
Toshiba	ct-90262	manual	online	manual	pdf

http://urseghy.com/wb3?utm_term=toshiba%20ct-90262%20manual%20online%20manual%20pdf


;sodazilibomi	e	sodahcni	sohleoj	alever	ocisÃf	emaxe	O	.)ralucitra	otnemargnas(	sair³Ãtamalfni	sesortrameh	ed	soid³Ãsipe	soir¡Ãv	evet	e	âotnemargnas	ed	a§Ãneodâ	met	euq	ataler	elE	.)odalortnocsed	lasan	otnemargnas(	exatsipe	moc	orrocos-otnorp	oa	agehc	sona	55	ed	memoH	:osac	ed	odutse	etniuges	oa	rednopser	¡Ãredop	rotiel	o	,olutÃpac	etse
radutse	s³ÃpA	.socig¡Ãrromeh	soibrºÃtsid	ed	otnemarotinom	e	o£Ã§Ãceted	a	arap	lairotarobal	etset	adac	ed	osu	o	arap	avitacifitsuj	a	e	oipÃcnirp	o	euqilpxE	.6	.IX	e	XI	,IIIV	serotaf	sod	saicnªÃicifed	omoc	,socinºÃ	o£Ã§Ãalugaoc	ed	serotaf	ed	satinªÃgnoc	saicnªÃicifed	ed	otnematart	o	rarotinom	e	racifitnedi	arap	siairotarobal	setset	ed	sodatluser	so	esU
.5	.cnI	.dnarbelliW	nov	ed	a§Ãneod	ad	otnematart	o	marotinom	e	opitbus	,macitsongaid	euq	siairotarobal	soiasne	sod	sodatluser	so	raterpretnI	o£Ã§ÃaroprocnI	.sodiriuqda	socig¡Ãrromeh	soibrºÃtsid	arap	aiparet	ad	lairotarobal	otnemarotinom	o	ritucsiD	.3	.laner	aicnªÃicifusni	e	K	animativ	ed	aicnªÃicifed	,acit¡Ãpeh	a§Ãneod	,amuart	ed	sodiriuqda
socig¡Ãrromeh	sonrotsnart	ertne	maicnerefid	euq	siairotarobal	setset	raterpretni	e	atsiL	.2	.otinªÃgnoc	susrev	odiriuqda	e	,oen¢Ãtucocum	susrev	selom	sodicet	,odazilareneg	susrev	odazilacol	otnemargnas	ed	sasuac	sa	ertne	riugnitsiD	.1	:ed	zapac	¡Ãres	rotiel	o	,olutÃpac	etsed	o£Ãsulcnoc	a	s³ÃpA	ocinÃ	rotaF	ed	satinªÃgnoC	saicnªÃicifeD	sartuO	)IX
rotaF	od	aicnªÃicifeD	,emordnÃS	tnesoR(	C	ailifomeH	)XI	rotaF	od	aicnªÃicifeD(	B	ailifomeH	)IIIV	rotaF	od	aicnªÃicifeD(	A	ailifomeH	dnarbelliW	noV	ed	a§ÃneoD	satinªÃgnoC	saitapolugaoC	adanimessiD	ralucsavartnI	o£Ã§ÃalugaoC	dnarbelliW	nov	ed	a§ÃneoD	adiriuqdA	ailifomeH	e	rodibinI	IIIV-itnaotuA	aigarromeH	e	K	animatiV	ed	aicnªÃicifeD
aigarromeh	e	acin´Ãrc	laner	aicnªÃicifusnI	acit¡Ãpeh	a§Ãneod	ad	aitapolugaoC	)STOCA(	euqohc-amuart	od	aduga	aitapolugaoC	sadiriuqda	saitapolugaoc	otnemargnas	ed	soibrºÃtsiD	atinªÃgnoc	susrev	adiriuqda	aigarromeH	acim´Ãtana	susrev	aen¢Ãtucocum	aigarromeH	sodazilareneg	susrev	sodazilacol	otnemargnas	ed	samotniS	*amstirF	.A	egroeG
euq	euq	macidni	amargomeh	od	sodatluser	sO	.sodatnemua	o§Ãab	e	odagÃf	e	;evel	anorexia	and	has	thrombocytopenia	with	a	platelet	count	of	74,400/Ã®l	(reference	range,	150,000	to	450,000/Ã®l).	The	PT	is	18	seconds	(reference	interval,	12	to	14	seconds)	and	the	PT	is	43	seconds	(reference	interval,	25	to	35	seconds).	1.	What	is	the	most	likely	³?
