicinfection
Bseminmphoma chronicnomine inflammation
multiplemyeloma cancer
Idiopathic familial mediterranean fares
J J

monoclonal Bcellproliferation Activationofmacrophage

j IL I IL 6 Cytokines
solubleposeconson Excess Ig production J
p ns centare ask lightchains saaproduction in liras

amyloid

u.in

makmag Ii
Partialdegradation ruiwioendoincs.mecans

amexaction
orBenceJonesproteins

mfi t

Insolublefibril
proteins ALamyloid

AAamyloid
classification

category Associated Biochemical organinvolved

systemic diseases type

Primary plasmacuedysanasias AL kidneyskinvenueBoweene
secondary chronicinpiammation AA kidneyadrenalspleenliras
Hemodialysisassociated Renalfailure ABam synonium ointsiondonsheath

Hemedopumilial

Hereditarypoigneumopathies ATTR peripheralandautonomicnerveHears
familialmediterraneanprior AA kidneyadrenalspleenlives
omenmore systemicamyloidosis

Locale
smile cardiac senility ATTR Heart



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

senile cnn.ae semily n IR learnt
senile cerebral Alzheimersdiscos in ApApop cerebralvesselsplaque

transmissible encephalopathy neuropinosina ytangles
Endocrine medullary carcinoma Procalcitonin Thyroid

Type2diabetesnanites Posoinsulin IsletsofLangerhans
Tumorformation LnomnxLungsskin AL Associatedanatomical

Tongue stonecheover

sh
classification

Hypovolaemic shock

1
AcuteHaemorrhage

EEEL Tritisaimea

Dehydrationdueto vomitingand diarrhoea
Candiogenicshock
Deficientemptying

Myocardial infarction

LEE III Trenton.ae papinnommusues
Cardiacarmythuriag

µ mae n r
Ballvalvethrombus
Pulmonaryauskolism
Tensionpneumothorax
Dissertmyaortic aneurysmsepticshock

Lamour ne septicshakCExotoxicshock
honourwe septic shock Endotoxicshock
othertypes

Traumatic shock
Serene injury
surgicallossofblood
Obstetricdecauney

Neurogenic
High cervicalspinal cordinjuries
EEY.sie9djjisIjIIg spinalanaesthesia

Hypoadrenal shock
Administration ofhighdosesofGlucocorticoids
secondary adrenal insufficiennies

D is
ItEffective aierculatingbloodvolume

Hypondaemic shock

septic shock
knots return
t

Caserdiogenicsheesh 11 cardiac output



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Ca Ogan shock
I

Othertypes Bloodflow
t

a supplyoforangey
d
Anoxia
J

Inflammatorymediators
d

Granulomatousinflammation shock

Pathogenesis

O O
O

f Injuriousagent

ceilinjury
to
0 O
0

failuretodigesttheagent

ftp Aeinflammatory

Q

Engulfmentbymawrophuge
t
Q O
o_O
a

Persistenceofinjuriousagent

Fi digestibieinjuries
T agent

T cellmediated
immuneresponse er

Lin Eoff ummm
ten 0L inf aFGrowdhfud.org

Injuredsite

y
gsfpEr

MonTheMemotacticpestas

Composition ofgranulomatous



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

J compose on ofof an ouratoms
inflammation

Tissue ma phage79
Recruitmentforourcirculation µ

Epithelialrally
Proliferation hunt welle

Ticks 79 IFN T 2mmAbadcells
Prolifemats f Netososis

Activation fibrosis
www.hoidieusfibroma

Activatedmasosophage oLG.TTuimtieMpao9go epithelialcellserection IFENG.zffgio.gg

reformation cytokines 0
Granuloma

Epithelioid Tnf pcaus
y L af

Fibroblastproliferate
Giantsalts

vihangmenetschaemia
virulentbacterialinfection

massive
meetotising

inflammationInflammation

coagkiative
necrosis

outeractionnecrosis

I
Gangrene

Patholgicalcalcification

Depositionofcalciumsalts in thetissuesotherthanosteoidandenamel
z types Dystrophiccalcification In dead r degeneratedtissues

Normal calciummetabolism
serumcalciumlevel

metastaticcalcification In normaltissues
Derangedcalciummetabolism
Hyperrealanemia

pathogenesisofbothisdifferent
Dystrophiccalcification

sites
Headtissues caseousneurosis

Liquefactionnecrosis
fatneurosis
Gammagandbodiescavespleen Haemosideminiaideposits
InfarctsI Thrombi
Hematoma inthevicinityofbones
Deadparasites
congenitaltoxoplasmosisinvolvingtheins

DegeneratedtissueI
Denseoldseams
Atheroma's



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

n emo s
Mondaberg stenosis
stroma of tremors
Psammonia bodies
Calcinosiscut
wadofMstn

pathogenesis

Lootdear
necroticdegerativetissue
Dentaturedproteins
Bindswithphosphate
Raftwithcalcium

stages Initiation calciumphosphateaccumulatesIntracellularly In mitochondria
extracellularity In messing

1
propagation constantformation

metastaticcalcification

Emperparathnaoidism

iii

Bonnydestructivelesions

prolonginmobilisation
Excessiveassumptionofcalciumfromgut

HypervitaminosisD
milkalkali syndrome
hypercalcemia ininfancy

liver
Lungs
cornea
Bloodvessels

synorium
Pathogenesis

underliningmetabolicderangement
t

phosphatebindswithcalcium
t

calciumphosphateprecipitate1
Reversibleuponcorrectionofmetabolicdisorder

Lepmomators leprosy Lowresistance

5 dinicopathologicgroups modifiedRidley andJopling'sclassification
TT CTubercoloidpanes Highresistance

tBB midBorderline Dimorphic



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

BL CBo dealme lepmomatous
LL Leposomatouspolar Low nasistance

twaacmoid eation
Reactive excessive leucocytosis
resembles like leukaemia in apersonwhodoesnothave leukaemia
clinicalfeaturesofleukaemia a eabsence

Espleenomeyaln
Haemregorhages
hindhudenopathies

Undemluingcauses are obvious
2typos Immeloid Moorecommon

Lymphoid
myeloid Icokaeuroid reention Lymphoid leekacinoidreactions
hennorallyinvolves granulocyte series cause
cuss Infections
Infections staphylococcalpneumonia LInfectiousmononucleosis

Disseminated tuberculosis cytomegalovirus infection
Dipthemia Infectiousinmphorytosis

i
It

Endocarditis tuberculosis

Infectedabortions malignantdisorders Roose
IntoxicationL Eclampsia

memory poisoning
severe booms

Malignantdisorders
andtips myeloma
myelofibenesis

lying and
Serenehouroverhage andserenehemolysis

InflammatoryBowelDiseaseCoronasdiseaseinulcerativecolitis
cnet.wsdiseaseRegionalenteritis
IdiopathicchroniculcerativeIBD
Noncaseatinggranulomatous inflammationconansmunal
Inonesterminalileum r colon



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

esee e r coro
oicativecolitis
acute1chroniculceroinflammatorycolitis
Involvesrectumis descending oncmucosaissubmucosa
commonin no soyrsofage
systemicinvolvement

pomorthenitis
AnkylosingspondilitisLuveitis
skininions

linen
tiopathogenesisIcauses
Lheneticpastors 320timeshigherincidence in firstdegreerelativesLsoxchanceinmonozygotictwins

geneassociationwithIBD sq
sp

L gig
am

HLAstudies maDro ulcerativecolitis
maDaJi

cm.hasdisease
LinaDm

Immunologicfactors
Defectiveregulationofimmunesuppression utremens secreteinflammationinhibitormakingtwothe