2.	What	treatment	does	the	patient	need?	Symptoms	of	bleeding	Bleeding	is	a	serious	bleeding	requiring	physical	intervention.	Bleeding	may	be	localized	or	general,	acquired	or	congenital.	To	establish	the	cause	of	a	patient's	tendency	to	bleed	or	a	bleeding	event,	the	m	©dico	obt	©m	a	complete	and	³	patient	and	performs	a	physical	exam	before
requesting	tests	of	a	³diagnostic³serum.1	Located	versus	generalized	hemorrhage	from	a	single	site	commonly	indicated.	An	example	of	localized	bleeding	is	an	inadequately	cauterized	or	ineffective	surgical	site.	Localized	bleeding	rarely	implies	a	defect	in	the	blood	vessel,	a	qualitative	defect	in	platelets,	a	reduced	platelet	count	(thrombocytopenia)
or	a	deficiency	in	coagulation	factor.	The	bleeding	of	local	hemorrhages,	spontaneous	and	recurrent	bleeding	or	a	hemorrhage	that	requires	physical	intervention	and	transfusions	µ	called	generalized	bleeding.	Generalized	bleeding	is	a	potential	evidence	for	a	disturbance	of	primary	hemostasis,	such	as	blood	vessel	defects,	platelet	defects	or
thrombocytopenia	or	secondary	hemostasis	characterized	by	single	or	multiple	coagulation	factor	deficiencies.	Mucocutaneous	hemorrhage	versus	anatomic	hemorrhage	Generalized	bleeding	may	exhibit	a	mucocutaneous	pattern	(systemic)	or	soft	tissue	(anatomic).	Mucocut	hemorrhage	can	appear	as	petechiae,	identify	hemorrhages	in	the	skin
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innio.	Repeated	hemarthrosis	cause	smell	and	painful	inflammation,	and	may	culminate	in	permanent	damage	to	cartilage	cartilage	immobilizes	the	joint.	Bleeding	in	soft	tissues,	such	as	muscle	or	fat,	can	cause	nerve	compression	and	subsequent	loss	of	temporary	or	permanent	function.4	When	bleeding	involves	body	cavities,	it	causes	symptoms
related	to	the	affected	³.	Bleeding	in	the	central	nervous	system,	for	example,	can	cause	headaches,	confusion,	convulsions,	µ	and	coma	and	is	managed	as	a	medical	emergency.	Kidney	bleeding	may	present	as	haematoma	and	may	be	associated	with	acute	renal	failure.	Laboratory	tests	for	hemostasis	are	essential	whenever	a	mucocutaneous	or	soft
tissue	disorder	is	suspected.	List	symptoms	that	suggest	generalized	bleeding	disorders.	³	A	full	blood	count	including	a	platelet	count,	most	laboratory	directors	offer	prothrombin	time	(PT),	partial	thromboplastin	time	(PTT)	and	fibrinogen	test	(box	38-1table	38-1).5	In	2000,	laboratory	practitioners	³	the	Addthromboelastography	performed	using	the
ThromboelastographÂ®	(TEG,	Haemoscope	Corporation)	,	Niles,	IL)	or	subsequently	thromboelastometry	(TEM)	using	the	rotational	thromboelastrÃ'meter	(RotemÃ®,	Pentapharm	GmbH,	Munich,	Germany;	FDA	2011)	(chapter	44).	TEG	and	TEM	are	coagulants	that	measure	the	coagulation	of	the	whole	blood.6	Both	report	the	coagulation,
coagulation	and	fibrin³	³lise	within	15	minutes	after	the	collection	of	blood.	Experienced	³	professionals	should	interpret	the	results	of	TEG	or	TEM.	Screening	tests	for	a	generalized	hemoglobin,	hematocrit³crito	hemoglobin	assay;	Anemia	of	³	count	associated	with	chronic	bleeding;	³	Bone	marrow	response	Platelet	count	Prothrombin	time	(PT)
thrombocytopenia	Factor	deficiencies	II	(prothrombin),	V,	VII	or	X	(clotting	time	prolonged	with	the	partial	thromboplastin	time	(PTT)	of	time	deficiencies	(PTT)	of	all	factors,	VII	and	XIIIIIII	prolonged,	prolonged)	Time	test	or	fibrinogan	hypofibrinogemia	and	disciprinogemia	widespread	bleeding	signs	announcing	a	possible	hemostal	defect	-	purple	-
recurrent,	chronic	hematomas	in	which	locations;	Called	petitions	with	less	than	3	mm	dials,	bruises	with	more	than	1	cm	of	dictated	dictation.	They	require	fanatic	intervention	in	recurrent	or	excessive	bleeding	of	trauma,	surgery	or	extraction	of	the	disorder	in	bodybuilding	body,	articulation	or	soft	tissues	ourne	Simult	hemorrhage	of	local	vain	¢
late	or	recurrent	bleeding	in	inappropriate	bleeding	ã	Â	¢	Bleed	without	apparent	reason	for	no	apparent	motive	¢	bleeding	bloodsis	(blood	vain)	Hephanic	disease,	renal	insufficiency,	chronic	infections,	autoimmune	distances,	complications,	dietary	disabilities	such	as	vitamin	C	disabled	or	vitamin	K,	contused	or	penetrating	trauma	and	inflammation
may	be	associated	with	bleeding	.	If	a	patient's	bleeding	episodes	begin	after	childhood,	they	are	associated	with	some	fanic	disease	or	trauma,	and	they	are	not	duplicate	in	relatives,	they	are	probably	acquired,	no	the	congratulations.	When	an	adult	patient	comes	to	the	treatment	of	widespread	bleeding,	the	first	motion	demand	for	an	underlying
disease	or	event	and	records	a	personal	and	family	story	().	The	important	elements	of	the	patient's	history	are	age,	gender,	current	or	past	pregnancy,	any	systemic	distances	such	as	diabetes	or	encencia,	trauma	and	drug	exposure,	including	prescribed	medications,	drugs	without	a	prescription,	abuse	of	°	Cool	or	drug	abuse.	The	mother	determines
the	trigger,	the	location	and	volume	of	the	bleeding	and	then	requests	the	laboratory	tests	(box	38-2Table	38-1).	These	tests	acquire	a	clinical	meaning	when	the	story	and	the	fancyic	exam	has	already	established	the	existence	of	abnormal	bleeding.	Due	to	their	propensity	for	false	positives,	they	are	not	effective	when	employed	indiscriminately	as
screening	for	sotinªÃgnoc	sotinªÃgnoc	socig¡Ãrromeh	soibrºÃtsid	ed	seµÃ§ÃacidnI	7.)5	olutÃpaC(	siev¡Ãduas	Onset	of	bleeding	in	infancy	or	childhood	¢ÃÂ¢Â	Bleeding	from	umbilical	cord	or	circumcision	wound	¢ÃÂ¢Â	Repeated	hemorrhages	in	childhood,	adulthood	¢ÃÂ¢Â	Hemorrhage	into	joints,	central	nervous	system,	soft	tissues,	peritoneum
Congenital	hemorrhagic	disorders	are	uncommon,	occurring	in	fewer	than	1	per	100	people,	and	are	usually	diagnosed	in	infancy	or	during	the	first	years	of	life.8	There	may	be	relatives	with	similar	symptoms.	Congenital	bleeding	disorders	lead	to	repeat	hemorrhages	that	may	be	spontaneous	or	may	occur	following	minor	injury	or	in	unexpected
locations,	such	as	joints,	body	cavities,	retinal	veins	and	arteries,	or	the	central	nervous	system.	Patients	with	mild	congenital	hemorrhagic	disorders	may	have	no	symptoms	until	they	reach	adulthood	or	experience	some	physical	challenge,	such	as	trauma,	dental	extraction,	or	a	surgical	procedure.	The	most	common	congenital	deficiencies	are	VWD,
factor	VIII	and	IX	deficiencies	(hemophilia	A	and	B),	and	platelet	function	disorders.	Inherited	deficiencies	of	fibrinogen,	prothrombin,	and	factors	V,	VII,	X,	XI,	and	XIII	are	rare.	Acquired	coagulopathies	Far	more	patients	experience	acquired	bleeding	disorders	secondary	to	trauma,	drug	exposure,	or	chronic	disease	than	possess	inherited
coagulopathies.	Chronic	disorders	commonly	associated	with	bleeding	are	liver	disease,	vitamin	K	deficiency,	and	renal	failure.	In	all	cases,	laboratory	test	results	are	necessary	to	confirm	the	diagnosis	and	guide	the	management	of	acquired	hemorrhagic	events.	Acute	coagulopathy	of	trauma-shock	In	North	America,	unintentional	injury	is	the
leading	cause	of	death	among	those	aged	1	to	45	years.	The	total	rises	when	statisticians	include	self-inflicted,	felonious,	and	combat	injuries.	In	the	United	States	alone,	trauma	causes	93,000	deaths	per	year.10	Severe	neurologic	displacement	accounts	for	50%	of	trauma	deaths,	with	most	occurring	before	the	patient	arrives	at	the	hospital;	however,