Defective Ix
Transgenicresouseexperimentalmodelstudies

f
Deletionofinflammationinhibitor inHainesCILr 1hatarp on theiraeeeps.org
DeletionofTacitrecognitionmoleculesthereantiganoreeeptomsI i i

Exogenousfactor
microbial
psychosocial

smoking Coronasdisease
andcontraceptives

Backwashileitis Bankflowofcoloniccontentsintothe terminalDeumGmlo casesofulcercolitis
Complications
Lcosohmsdisease Malabsorption

fistulaformation
1midune fooneration
Developmentofmalignancy

ulcerativecolitis Toxicmagacolonffulminant colitis
Thinwaitedcolon
perforation facedpanitonitis

Penianalfistula
carcinoma1mmoccurindiseaseofmorethantonod
Nostrictureformation



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Primonamytosis
Intentionof an individualwhohasnotbeenprevious infectedonimmonised is called
primary tuberculosis1Drones compexlposima.mycomplexthirdhoodtubeosmosis
Primarycomplex Lesionofportalofcutesy

DrainingImphatsevessels r nodes
3 components Primo a y componentL i 2 an solitary a en

t Iet pL'pantor www.sesamwmau
lymphaticvesselcomponent

Lphagocytescontainingbouilli
maydevelopmiliarytuberclesalong thepathofLila lymphnodes

mphmodecomponent
Enlargedhitanstoraheobronchiallymphnodes
Caseousnecrosis

fateofprimarytuberculosis
3Donotprogress Meadbyfibrosis calcification ossification
Progressiveprimarytubesmoss

arrow caseousneurosisdisseminated samelung
throngbosonchi L other long

progressivemiliarytubeosmosis
erosionin abloodvessel spread to other.ge

gJhSSpleen
Brain
kidney

Bonemama
Progressivesecondarytuberculosis morecommon in children
weusedresistance1Increasedhypersensitivity Reactivationofdominantbacilli

Haemoshnowratosis
IronstoragedisorderCExcessiveaccumulationof iron inparenchymal tells
Tissuedamage and functional insufficiency of organs

Liven
Pancreas
Heart

pituitarygland
Triad offeatures

micronodularpigmentcirrhosis
Diabetesmanity 7 Bronzediabetesskinpigmentation

males females
Physiologicallossof irondelayssymptoms

2 forms
Primarythematic Idiopathic haemochoecematosis

Autosomalrecessive disorder
Overexpressionof FEgoneCfpchromosomeIseeka.ITIE.eun'Iien9EmoIE eIEIs.imstoaster in gems ntaanaeeaneeiae.eu



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Seeo a yIncquired emocherous s S Excessiveabsorptionofdietaryiron
1Gross iron overloadArisingsecondary to other diseases

f
Thomassen a
sdemoblast anaemia
Alcoholic cirrhosis
Multipletransfusion

Etiopathogenesis
f Normally

µ
q.int5 ggIggassoemionor

iom

Body ironcontent 3 4gm
Serum iron concentration 12s34g1dL
serum transfersin saturation 30 s

iron absorptiongoesup to7,4myHay
primary1zdiopath.iehenetiehnemochoeoueatosss Liver

fGeneticbasis spleen
Depotat Intestinalmucosallevel faYmcasLoma.to at9 isIeIrIp7EnYmaiceusor anamorineaanae
Tissueinjuryrejuitsfrom Iron ladenlysosomesofparenchymalreels

lipidperoxidation ofcell organellesbyexcessioion
secondary Acqui ed haecrochmaryatosis

f
Accumulationof iron due to

1 IneffectiveerythropoiesisDefectivehaemoglobin synthesis

µEIncreased inonstoragein Liven
Retisoloendothelialsystem

heneurallymagnitudeofheronis insufficientto cause 1issuedamage
clinicalfeatures
majorclinicalmanifestations skin pigmentation

Diabetesmellitus
Candiaandhepaticdysfunction

tanningisatin
Bronzepigmentation 9 o s ofcases
Demonstration ispossiblebymeasurement of

f
serum iron
Percentsaturation of toransfeoerin
season permitin concentration
Estimationof chelating iron stones
Liverbiopsy

Hepatocarcinoma is a late complication



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

poortalhypemtens.io
Increase inportalvenous poresso e due to obstructiontoportalbloodflow
classification
yIntrahepatic

cirrhosis of liver
Metastatictumours

7.7in dime

Diffusegranulomatousdisease
Extensivefattychange

4 Posthepatic
BuddChiarisyndrome
Hepatic reno occlusivedisease
congestive cardiacfailure
constrictivepericarditis

3 Peschepatic
Essenceofportalvein
thrombosis in portalvein
Neoplastic obstructionofportalvein
Myelopiberosis

Maja sequelae ofpostalhypertension
isAscites

Accumulationofexcessivevolumeoffioidwithin peritonealcavity
factors systemicfactors Decreasedplasma colloidoncoticposesswore

Hnpemaldosteronism
Impairedrenal excretion

Localfactions Increasedpostalpressure
Increasedhepaticlymphpoormation

2Varices
collateralchannelsonpantosystemicshards
Posineipresites esophagealvarices

Haemoanhoids
caputmedusae
CRetoroparitonealanastomoses veinsofRetzius

Veinsofsappey
3 Spleenmegaly
4 Hepaticencephalopathy

2 isama s7e ma

Mostcommonprimarymalignanttumorofbone
formation of asteroid1bonebysarcomacells
2 categories
Centralmedullary osteosarcoma
Arisescentrallyin the metaphusis

t
Extendslongitudinally1
ExpandsInternallyJ
Liftsthepegoriosteumbeseechingthroughcoortex



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

I
amow in surroundingtissues

Sunburstpattern
Peressenceof Cadmans toriangle
Paintendernessandswelling
Metastasizerapidlybyhaematogenous mark
Histologicalvariants

sYYau9Ytematicosteosarcoma
osteosarcoma

fiborohistolytic osteosarcoma
Anaplasticosteosarcoma
weddifferentiatedosteosarcoma

Tapes
Primarymedullaryosteosarcoma
Lmore common
Etiology Geneticbasis mutationatRetinoblastomaloans 13thchromosome

periodofactiveboneg artsEnvironmentalinfluence
pmedullaryosteosarcoma

Mooreaggressivebehaviourthan Portman
Developsfollowingpreexisting bone d

Paget'sdisease
seases

fibrousdysplasia
multiple osteochondmorera
Chorionicosteomyelitis
Infarcts
Forumune ofburros

2 Sumface osteosarcoma
5 s of total osteosarcomacases
on thesurfaceofbone
Grow slowly1pmor prognosis
2 types
i Pamsteal tacorticalosteosarcoma

Arise frommetaphysis on externalsurface ofboneI weor end offemurs upper endof humerus
it Demiosteal osteosarcoma

Arises b no cortex and underlyingperiosteum
Diaphysis ofthe tibia and femur

OsteodastomalGiantcellTiernan
MultinudenteosteoclasttypeGiantcell
Aggressivebonetumor Benign1Lowgrademalignant
co yo yess age
molecularanalysis mononuclear neoplastic cell
ExpressRANKligand stimulatethedevelopmentofsurroundingnonneopacticosteoclast
clinicalconerse typecues

Aniseeinepiphysisandinvolvesmetaphysisoflongbone
Distalfemurandproximaltibia
Pain
Solitarytumors
Purelylyticandeccentric