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saturation	of	oxygon	©nio,	urine	and	laboratory	evidence	of	coagulopathy,	provided	that	there	is	time	for	sampling	and	completion	of	laboratory	tests.	Acute	coagulopathy	of	the	treatment	of	trauma	shock:	Plasma	remains	a	key	component	in	the	treatment	of	ACCOTS.	Prior	to	2005,	donation	services	centrifuged	donors'	blood	units	and	separated	and
frozen	the	supernatant	plasma	within	8	hours	³	harvest,	producing	fresh	frozen	plasma	(FFP).	Most	donor	services	now	separate	the	plasma	within	24	hours	after	³	donor's	collection,	officially	naming	the	FP-24	product	instead	of	FFP;	nonetheless,	³	professionals,	nurses	and	medical	doctors	still	say	and	write	ÃFFPÃ							³24	or	FFPtambÃ©	m	can	be
defrosted	and	stored	at	1Âº	C	to	6Âº	C	for	up	to	5	days,	a	product	called	ÃÂÃân	5	days	of	storage	in	the	refrigerator,	so	thawed	plasma	can	be	ineffective	in	von	Willebrand's	disease	or	hemophilia.	High	volume	trauma	centers	and	emergency	³	services	can	maintain	a	small	thawed	plasma	invention	ready	for	emergency	management.	The	frozen
plasma	is	thawed,	heated	to	37Âº	C	and	transfused	when	microvascular	bleeding	occurs	and	the	PT	is	prolonged	to	more	than	1.5	times	the	mÂ1	of	the	reference	interval	of	the	PT	or	if	the	PTT	is	prolonged	to	more	than	2	times	the	mÂ1	of	the	reference	interval	of	the	PTT.	³	Plasma	is	also	transfused	when	the	patient	is	known	to	have	a	pre-existing
deficiency	of	a	single	coagulation	factor,	such	as	a	deficiency	of	factor	VIII	and	no	factor	concentrates	are	available,	when	there	has	been	significant	volume	replacement	with	colloid	and	erythro	plasma	expanders,	and	when	bleeding	is	complicated	or	caused	by	Coumadin	overdose	(Chapter	43).	Most	transfusion	service	directors	recommend	1	unit	of
plasma	is	administered	by	4	units	of	erythrocytes	to	maintain	coagulation	stability;	however,	evidence	from	retrospective	studies	on	battlefield	casualties	in	Iraq	and	Afghanistan	has	led	to	o	omoc	,odanifnoc	o§Ãapse	mu	me	otnemargnas	¡Ãh	e	l®Ã/000.001	e	000.05	ertne	revitse	sateuqalp	ed	megatnoc	a	odnauq	air¡Ãssecen	res	edop	sateuqalp	ed
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hcus	Cryoprecipitate	provides	150	to	250	mg	of	fibring,	and	the	risk	of	TACO	is	lower	than	with	colloids	or	plasma.	The	non-fibrinogen	concentrate	dose	is	70	mg/kg	body	weight	infused	at	less	than	5	mL/min,	and	a	target	fibrinogen	level	of	100	mg/dL	should	be	maintained.	Von	Willebrand	factor	and	factor	VIII	concentrates	can	also	be	used	when	the
patient	is	disabled.	Plasma	and	CPCs	may	provide	reduced	levels	of	factor	VIII.29,	30	Recombinant	activated	coagulation	factor	VII	(rVIIa,	NovoSeven,	Novo	Nordisk	Inc.,	Princeton,	NJ)	was	released	by	the	FDA	in	1999	for	the	treatment	of	hemophilia	A	or	B	when	factor	VIII	or	factor	IX	inhibitors	are	present,	respectively;	its	application	in	the
treatment	of	ACOTS	A©	off-label.	The	NovoSeven	dosage	of	30	Î¼g/kg	is	rapidly	effective	in	stopping	microvascular	hemorrhage	in	victims	of	non-haemodulous	trauma,	and	NovoSeven	does	not	cause	CIVD.9,31-33	However,	a	study	found	a	possible	relationship	between	off-label	use	of	NovoSeven	and	arterial	and	venous	thrombosis	in	patients	with
existing	tromb³HAB	risk	factors.34	Acute	trauma	coagulopathy-	A	skilled	operator	employing	TEG	or	can	monitor	plasma,	PCCs,	activated	PCCs,	four-factor	PCC,	TXA	and	rFVIIa.	The	efficiency	of	fibring	concentrate	or	cryoprecipitate	can	be	measured	using	the	fibring	test.	In	addition,	³	µ	directors	characteristically	advise	surgical	and	medical
emergency	services	to	indirectly	monitor	the	efficacy	of	all	ACOTS	therapy	by	checking	the	flow	of	platelet	count,	PT	and	PTT	within	their	respective	reference	ranges.	Platelet	aggregometry	can	be	used	to	measure	platelet	function	³	therapy,	and	coagulation	factor	tests	are	valuable	as	a	follow-up	to	TP	and	TTP	to	determine	if	the	30	%	target	activity
has	been	achieved.	While	testing	PT,	PTT,	platelet	count	and	platelet	fun	are	approaches	Teg	and	has	supply	immediate	feedback	and	can	be	more	sensitive	to	small	physiological	improvements.35	Physiologists.35	Stabilized	and	additional	therapy	related	to	hemostasis	is	seldom	necessary.	Hepatic	disease	Coagulopathy	The	bleeding	associated	with
the	liver	disease	can	be	localized	or	generalized,	mucocutaneous	or	anatomical.	Enlarged	and	collateral	esophageal	vessels	called	esophageal	varices	are	a	complication	of	chronic	alcoholic	cirrhosis;	Hemorrhage	of	varicose	veins	is	localized	bleeding,	not	a	coagulopathy,	although	often	fatal.	Mucocutaneous	bleeding	occurs	in	liver	disease	–
associated	thrombocytopenia,	usually	accompanied	by	decreased	platelet	function.	Bleeding	from	soft	tissues	is	the	consequence	of	procoagulant	dysfunction	and	deficiency.	Procoagulant	deficiency	in	liver	disease	The	liver	produces	almost	all	plasma	coagulation	factors	and	regulatory	proteins.	Hepatitis,	cirrhosis,	obstructive	jaundice,	cancer,
poisoning	and	congenital	disorders	of	bilirubin	metabolism	can	suppress	the	synthetic	function	of	hepatocytes,	reducing	the	concentrations	or	activities	of	plasma	coagulation	factors	to	the	hemostatic	levels	below	(less	than	30	%	of	normal).	The	liver	disease	predominantly	alters	the	production	of	the	factors	dependent	on	vitamin	KÃ	̃¬	II
(prothrombin),	vii,	ix	and	x	and	control	proteins	C,	S	and	Z.	In	liver	disease,	these	seven	factors	are	produced	in	their	des-Â3-	carboxyl	forms,	which	do	not	can	participate	in	coagulation	(chapter	37).	At	the	onset	of	liver	disease,	factor	VII,	which	has	the	shortest	plasma	half-life	at	6	hours,	is	the	first	coagulation	factor	to	exhibit	decreased	activity.	As
PT	is	particularly	sensitive	to	factor	VII	activity,	it	is	characteristically	prolonged	in	mild	liver	diseases,	serving	as	a	sensitive	early	marker.36	Vitamin	K	deficiency	caused	by	food	insufficiency,	regardless	of	liver	disease,	produces	a	similar	effect	on	PT	(see	case	study	in	this	chapter).	The	activity	of	coagulation	factor	V	is	a	more	specific	marker	of
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riugnitsid	arap	odazilitu	res	edop	,IIV	rotaf	od	oiasne	o	moc	otnujnoc	me	odazilaer	,V	rotaf	od	edadivita	ed	oiasne	O	.K	animativ	ed	acit©Ãteid	aicnªÃicifed	rop	of	degenerate	liver	activating	in	the	The	failing	liver	cannot	clear	the	activated	clotting	factors.	In	primary	or	metastatic	hepatitic	cancer,	liver	³	can	also	produce	procoagulant	substances	that
trigger	cr³nic	IDC,	leading	to	lighterµlci	complications.	In	the	acute,	uncompensated	CID,	the	time	of	TP,	PTT	and	thrombin	are	prolonged;	the	fibrinogen	level	is	reduced	to	less	than	100	mg/dL;	and	fibrin	degrading	products,	including	D-numbers,	are	significantly	increased.44	If	the	IDC	is	³	and	compensated,	the	only	high	test	result	may	be	the
value	of	dNum,	an	unregulated	coagulation	and	fibrin³lysis	mark.	Although	the	IDC	can	be	resolved	only	by	the	removal	of	its	underlying	cause,	its	haemostasis	deficiencies	can	be	temporarily	corrected	by	the	administration	of	erythra³cytes,	plasma,	activated	or	not	activated	PCC,	XA,	platelet	concentrates	or	antithrombin	concentrates.45	Laboratory
tests	of	hemostasis	in	hepH	disease	The	PT,	PTT,	thrombin	time,	fig	concentration	Dizziness,	platelet	count	and	diumber	concentration	are	used	to	characterize	the	haemostatic	abnormalities	in	hep	disease	().	Factor	V	and	Factor	VII	assays	can	be	used	in	combination	to	differentiate	hep	disease	from	vitamin	K	deficiency.	Both	factors	are	decreased	in
hep	disease,	but	the	V	factor	is	not	decreased	in	vitamin	K	deficiency.	Table	38-2	Hemostasis	laboratory	tests	in	hepA	Interpretation	assay	Fibrinogen	>	400	mg/dL	in	mild,	early	hep	disease;	<	200	mg/dL	in	moderate	to	severe	hep	disease	causing	hypofibrinogenemia	or	dysfibrinogenemia	Prolonged	thrombin	time	in	dysfibrinogenemia,