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Purelylyticandrecentoil
Oreminingcortex is destroyed
Bridgingsofttissuemass with a thinshellofreactivebone
Halfof acts osecumapteonsimplecurettage
z c spread to thelungs

One state PD
measures extrinsic systempanon andotherfactors

Testsample
Tissuethromboplastin

me prothrombinTimecalcium
Normal to inseconds

Conquiation

causesofprolongedPT

f
Einem istIsi oforalanticoagulants
vit Kdeficiency
Disseminatedintravascularcoagulation

s heravisdisense
BasedoursdiseaseIExopthalmicgoitre1Diffusetoxicgoitre
Triad offeatures

Thyrotoxicosis
opnaturopathy
Deetmopathy

so noyess
woman 5times

Etipatiogenesis
ImmunologicalsimilaritieswithHashimotoisthyroiditis
Lheneticassociation

I tAutoimmunediseaseassociation

longanspecificimmunediseases

t In
otherfaitans
female Male

HE 9stress
Autoantibodies

AgainstTSHreceptorautoantigens

f
TSI ThyroidstimulatingImmunoglobulin BirdswithTsnreceptor
TGI thyroidGrowthstimulatingImmunoglobulin proliferationoffollicularepithelium
TBI I GhumoidBindingInhibitorImmunoglobulin InhibitorstobindingofTsntoTsnreceptors

Intratmoroidal HelpertechsstimulatesB ientosecreteantibodies
Impiiterativeopthalmopathy

Autoimmuneorigin
lymphocyticinfiltrationaroundocularmusug
circulatingantibodiesagainstmuscleantigen



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

g g
Iodineadministration

Accumulationofconoidin follicularcells
Decreaseinvascularity

clinicalfeatures

ThyrotoxicosisOpthalmopathy

Demmopathy Pretibindmyxedema
Ocularabnormalities

1Lidlay
upperlidretraction
proptosis
tame

gObesity
Dietaryimbalanceandovennutrition
Anexcessofadiposetissuethatimpartshealthrisk 1Abodyweightofzoneexcessofidealbrainweight
BMI so

etiology
Onerenting
Inactivityandsedentarylifestyle
hereticpredisposition
Dietdemonredfromcarbohydrateandlipid other thanproteinmichdiet
secondaryobesity underminingdiseases

P gamesis
Adipocytes

Lipid1fatstaringcellLintinvascularandstromalcompartment
Releaseendocrineregulatingmolecules

1Lesstins Enemyis regulatinghormonein cytokines T IL 6TNAa
Insulinsensitivityregulatory game

I t i a

Prothrombinartivutoorinhibitors
Angiotensinoyer

Adipocytes
43Number

A
size D AdiposeU.rssue

familial
aenes Ob Leptin

db Leptinreceptors
sequelae

Hypeorinsulinnemia
Type 2 DM
Hypertension
Hypeoilipoporoteanneuria
HypoventilationeBiskwakiansand me
atherosclerosis
mafLD lNumAlcoholicfattylovea Disease



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

I o oohhefully1remDisease
Osteoarthritis
shotelithiasis
cameem

Pathoganesisofemphysema
commonestfoamofCOPD chorionicbronchitis pulmonaryemphysema

Doesntalwaysleadtoeachother1
smokingg

Bothconditionassociates
Aimpollutants

Destructionofthealveolar wars
Notlinkedtobosomihialchange
Related to deficiency of serum 2 antitompsin
PorotenseAntipolotensehypothesis

ProtegeAntiproteasetempo7hsis
La AT12 proteaseinhibitor
1Glycoprotein
Synthesis in linen
isq
Inhibitsproteases mainlydas7ages
LDerminedfromneutrophilsI
Digoutthelungparenchyma

Alleles Pimm
Pizzt

mostcommonabnormalphenotypeis homozygousPizz
Law Lys
polymerisationof 4AT
Cantbe released forour lives
Hepaticcirrhosis
ATdeficiency
LEmphysema Nonsmokers

smokers 15yearsearlier thannon smokers
Liver ObstructivejaundiceLcirrhosisLHepatoma
mechanism of alveolar wall destruction

Pmotense1Elastase artivityA
AntiproteaseAntelastaseantivityI

Smokingpromotesemphysema
oxidants in cigar rosetteinhibits in AT
smokershaveupto10times mane phagocytesandneutrophils in their lungsAhan
non smokeme

8Rheumatoidarthritis
Inflammatoryarthritis ofperipheraljointswithsymmetricaldistribution
systemicmanifestations

Haematology abnormalities
Pulmonary
neurological



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

New gcat
cardiovascular

zo o yes
females z s ti es
HLADRI HLADR4
Beginningsymptoms

fatigue
weakness
Jointstiffness
Vagueaarthralgia
myalgia
pain
swellingofjoint

Commonlyinvolvedjoints

fHandwaist
Feet

Zo s patientsdeveloprheumatoidmodules
so cases are seropositivepoorrheumatoidfactorRF
Radiologicalabnormalities

fNarrowingofjointsulnaordeviationoffingers
Radialdeviationofwaist

laboratoryfindings

f
Nominocytic norm chronic anaemia
ElevatedESR
LmildLeucocytosis
Hypergammaglobulinanemia

Etiopathegenesis

Immunologicderangement
aoncuratingRF of Igm11gaclassagainstEportionof autologous Iga
ince of Ign Rf complex
neeofotherautoantibodies

fAntinuclearfactorLANAAgainstcollagentypeII
Againstcytoskeleton

antigenicityofproteoglycansofhumanaorticdam caortialage
nee of IgaandIgminsynovialfluid
Associationwithamyloidosis
Activationof CMI Mycoplasma

Triggerevents EpsteinBa a viruscensus
Existenceof an infectiousagent 4am

Rubella
RoleofHLADr andHLADry
Events

Antigenicexposure
J

Tmactivation
1 Tufa

cytokines InenLe
Jactivation IL s

s



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

MBaus endothelialcells macrophages
J J JIgnCRM adhesion cytokines

againstIga molecules
to Datmage

toJointtissuecorrection of
inflammatorycues mus formation

atonydamageInflamm
J

fibrosisAnkylosis
J
Jointdeformities

variantforms

f
JuvenileRA Iff IIIsee int
Felty'ssyndrome splenomegaly

Hyperspicanism
Ankylosingspondylitis HLABaassociation

spineandsacroiliacjoint

g.colbidlsimplenomto.ie Difrvsegoi7
Diffuseenlargementof thyroidgland
Hypothyroidism Euthyroidism1Most ofcases
stDT

Common in females
Appears in 2PubertyAdolescence
mayregress onprogresstomodulargoitre

Etiology
Occurs in 2 forms
Endemicgoitre

lot population in a geographical area
Dueto Luongiodineintake

torogens Drugsusedin treatment ofhyperthyroidism
Cabbage cauliflowerturnip

sporadic Nonendemicgoitre
lesscommon
Causalinfluence

pain
Thai intake

Dietarygoiterorgans
Hereditarydyshanmonogenesis Defectivesynthesisofthyroidharmony
Errors in iodinemetaborism