hypofibrinogenemia,	increased	fibrin	degrading	products	and	non-fractionated	heparin	therapy	Prolonged	time	in	hypofibrinogenemia,	significantly	prolonged	in	fibrinogenemia;	not	affected	by	heparin;	rarely	used	trial	Prothrombin	time	(PT)	arap	arap	ratset	oa	,)RNI(	lanoicanretni	adazilamron	o£Ãzar	a	o£Ãn	,sodnuges	me	PT	racifitoN	.X	e	XI	,IIV
,)anibmortorp(	II	siamron	serotaf	odniutitsbus	lixobrac-³Â¨Â-sed	serotaf	a	odived	evel	acit¡Ãpeh	a§Ãneod	an	omsem	disease.	Partial	thromboplastin	time	(TTP)	slightly	prolonged	in	severe	liver	disease	due	to	disseminated	intravascular	coagulation	(ICD)	or	to	factors	II	(Protrombin),	IX	and	factor	V	of	factor	X	becomes	reduced	in	disease	§A	liver,	but	is
not	affected	by	vitamin	k	deficient	so	that	the	non	-factor	V	helps	distinguish	the	condition	of	mild	platelet	counting,	platelet	count	240	ng/ml	by	quantitative	deficiency	of	plasminogan	and	a	high	damer	confirms	fibrinnelis.	mica.	The	reptilase	time	test	occasionally	can	be	ãº	to	confirm	disfibrinogemia.	This	test	duplicate	the	thrombin	time	test,	except
that	the	poison	of	the	rusty	Bothrops	atrox	(vamous	vam-cap)	is	replaced	by	the	thrombin	reagent.	Bothrop	venom	triggers	the	polymerization	of	fibrin	by	clearing	fibrinopeptan	a,	but	not	fibrinopeptan	b	of	the	molty	fibrinogã	©	nio.	The	subsequent	polymerization	is	delayed	by	structural	defects,	which	prolong	the	time	interval	for	the	formation	of
coegles.	The	reptilase	time	test	is	not	affected	by	heparin	standard	therapy.	TICO	TO	RESOLVES	HEPATIC	DISEASE	“VITAMIN	K-related	Hamorrhage	The	oral	or	intravenous	therapy	can	correct	bleeding	associated	with	non-functional	factors,	and	carboxyl	II	(Protrombin),	VII,	IX	and	X;	However,	the	vitamin	K	therautic	effect	is	short	-lasting	in
comparison	with	its	effect	on	vitamin	K	deficiency	on	the	diet	because	of	the	fan	of	the	synthetic	disability.	In	severe	liver	disease,	plasmanentic	transfusion	provides	all	coagulation	factors	in	hemostomic	concentration,	although	FVW	and	VIII	factors	may	be	reduced.	Due	to	yours	Concentration	and	its	short	semi	-life	of	factor	VII,	it	is	unlikely	that	the
plasma	will	introduce	the	TP	within	the	reference	interval.	A	plasma	plasma	unit	a	volume	of	200	to	280	ml.	The	plasma	dose	typical	for	liver	disease	is	2	units,	but	the	dose	varies	widely,	depending	on	the	indication	and	the	ability	of	the	patient’s	cardiac	and	renal	system	to	quickly	excrete	excess	fluid.	It	is	likely	to	occur	with	the	administration	of
30	mL/kg,	but	it	can	occur	with	even	smaller	volumes	in	patients	with	impaired	cardiac	or	renal	function.	If	the	fibrinogen	level	is	below	50	mg/dL,	spontaneous	bleeding	is	imminent	and	cryoprecipitate	or	fibrinogen	concentrate	can	be	selected	for	therapy.	Plasma	and	cryoprecipitate	present	a	theoretical	risk	of	virus	transmission,	as	do	other
biological	products	from	untreated	single	donors,	and	allergic	reactions	to	transfusion	are	more	common	with	products	containing	plasma.	Other	therapeutic	options	for	bleeding	patients	with	liver	disease	are	platelet	concentrates,	PCC,	antithrombin	concentrate	(Thrombate	III,	Telacris®	Biotherapy,	Inc.,	Research	Triangle	Park,	NC),	rFVIIa	and
TXA.	Chronic	renal	failure	and	haemorrhage	Chronic	renal	failure	from	any	cause	is	often	associated	with	platelet	dysfunction	and	mild	to	moderate	mucocutaneous	bleeding.47	Platelet	adhesion	to	blood	vessels	and	platelet	aggregation	are	suppressed,	perhaps	because	platelets	become	coated	with	guanidinosuccinic	acid	or	dialysible	phenolic