Pathsis
odinDJ Goiterogens

IsTDJ L
J
TSHA
J

Hyperplasiaoffollicularcells
formationofnewfollicles



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

I
cyclichyperplasia
Intonation

I
simplenotore
I

Repeatedhyperplasia

In um
Growth fibrosis

J
Nodulargoitre

o Acutepyelonephoni
Acutesuppurativeinflammationofkidneycausedbypyogenicbacteria

Etiopathogenesis
LowerUTI is mostcommoncause
commonpathogenicorganisms

Ecoliego EnterobacterKlebsiella Pseudomonas Proteus
2 routes

Ascendinginfection
mostcommon
faecalcontaminationofurethralorifice
common infemalesofreproductiveage
Attributions

f
shorten urethra
Hormonalinfluence Bacterialadherencetothemucosa
Abscence ofprostaticsecretions
Urethraltraumaduringsex

Honeymoonpyelitis
susceptibility increaseswith

Erin
Instrumentation

Bacteriumsa
urethritis
cystitis
Bacteria Renalpelvis Renalcortex

vesicouneteoral reflex
Haematogenousinfection

Less common
Bloodbornespreadofinfection
occursmore ofteninpatientswith

Obstructivelesionin UT
Immunosuppressedpatients

clinicalfeatures
Chills
fever
Loinpain
Lumbartenderness
Dysuria
nooooobacteria1mi ofurine



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Presscellsandpresscastin urinarysediment
Complications

papillarynecrosis
Pynephrosis
Peninephericabscess

21NodulanHyperplasia
Bron BenignModularHyperplasia BEP BenignEnlargementofProstate
frequentabovetheage of 50
soyrs Incidenceincreasesupto as so i
surgicaltreatment s to i oftotalcases
E pathology
causes

ffaidgminologicalInflammation
Arteriosclerosis Peniurethralouterprostate isresponsiveto androgens

Asageadvances AndrogensJ Involvement incarcinoma
OestrogenA p Involvement in BEPPerivoretumal innerprostateisresponsive to oestrogen

synergisticstimulationofprostate
oestrogensensitize theprostate to thegrowtheffectofandrogenIUinicalfeatures testosterone Dihydrotestosterone

Urethralobstruction
Bladder Hypertrophy

cystitis
ureter Hydrometeor
kidney Hydronephrosis
Noctuonia
Pain
Haematuria

22coeliacspo.ve
Nontropicalsprue GlutensensitiveenteropathylIdiopathicstentoornhoea
significantlossofvilli in thesmallintestine
surface area forabsorption t
z forms

Childhoodform Coeliacdisease
Adult form Idiopathicsteatooseshoen

Geneticabnormalityin Gluten and Gliadin Glutendeonnivative sensitivity
Antibodies IgA Antigliadin

IgA Antiendomysial
EliminationofGlutenfromdiet Symptoms relieved
Roleofheredity familial

HLAassociation
P oogenesis

Notclean
Hypersensitivityreaction glutenstimulatedantibodies t.HUay
Inheritedenzymedeficiency inmucosalcells ToxiceffectsofGluten polyp
Longteamcoesiacsoso.ve aincidenceofintestinalcarcinoma

zµ



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

www ae
17,888.514

98 of allmalignantlargeintestinaltumour L
Averageage Goyes I
Common inmalesthanfemales Cz 1 A Bmi4h Th alien

Etiology
theyGeographicvariations guy call

Dietaryfactors ftp.l.g 2 1Adenomacarcinomasequence
HNpcc HereditaryNonpolyposiscoloniccarcinoma1Lynchsyndrome

1 hmm chromosome3
hiMHz chromosome z

mutation Dnainstability

Otherfactors
re existingdiseases IBD

Diverticulumdisease

GeneticBasis
menanism O

pointmutationin KRasgene followslossofAPCgene
Deletionof Dccgene Deleted in Colorectal carcinoma bDfM
LossofPS3

Microsatelliteinstabilitymechanism
LossofDNArepairgene microsatellite becomesunstableduringreplication

Tuf pgame Inhibitcellproliferation
BAXgene causeapoptosis

spread qi.mn
eaterDirectspread idEEE eEi.s um

Lymphaticspread
Haematogenousspread

Bone
Ovary

Clinicalfeatures
OccultbleedingImelaena
changeinbowelhabits
Lossofweight cachexia
Lossof appetiteAnorexia
Weaknessanaemia malaise

stagingandprognosis
Prognosisdependsupon

ftp.wes.enii omm Istasis
anadeofthetumor
Locationofthetumor



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

stagingsystem
DukesABCstayi2
Astier collarstaging
TNMstaging

yPsoriasis
Chronicinflammatorydermatosis
Z i population
is 30 yrs
BrownishRedpapulesandplaques

Coveredwithpinesilverywhitescales
Removal BleedingpointsCAospitzsign

commonsites Scalp
Uppenbackfsacral region Ebow
Extensorsurfaceof fknee

picnicsorpittingofnails
PsoriaticarthritisCRFis mt
Acanthosis
Absence of stratumgo.mu sum
Panakeratosis fMunro microabscesses

zs.Pamaneoplasticsnndm.me PNs
crampofconditionsdeveloping in a patientwith advancedcancer
to is s ofthepatientswithadvancedcancer
Earliestmanifestationoflatentcancer
clinicalsyndromesincluded inPmsare
Endocrinesyndrome

f
Hypercascaemia Panathommonelikesubstance
Cushing'ssyndromeACTH orACTHlikesubstance
PolycythemiaErythropoietin
Hypoglycemia Insulinlikesubstance

Neuoromyopathicsyndrome

fPeripheralneuropathiescorticalcerebellardegeneration
myastheniagmanis
Polymyositis

Effectsonosseusjointsandsofttissues

1HypertrophicosteoaorthesopathyClubbingoffingers
Haematologicandvascularsyndrome

fI p
Disseminatedintravascular coagulation
Levkemoidreaction
Nonmocyticnoosmochosomicanaemia

Gastrointestinalsyndrome
malabsorption

Renalsyndrome



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Renalsyndrome
Renalveinthesumbosis
Amyloidosis

cutaneoussyndrome
Amyloidosis

6Nirohoiicliiremdiseaseomdciososh.si
3 sequentialstages

Alcoholicsteertosis
AlcoholicHepatitis
Alcoholic cirrhosis

Ethanolmetabolism
first step

Alcohol A T Acetaldehydecytosol
peroxisome
ser

second step
Acetaldehyde A s Acetate

mitochondria

Risk factors
Drinkingpatterns

fFatty linen gov ofchronicalcoholics
Hepatitis so zo cases
Cirrhosis toTors GoSogmethanol1day

Genders
females more susceptible

zo 40gmlday
Malnutrition
Infections ADM

AzamGenetic fantoms ma
Hepatitis c infectionLDevelopmentof diseasewithlessalcoholintake zo soguilday

PLhogenesis
Dissecthepatotoxicitybyethanol
Hepatotoxicitybyethanolmetabolites

Productions ofprotein nude addicts
Formation of MasondealdehydeacetaldehydeCMAA

Oxidative stress
Generation of free radicals

Immunological mechanism
CMI is impaired TNF 2

Inflammation Tnf pIntestinal cell injury 12 1
fix IL G

Increased red ratio
Lacticacidosis

Retention of liveor cell water andprotein
Hepatomagaly

Hypoxia
Hepatocellular necrosis

Increased liver fat



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Labooratorydiagnosis
Transaminases A
semum t GT X
serum alkalinephosphatase9
Hyperbilirubinanemia
PT time 9
anaemia
Leucocytosis

7Hashimotoisthyosoiditis
Autoimmunethyroiditis ChroniclymphocyticthyroiditisDiffuselymphocyticthyroiditis
Struma lymphomatosalGoitrousautoimmunethyroiditis
3 principlefeatures

Enlargement ofthyroid
Lymphocyticinfiltrationofthyroid
Autoantibodies

30 so yess
lotimes in female
Rare in children
mostcommoncause ofgoitroushypothyroidism inregionswhereiodinesuppliesare adequate
Etipathogenesis
otherautoimmunediseaseassociation

EE
e's disease

Sjogren'ssyndrome
Rheumatoid arthritis
Perniciousanaemia
DMtype1

Immunedestructionofthyroidcells
coatTn cues Induceinfiltrationof CpjCTDcells

activates spasmaBcues autoantibodyformation
Detectionofautoantibodies

f
Thyroidmicorosomalantibodies
Tn soglobulinautoantibodies
Tsmreceptorautoantibodies
Autoantibodiesagainst J Tu

InhibitoryTsareceptorantibodies
Hypothyroidism

Geneticbasis

1HLADR3HLADAs
Clinicalfeatures
PainlessFinnsandgoitrousenlargement
Hypothyroidism usually
Hyperthyroidism fewcases Hashitoxicosis
Increasedfrequencyofmalignantlymphoma
no risk ofthyroid carcinoma



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

28Oedemay
Abnormalandexcessiveaccumulationof free fluid intheinterstitialtissuespaceandseriouscavities
Intracellular oedemaCHydropicdegeneration
Forcefluidinbodycavities

Hydrothorax
Hydropericardium
Ascites

subcutaneoustissue
Pittingoedema
Nonpittingoedema

2 maintypes
Locallised
Generalised

Dependinguponfluidcomposition
1 Transudate Withoutchange incapillarypermeability
Exudate withchange in capillarypermeability

Pathogenesis
Decreasedplasmaoncoticpressure

Hypoproteinaemia 5gmIde Albumin 2sgmtdl
usuallyproducesgeneralisedoedema
oedemaof liverdisease
Ascites

Increasedcapillaryhydrostaticpressure
oedemaof cardiac disease
Ascitesof liver disease
passivecongestion mechanicalobstructionofreins
Posturaloedema

Lymphatic obstruction
CausesLymphoedema Localised
Radialmastectomy Removalofaxillarylymphnodes Oedema ofeffected arm
Pressureporousoutside onthe main abdominal and thoracicduct

chylothorax
chylousascites

Lymphoedema in filariasis
Occlusionbymalignantcells
Milroys disease1Hereditarylymphoedema abnormaldevelopmentoflymphvessels

Tissuefactors
Normallyinsignificanttocounteractthe otherpounces
Elevationof oneoticpressure of interstitialfluid
Loweredtissuetension

Loose subcutaneoustissue I elids
Increasedcapillarypermeability Externalgenitalia

Generalisedoedema

Effotffaricinfections

poisoning
Anaphylacticreaction

Locallisedoedema
InflammatoryoedemaAngionevoroticoedema Neurogenic orallergicinorigin



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

sodiumandwaterretention
mechanisms

f
Intrinsic renalmechanism Banoacceptors SNSoutflow apps
Extrarenalmechanism RaAs
ADHmechanism water retention

Oedemaof cardiac disease
Ascitesofliver
Oedemaof renaldisease

g.fateopthnomb.us
Resolution

Activationoffibrinobticsystem
releaseofplasmin

mn
IncompleteLargethrombus

Thrombolyticsubstance

µstreptokinaseUnokinase
Accenuatethefibuinolyticactivity

Oeganisation
If thrombusisnotremoved
fibrinandcendebrisarephagocytosedby Neutrophils

21 ProteolyticenzymesDigestIIe71117
f fibroblastinvadescapillarygrows 2fibrovasculargranulationtissuecoveredbyendothelialcells
Becomespartofvascularwall
1Recanalisation
mayundergo

HYalinisation
Calcification

Reopagation

Enlargeinsizebymoredeposition
obstruction orvessels

thromboembolism

1GetdetachedfromthevesselwallProduceineffectsatthesiteoflodgement

30Liquefactivenecrosis

Jefffafgbafftneof.ieofInfectionsEA
mutationofinflammationcells 7 Digestthetissue Liquefactivenecrosisstronghydrolyticenzymesofleucocytes

Hypoxic1Ischaemicinjury1deathopensecus Liquefactivenecrosis
formationofcystwall
cystwallisformedby Gliosis

g
Incaseofthebrain

InflammatorycellsfProliferatingcapillaries In caseoftheabscesscavity
Proliferatingfibroblasts

Example Infarctbrain
Abscesscavity



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

siree yesinthe number
size
metabolism
Phenotype
Functions

Hypertrophy
Increasedcellandorgansize
Duetoincreasedworkload
Inducedbygrowthfactors

9 ing sas gameor a
division

1PhysiologicenlargementofuterusduringpregnancyHypertrophyofcardiac andskeletalmuscles
pathologicadaptations

cardiacenlargement
Hyperplasia
Increasedcellnumber
Inducedbyhormonesandgrowthfactors

1
occurs intissues 4 9 eagbfendtoandiifess.es

temans
Physiologicadaptations

Hormonalhyperplasia Breast Glandularepithelium
Compensatoryhyperplasia Tissueregrows1 Pathologicadaptations
Excessive hormonal andgrowthfactorstimulation

Atrophy
Decreasedcell andorgansize
Due to Decreasednutrientsupply

Disuse
Associatedwith

1Decreasedsynthesis ofcellularbuildingblocksIncreasedbreakdownof cellularorganelles
Ubiquitinproteasomepathway Proteindegradation
Autophagy

Metaplasia
Changeofphenotype in differeciatedcells
In responsetochronic irritation
Inducedbyalteration in tissuedifferentiationpathway ofstemcells

I at
Loweroesophageal stoatsqepitheliumchronicgastricreflux hastorietntestinaltypecolumnarepithelium



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

2 Pathogenesisofsepticsh.cl

I A
pathogenassociatedmolecular

complement Patterns.me fmeounto7gIehialt97adtonactivation

manner endothelial
E.EEEIta a ifi.am iB.gqz.mw

a
r

procoagulant antirisuinontics a systemiceffects apoptosis
Lmasminogenactivato www.eonacpa in the solubletumornecrosisfactoreceptonestner1coagulantsciissoeractoat.in Its frevenno myocardialcontractilityanticoagulants

eomrggtm.gehwaynnibieoncirpm Parftp.eein.cireactiveoxygenspecies
Immunosuppression

oissemimniae.esntIaaIi Yoaogsiisaeionc
e Yaa

f iperfusion
Tissue Isanaemia i

sAdmen Insufficiency multiorganfailure

33Rapidlypnogosessivealomeo.io ephosi isrp
acutereductioninrenalfunction acuterenalfailure
formationof crescents

f
Outsideglomerularcapillaries
Formedby
f
Bowmancapsule'sparietalepithelialcells
visceralepithelialcells
mononuclearcellsInvading

stimulus Presenceoffibrin inthecapsularspace
In adults male female
Etiopathogenesis
Type IRParlantGBMdisease
1 Ease

guanutomatosis
Henochscholeinpurpura

1

CharacterstickdepositsalongGBM

t.am.t i i
Type I RpanlImmunecomplexdisease

f
Poststreptococcal are in origin
nonstreptococcalinorigin



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

circulatingimmunecomplexes

complementlevel1
Type RpandPauciimmune an

f
Association

Wegner'sgranulomatosis
Polyarteritisnodosa

Defectinhumoralimmunity
ANCApositive
Littleor noglomerularimmunedeposits

clinicalfeatures
Acuterenalfailure
Intrapulmonaryhaemorrhage
Recurrenthaemoptysis