compounds.48	The	decrease	of	erythrocyte	mass	(anaemia)	and	the	thrombocytopenia	contributes	to	bleeding	and	can	be	corrected	with	diysis,	erythropoietin	or	erythrocyte	transfusions	and	interleukin-111	49-52	The	active	hemostasis	syndromes	that	deposit	fibrin	in	the	renal	microvasculature	reduce	glomerular	function.	Examples	of	these	diseases
are	ICD,	hemolytic	uremic	syndrome	and	thrombotic	thrombocytopenic	purpura.	Although	these	disorders	are	by	definition	thrombotic,	they	invariably	cause	thrombocytopenia,	which	can	lead	to	mucocutaneous	bleeding.	The	fibrin	may	be	deposited	in	renal	transplant	rejection	and	lupus	glomerulonephritis	syndrome.	k	animatiV	.asonev	esobmort		Ã
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(PIVKA).	Therapeutic	overdose	or	the	accidental	or	felonious	administration	of	warfarin-containing	rat	poisons	may	result	in	moderate	to	severe	hemorrhage	because	of	the	lack	of	functional	factors.	The	effect	of	brodifacoum	or	¢ÃÂÂsuperwarfarin,¢ÃÂÂ	often	used	as	a	rodenticide,	lasts	for	weeks	to	months,	and	treatment	of	poisoning	with	this
substance	requires	repeated	administration	of	vitamin	K	with	follow-up	PT	monitoring.63	Coumadin	overdose	is	the	single	most	common	reason	for	hemorrhage-associated	emergency	department	visits.	FIGURE	38-1	Glutamic	acid	(GLU)	gains	a	carboxyl	group	to	become	Ã³Â-carboxyglutamic	acid	(GLA)	when	catalyzed	by	Ã³Â-carboxylase.	This
posttranslational	modification	enables	the	vitamin	K-dependent	coagulation	factors	II	(prothrombin),	VII,	IX,	and	X	and	proteins	C,	S,	and	Z	to	bind	ionic	calcium	necessary	for	normal	coagulation.	Vitamin	K	donates	the	carboxyl	group	through	the	quinone	reductase	pathway.	Warfarin	inactivates	quinone	reductase	and	epoxide	reductase	to	prevent
carboxylation.	NADP,Nicotinamide	adenine	dinucleotide	phosphate;	NADPH,	reduced	form	of	nicotinamide	adenine	dinucleotide	phosphate;	R,	any	side	chain.	Detection	of	vitamin	K	deficiency	or	proteins	in	vitamin	K	antagonism	Clinical	suspicion	of	vitamin	K	deficiency	is	supported	by	a	prolonged	PT	with	or	without	a	prolonged	PTT.	In	PT	and	PTT
mixing	studies,	if	pooled	platelet-free	normal	plasma	(NP;	Cryocheck,	Precision	BioLogic,	Inc.,	Dartmouth,	Nova	Scotia)	is	combined	with	patient	plasma,	the	mixture	yields	normal	(corrected)	PT	and	PTT	results,	which	indicates	that	factor	deficiencies	were	the	cause	of	the	prolonged	screening	test	times.	Specific	single-factor	assays	always	detect
low	factor	VII	because	of	its	short	half-life,	followed	in	turn	by	decreases	in	factors	IX,	X,	and	II	(prothrombin).	The	standard	therapy	for	vitamin	K	deficiency	is	oral¢ÃÂÂor,	in	an	emergency,	intravenous¢ÃÂÂvitamin	K.	Because	synthesis	of	functional	vitamin	are	are	Clotting	factors	require	at	least	3	hours	in	case	of	severe	bleeding,	plasma,	activated
or	not	activated	PCC,	four-factor	PCC	or	rfVIIa.	The	only	trials	for	plasma	efficiency,	PCC	or	RFVIIa	are	TEG	or	TEM,	which	are	not	available	everywhere,	but	patient	recovery	can	be	monitored	indirectly	using	PT/INR.	The	autoanti-VIII	inhibitor	and	acquired	hemophilia	acquired	autoantibodies	that	specifically	inhibit	factors	II	(prothrombin),	V,	VIII,
IX	and	XIII	and	VWF	were	described	in	non-hemophilia	patients.64	Autoant-VIII	The	most	common.	Patients	who	develop	an	autoantibody	to	factor	VIII,	which	is	a	diagnosis	³	acquired	hemophilia,	are	often	more	than	60	years	old	and	have	no	apparent	underlying	disease.	Hemophilia	acquired	occasionally	associated	with	chronic	renal		rheumatoid
arthritis,	inflammatory	bowel	disease,	systemic	lupus	erythematosus³	³	or	lymphoproliferative	disease.	Pregnancy	seems	to	trigger	acquired	hemophilia	2	to	5	months	³	childbirth.	Patients	with	inhibitory	autoantibodies	are	prescribed	immunosuppressive	therapy,	although	the	autoantibodies	that	develop	³	pregnancy	usually	disappear	spontaneously.