34Systemichepusenythmatosi
systemic autoimmune1collagendisease
2Forms 4systemic1DisseminatedformDiscoidform

etiology

f
Autoantibodiesagainstnuclearandcytoplasmiccomponents
Autoantibodies Antinuclearantibodies ANA

1
AntibodiestodoublestrandedDna AntidsDNA specifictoSLE

AntismithAntibody Antism
other Antiribonucleoprotein AntiRNP

faint I'a fnonspearAntiribosomalPAntibody
source ofAntibodies

PolygonalactivationofBcells
Dueto Immunologicfactors Defectsandabnormalfunctionsof BandTcells

Geneticfactors HLA I
Otherfactors Drugs

Hormones
Infections

Pathogenesis
Autoantibodies Immunologictissueinjury
Type I Hypersensitivity

fAutoantibodiesagainst RBCHaematologicderangements LPlanets
Leucocytes

Type Hypersensitivity

fAgAbcomplexformationDeposits in Renalglomeruli
wall ofsmallbloodvessels

LE phenomenon
ANAcan notpenetratetheintactcells
Damagedtissuecells Exposureofnucleus formationofhomogenous Phagocytosed

to antibodies mass of nuclear 1NeutrophilCLECcuLE cell is positivein Toy cases chromatinmaterial Ynonocyte Tantcell
CLEbodyHaematoxylinbody



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Clinicalfeatures
Female male
manifestations Nephritis

t.si
Haematologicabnormalities
Neurologicabnormalities

for SLEdiagnosis atleastfourdiagnostic criterianeedtobefulfilled
Malan rash
Discoidmash

fPohjatosffesaitivityormashwonerosivearthritis
Serositis
proteinuria
Seizuresandpsychosis
Anaemia
Autoantibodies

3s.PK
cells ofinnateimmunity Naturalimmunity
Twotypeofreceptors Inhibitory Recognises MHC I molecules

Activating Recognises cells withDNAdamage
to 15 ofcirculating lymphocytes Infectedcells
B cell and Tcell markers are absent Tumorcells
CD negative
CD4negative
CDsnegative
CDa positive
CD6 positive
CD56 positive
Recognisesantibodycoatedtargetcells AntibodyDependentcellmediatedcytotoxicityADCC

36Tumourimmunity
tumourantigens

Expressionof surface antigens
Oldclassification Tumorspecificantigens Tsa Located ontumorcells

TumorassociatedantigensTAA Locatedontumorcellsandnormalcells
Antigens
oneproteinfrommutated oncogenes

pYLlABL
CDK 4

proteinproductsoftumorsuppressorgenes

1Ps3B catenin
Overexpressednormal cellularproteins

1Tyrosinase inmelanoma

gn

bnoy
mhaehytnxepoinsBIEeastufaamfote.ms



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

I 1

t.IEIgeEeeeLaE.i
sbseri iomndeea mmaaiegenuine

RAHEgene
Tumorantigensfrom viral oncoproteins

1OncoproteinofHpvin cervical cancerEBNAproteinsofEBVinBurkittslymphoma
Tumorantigensfromrandomlymutatedgenes

Duetorandommutationby radiationandcarcinogens

f t
Oncofoetalantigens

1Alphafetaprotein AFP in liver cancerCancinoembryonicantigens CEA incoloncancer
Abnormalcellsurfacemolecules

f
Glycoproteins
Glycolipids
mucin

Antitumorimmuneresponses
cellmediatedmechanisms
cytotoxicTcellCCDg CTL
NKcells Activationby IL 2 gDirectly1
macrophage

sat at 3
AD

Humoralmechanisms
In vivo Noantitumorhumanalantibodies
In vitro maykilltumorcells

Immuneregulatorymechanisms
Immunosuppression
selfregulationof Tcen and Nkcell
Duringcancerprogression immunogeniccellsmaydisappear

37Vasculareventsinacuteinflammation
alterationinthemicrovasculature

fHaemodynamicchangechangeinthevascularpermeability
Haemodynamicchanges
Transientvasoconstriction

Normally 35seconds
severeinjury 5minutes

Persistentprogressivevasodilation

f
Involvemainlyarterioles
Beginwithinhalfhour
Rednessandwarmth

Elevation inlocalhydrostaticpressure
Transudation
swelling

slowingStasis
RBC A



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

ViscosityT
Leucocyticmargination
Lewisexperiment Redline capillariesandvenules

Flare Adjacentarterioles
wheel oedema

Alteredvascularpermeability
Transudation Exudation Inflammatoryoedema
Starlingforces
mechanism
Contractionofendothelialcells

venules

Temporarygaps
contractiondueto

Histamine
Bradykinin

Retractionofendothelialcells

f
structuralreorganisationofcytoskeletoncausesreversibleretraction
venules
TNF n and IL I

Directinjurytoendothelialcells
1appearance ofphysicalgapsvenules capillariesandarterioles

Endothelial injurymediatedbyleucocytes
Adherenceactivatesleucocytes Proteolyticenzymes
venules Toxicoxygenspecies

Leakinessin neovasculanisation
vascularendothelialgrowthfactor VEGF
Newlyformedcapillaries are excessivelyleaky

38RoleoffreenedicaisReactiveoxygenspeciesloxidativestoressinceninjiv
Lipidperoxidationopmembrane
DoublebondsofmembranePUFAarevulnerabletoattackbyFreemedicals
Productionofperoxidesbyreaction

f
Unstable
Reactive
participatein autocatalyticchain

Crosslinkingandotherchangeinprotein

f
Promotesulphydrilmediatedcrosslinking

1EnzymedegradationLossofenzymaticactivity
Polypeptidepragmentation

DNAdamage

fsinglestrand
breaksbyreactingwiththymine

celldeath
Laging
malignanttransformation

Cytoskeletaldamage

1InteractwithcytoskeletalelementsInterfereinmitochondrialaerobicphosphorylation ATPdepletion
conditionswithfreemedicalinjury

f
chemical

nosenesis



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

5 III.ieFIuetooxygenthenar
cellularaging

f
Fanning Insidaimaagents

Atherosclerosis
Destructionoftumorcells

zg.pulmonanyemboli.sn Tn mboemboism
most common form of venousthromboembolism
occlusion of pulmonary arterial tree
Etiology
Common in hospitalisedandbedriddenpatients
Thrombioriginatingfromlangveins of lowerlegs

EPELI's
a

es orcases
Iliac

Superficialveins of legs
pathogenesis
Detachmentofthrombi Thesomboembolus Rightsideofheart Lungs
If thrombus is large
1Rightventricle and its outflowBifurcationofpulmonaryartery saddleembolus

If multipleemboli
Lowerlobes ofthelungs

Paradoxicalembolism

1Rightheart to left heartDuetoseptaldefect
consequences
Dependsmainlyonthesize of occludedvessels
Womenare athigher risk

f
Reproductiveage
pregnancy
contraceptivepills

suddendeath
Acutecompulmonate

1RightheartfailureReflexvasoconstrictionofpulmonaryvessels
Pulmonaryinfarction
1Haemoptysis
Dyspnea

PulmonaryHaemorrhage
Haemoptysis
Dyspnea
chestpain

Resolution
PulmonaryhypertensionchronicconpulmonateandPulmonary atherosclerosis

YoFactorserpectingwoodhealing
Localfactors
Infections Delaystheprocessofhealing



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

poorbloodsupplyDelays
ForeignbodiesDelays
MovementsDelays

Ionisingradiation Delays
Ultravioletlight Facilitates
Type
Size
Location
systemicfactors
Age
Nutrition
protein
vitamine c
zinc

systemicinfectionsDelay
Administrationofglucocorticoids Antiinflammatory fastens
uncontrolleddiabetics Delay
HaematologicabnormalitiesDelay

fDefectsinneutrophil
functions

Neutropenia
Bleedingdisorders

41Typesopinpanction
classifieddepending ondifferentfeatures
accordingtotheircolour

palelanaemic

fDuetoarterialocclusioncompactorgansI 1
Heart
kidney
spleen1RedlHaemorrhage

causedby Pulmonaryarteryobstruction Lungs
Arterial occlusion
Venousocclusion Intestine

Softtissues
Accordingtotheirage

Recent1Fresh
Old1Healed

Accordingtopresenceonabsenceof infection

fBland Free ofbacterial contaminationseptic Infected

42Chemicalcancinogenesis
3 sequentialstages
Initiation
Inducedbyinitiatorchemicalcarcinogens
Initiator carcinogens
Directacting DonotrequiremetabolicactivationIndirect acting Requiremetabolicactivation



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

steps
metabolicactivation

f In liverbymono
oxidase ofcytochromePasosystem

Carcinogenmay bedetoxified1deactivated
LDeterminationofcarcinogenicpotential

fBalance
betweenactivationand inactivation

Genesthat code for cytochromePusodependentenzymes
Agesex and nutritional status

Reactiveelectrophiles

f
Directacting carcinogens AlreadyelectrophilicliveI Indirect acting carcinogens Electrophilicaftermetabolicactivation
Bindselectron rich portionof DNA

fRNAotherproteins
Targetmolecules

primarytarget DNA
Xerodermapigmentosum

Hereditarydefect in DNA repair mechanism
Prone todevelopskin cancers

mosteffectedgene Lanowthpromotorgene RASTuman suppressorgene Ps3Initiated cell
unrepaineddamageofDnabecomespermanentifthereisatleastonecycleofproliferation
Vulnerabletothepromotersofcarcinogenesis

promotionof carcinogenesis
Promotons ofcarcinogenesis are differentfrom initiators

Enhance theeffect of direct actingcarcinogens or procarcinogens
progression of carcinogenesis

phenotypic features ofmalignancy
morphology
Biochemical composition
molecular features

Newprogenycells inheritgeneticand biochemical characteristics
caecinogenic chemicals inhumans

Initiator carcinogens
Directacting
Alkylatingagents Anticancerdrugs

fB propiolactoneI Epoxides
Acylatingagents Acetylimidazole

Dimethylcarbamylchloride
Indirectacting
Polycyclicaromatichydrocarbons
Aromaticaminesand azodyes
Naturaloccurringproducts

Aflatoxin B1
actinomycin D
mitomycin c

miscellaneous

f
nitrosamineandnitrosamine



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

d e

vinylchloride
asbestos
Aerseniccompounds

Promotorcarcinogens
Phonbolesters
Hormones
miscellaneous

Dietary fat

43Atherosclerosis
specificformof arteriosclerosis Aorta
Affectstheintimaoflargeandmediumsizedmusculararteries coronaryartery
Fibrofattyplaque1atheroma Lcerebralarteries
Commonestin the arterialdiseases

Etiology
prevalentinindustrialisedcountries
Riskfactors
majorriskFactors
Dyslipidaemias

Apoproteins
1surroundsthelipidforcarryingit
Types a1BKID

Totalcholesterole
1Normal no zoomgId

i woman
LDL
Normal 43omgIdi

VLDL
HDL
LNormal 260mgIdi
Omega3Fattyacids
Lowertheplasmacholesterollevel1Familialhypercholesterolemia
Autosomalcodominantdisorder

Hypertension
LDoublestheriskofall cvsdiseases

smoking
HDLt
Derangedcoagulationsystem
Accumulationof co inblood

Diabetesmellitus
Diabeticdyslipidaemia

fmetabolicsyndrome InsulinresistanceAbnormallipidprofile
Frequencytodevelopgangreneoffootincreased tootimes
causes

1endothelialdysfunctionplanetaggregation



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

constitutional risk factors
Age
sex men Appearearlier 45yrs

women g ya
Geneticfactors
familialandracialfactors

Emergingriskfactors
Higherincidenceindevelopedcountries
obesity
useofexogenoushormones1Endogenousoestrogendeficiency
physicalinactivity
stressfullifestyle Type A

Type B
Homocystinuria
moderatealcoholconsumptionisbeneficial
Prothromboticfactorsandelevatedfibrinogenlevels
Infections

pathogenesis
Reactionto injuryhypothesis
mostwidelyaccepted
Endothelialinjury
1HypertensionChronicdyslipdaemia1Haemodynamicstress

Exposureofsubendothelialc
Endothelialinjury

Intimal smoothmuscleceilproliferation
Endothelialinjury
Adherence
Aggregation
planetreleasereaction
monocyte proliferationofintimal sin cells
macrophage IL 1 productionofextracellularmates

TNF g
aactor

activatedplatlets Growthfactorsynthesis PDGF
ActivatedTlymphocytes fibroblastgrowth

Tur ps
Ipu y collagensynthesisbysmcans

Endothelialcells
Endothelin smproliferation
NO

1
Roleofbloodmonocytes

1DonotpossesreceptorsfornormalLDLLDL Entryintotheintima oxidation oxidisedLDL
Roleofdyslipidaemia monocytes Foamcells Apoptosis DeathLipidcoreformat
mayinitiateendothelialinjury cytotoxictoendothelialcells

Thrombosis
subendothelialtissueexposure
planetaggregationfpongpemates.m.ee mambosbecomes a partofathenomatouspague
foamcells
Fibrinandbloodcellattachment

monoclonalhypothesis
s m cellproliferation is similar to cellularproliferation inneoplasms



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

OneofthetwoformsofGGPD isoenzymes monoclonality inorigin
maybeinitiatedbymutation

clinicaleffects
Ischaemiaandatrophy
Infarctionnecrosis
Thromboembolism
Aneurysmaldilatationandrupture
Majoreffects

Brain Infarct
Heart MII IHD

fpasta aneurysmsmallintestine IBD
Lowerextremities Gangrene

vimyeloproliferativesyndorome
aroupofneoplasticproliferationofmultipotenthaematopoietiestemcells
commonstemcellorigin
7types chronicmyeloidLeukaemia

chronicNeotorophilic Leukaemia
ChronicEosinophilicLeukaemia

fchronic Idiopathic myelopiberosispolycythemiaVeera
EssentialThrombocythaemia
chronicmyelopmoliperativeDisease

ChronicmyeloidLeukaemia
Reciprocaltranslocationbetweenchromosome 9and22FormingPhiladelphiachromosome
tLg zz 9134 n BertaBLuABL
BertaBLfusionproduct
Tyrosinekinaselikeactivity Inhibitapoptosis
DNAbindingabilityofABLisaltered
Bindingtocytoskeletal actinmicrofilaments is increased

Mechanism

f
Ps3Rb structural alterations
Ras myc structural alterations
Release of IL Ip
Inactivationofphosphatase Az Tumorsuppressorproteins

clinicalfeatures
Zo l ofall leukaemias
children JuvenileCML
Manifestations

Anaemia
Hypermetabolism
splenomegaly
Bleedingtendencies

priapism
aout
JuvenileCML Lymphnodeenlargement

Treatment

I



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Imatiniboraltherapy
competitivelyinhibitATPbindingsiteofABLkinase
InducesapoptosisinBCRIABLpositivecells
97 i cases aretreated

Allergenicbone marrow stemcell transplantation
Interferon4
chemotherapy
others

splenectomy
Leucopheresis
splenicineradiation

PolycythemiaVera
Allmyeloidcomponentsin Pancytosis Redcellsgranulocytesplanets
chromosomalabnormality

Trisomyof 8
zoq
gp

clinicalfeatures
Dueto Hyperviscoosity

em
Hypermetabolism
tocerebralperfusion

Headache
Vertigo
Tinnitus
Syncope
CommaµDeath
RiskofthrombosisT
Riskofhaemorrhage
Splenomegaly Abdominalfullness
poweritis
Gout
uratestones

Treatment
Phlebotomy Venesection
Anticoagulanttherapy
chemotherapy
unicosuosicdrugs
Interferon a ReducesJAK2 expression

EssentialThrombocythaemia
platletcountA
Absence ofcontrolbythrombopoietin Regulatesendomytosisinmegakaryocytes
clinicalfeatures

f
Haemorrhagicandthrombocyteeventsare common
Arterialvenousthrombosis
minortrauma Bruises
spontaneousbleeding
Transient ischaemic attack Frankstroke

Treatment



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Not equiortherapyBenigncounsel
Given ifplatletcount 1million

ChronicIdiopathicmyelofibrosis
Extramedullaryhaematopoiesis atmultiplesites
Liver
Spleen

OverproductionofTae p fibrosisinbone marrow
osteonectin osteosclerosis
VascularEndothelialaosowthFactorweary marrowangiogenesis

fin a.es
massivesplenomegaly
Hepatomegaly
Petechiaproblems
Lymphadenopathy
Ascites
Bonepain
Hyperunicaemia

Treatment
Doesnotrequireanyspecialtherapy
Splenectomymaybenecessary

ns.Diabetesmelitus
chronichypoglycaemiawithdisturbanceofcarbohydrate fatandproteinmetabolism
i i populationsuppersfromDM

classification
Olderclassification

TPsecondary
LJuvenileonset Becomeobsolete

maturityonset
I DDm
NIDDm1

Basedonetiology
Type1Din
lo i cases ofDm
2subtypes
subtypeIa Autoimmunedestructionofpcells
subtype1B Negativepoorautoimmunemarkers

Commonly 35 yrs
Type2Din
SoycasesofDM
Commonly 40 yrs
In obeseadolescents

GestationalDm
1About4 ofpregnantwomen
Revertbacktonormalglycaemiaafterdelivery1others Abouttoy casesofDm

Pathogenesis
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Hypoglycaemiamayresultfrom
Reducedinsulinsecretion
Decreasedglucoseusebythebody
Increasedglucoseproduction

Normalinsulinmetabolism
Glucose isthemajorstimulusforbothsynthesisandreleaseofinsulin
Synthesis Prepnoinsulin proinsulin Insulin

86A177 ftp.tpf.at3pRepIdBe1CsiA.nI
ReleaseHypoglycaemia GLUT2transporter Glucose

Wookinase a bp mitochondria a1Pa
Insulinrelease Catzinflux Alterstheionchannelactivity

Action
soo degradedbyliver
Insulin Insulin receptorIntrinsicTyrosinekinaseactivity Insulinreceptorsubstrateisz
mitogenicandc Phosphorylationand dephosphorylationactivities IRS S2 L
anabolicactions

gggsoge.t
oat

proteinsynthesis
Lipogenesis

Lowinsulinlevel

1Glucogenesis
Glycogenolysis

Type1DMpathogenesis
Geneticsusceptibility
Identicaltwins IF onehasDm1 otherhas So achance
HLA 13123

Dry
Da

Autoimmunefactors
b d b

Insulin
Insulitis Lymphocyticinfiltrationaroundthepancreaticislets
selectivedestructionofBtells
Tcellmediatedautoimmunity
Associationwithotherautoimmunediseases

Environmentalfactors
certainviral anddietaryproteinsshameantigenicpropertieswithhumancellsurfaceproteins
certainviralinfections
Experimentalinductionwithcertainchemicals
Geographicandseasonalvariations
Exposuretobovinemilkproteins

Type2 Dmpathogenesis
Basicmetabolicdefect ImpairedinsulinsecretionCDelayedsecretions
complexetiology Insulinresistance
NoautoimmuneandHLAassociation
Geneticfactors
strongerbasisthanDm1
Identicaltwins IF onehasDm2 otherhassoychance

µ.isiEth entasa esomzpositiue uotcnanceinoresminss



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Glucoseuptaketo
HepaticsynthesisofglucoseA
Hypoglycaemiainobesity
Possiblecause

1Polymorphism invariouspostreceptorintracellularsignalpathwaymoleculesElevatedfreefattyacids
Impairedinsulinsecretion
Inearlycourse Hyperinsulinaemiaduetocompensatoryincreasedsecretion
Eventuallyfailureof pcellstosecreteadequateinsulin
causes
Islet amyloidpolypeptidecamylin
chronichyperglycemiasurroundingtheislets Glucosetoxicity
foreefattyacids Lipotoxicity

Increasedhepaticglucosesynthesis
clinicalfeatures
Type1Dm
Onsetofsymptomsoftenabrupt
Polyuria
polydipsia
Ypyphaga
Progressivelossofweight
ketoacidosis
Hypoglycaemiaepisodes

Type2DM
Onsetofsymptomsisslowandinsidious
Asymptomatic on maypresent polyuria
obese1weightloss Polydipsia
Unexplainedweakness
ketoacidosis isinfrequent

Pathogenesis ofcomplications
microvasculature complications

f
Nephropathy
Neuropath
Retinopathy

Nonenzymaticproteinglycosylation
Freeaminogroupofvariousproteinsbindswithglucose

fIcbmscrystallineproteinBasementmembrane
Polyolpathwaymechanism
glucoseacidreductase sorbLeosorbitoldehydrogenase fructose

Entryofwaterincell
swells Damage

Myoinositoldeficiency Damageschwancells
Excessiveoxygenpreemedica's
complicationsofdiabetes
Acutecomplication

f
Diabeticketoacidosis
Hyperosmolanhyperglycemic nonketoticcoma



Hypoglycaemia

Latesystemiccomplication
Atherosclerosis
Diabeticmicroangiopathy
Diabeticnephropathy
Diabeticneuropathy Diabeticneuropath
Diabeticretinopathy
Infections

Diagnosis ofdiabetes
Iminetesting
Glucosuria
Renalglucosuria
Alimentaryglucosuria

Ketonuria
SimplebloodsugarestimationLDiabetes 7126mgd fastingplasmaglucoselevel
Screeningbypastingglucosetest
Oral GlucoseToleranceTest
Highcarbohydratediet for 3 days
Overnightfast foratleast8hours
75gmglucose in 300mewater
Bloodand urinespecimen halfhourpoor 2hours
mommapastingbloodglucoseere no my a
too 12smyatpastingvalue Impairedfastingglucosetolerance
Fastingvalue 126mgde Diabetes
75 gmoralglucoseafter 2hour 200mgdi Diabetes
Randombloodglucosevalue 200mgdi Diabetes

Othertests
GlycosylatedHb
Glycated albumin
ExtendedGTT
Intravenous att
Cortisoneprimed att
Insulin assay
Proinsulin assay
Cpeptideassay
Islet autoantibodies