Acquired	hemophilia	has	a	general	incidence	of	1	per	million	people	per	year.	Patients	experience	sudden	and	severe	bleeding	in	soft	tissues	or	bleeding	in	the	gastrointestinal	or	genitourinary	tract.	Acquired	hemophilia,	even	when	treated,	remains	fatal	in	at	least	20%	of	cases.	Autoantibodies	to	other	procoagulants	are	less	frequent,	but	create
similar	symptoms.	In	the	presence	of	a	factor	VIII	inhibitor,	which	is	the	most	common	inhibitor,	it	is	probable	that	the	TTP	will	be	prolonged,	while	the	³	practitioner	expects	the	TTP	and	thrombin	time	to	be	normal.	A	factorial	assay	should	reveal	factor	VIII	activity	in	less	than	30%	and	generally	The	laboratory	professional	confirms	the	³	of	the
inhibitor	with	mixing	studies	based	on	colons.	TTP	prolongation	can	be	corrected	initially	by	addition	of	normal	plasma	(NP)		test	sample	at	the	1:1	proposition,	but	the	TTP	is	extended	again	after	³	infusion	of	the	patient's	plasma	mixture	with	NP	1:1	at	37Â°	C	for	1	to	2	hours.	The	return	of	³	prolongation	occurs	because	the	autoantibodies	of	factor
VIII	are	often	of	the	immunoglobulin	G4	³	type,	which	are	time	and	temperature	dependent.	Consequently,	the	inhibitory	effect	sÃ³	can	be	evident	³	allow	the	patient's	inhibitor	to	interact	with	factor	VIII	in	PN	for	1	to	2	hours	at	37	oC	prior	to	the	trial.	Some	high	avidity	inhibitors	may	cause	an	immediate	prolongation	of	TTP;	in	this	case,	an	incubated
mixing	study	is	unnecessary.	The	in	vitro	cynicism	of	neutralization	of	factor	VIII	by	a	non-linear	autoantibody.	Although	there	is	a	rapid	early	loss	of	factor	VIII	activity,	residual	activity	remains,	indicating	that	the	region	has	reached	equilibrium.	This	is	called	cinÃ	©tica	type	II	(Figure	38-2).	In	contrast,	alloantibodies	against	factor	VIII,	which
develop	in	20	%	to	25	%	of	patients	with	severe	hemophilia	in	response	to	anti-HBs,	are	not	known.		In	the	latter,	linear	neutralization	of	factor	VIII	activity	occurs	in	vitro	over	1	to	2	hours,	which	results	in	complete	inactivation.	In	type	I	cyanitis,	the	in	vitro	measurement	is	relatively	accurate,	while	in	type	II	cyanide,	the	titration	of	the	inhibitor
activity	is	semi-quantitative.66	FIGURE	38-2	In	type	I	linear	cyanitica,	the	inhibitor	inactivates	the	factor	in	vitro	completely.		of	alloantibodies	such	as	factor	VIII	inhibitors	in	patients	with	severe	hemophilia	A.	In	type	II	cyanotics,	the	inhibitor	and	the	factor	reach	equilibrium.		autoantibodies	as	the	factor	VIII	inhibitor	in	acquired	hemophilia	A.
Because	of	type	cinÃ©	tica	ovitatitnauqimes	ovitatitnauqimes	olutÃt	mu	odaredisnoc	©Ã	adsehteB	ed	olutÃt	o	In	acquired	hemophilia,	although	results	are	commonly	used	to	distinguish	the	low	titer	from	high	content	antibodies.	The	quantification	of	the	auto-viii	inhibitor	is	performed	using	the	Bethesda	test,	which	is	usually	employed	to	measure
inhibitors	in	aloantorpic	hemophyl	patients	to	invoice	VIII	(see	hemophilia	A	and	factor	VIII	inhibitors).	Titer	results	help	the	clinic	choose	the	proper	therapy	to	control	bleeding.	The	repeated	tankers	are	used	to	follow	the	response	to	immunosuppressive	medications,	but	are	not	required	to	treat	bleeding	symptoms.	Factors	inhibitors	that	are	not
anticoagulation	antibodies	of	Auto-Anto-Factor	VIII	(Anti-Procrombin),	detectable	â	€	hys,	develop	in	approximately	30%	of	patients	with	woolly.	Anticoagulant.67	Although	the	viral	anticoagulant	is	associated	with	thrombosis,	some	patients	with	antibrombin	anteprothrombin	has	a	prolonged	PT.	A	reduced	activity	finding	in	the	protrombin	test	and	a
positive	result	for	the	wool	anticoagulant	confirms	the	diagnosis.	Antiprothrombin	antibodies	are	not	associated	with	rare	woolen	anticoagulant.	Factor	V	and	XIII	inhibitors	were	documented	in	patients	receiving	isoniazid	treatment	for	tuberculosis.68,	69	antibodies	for	iia	(thrombin)	and	factor	V	may	appear	after	the	exposure	of	the	tinic	bovine	or
fibrin	glue.	Less	prevailing	since	2008,	when	fibrin	glue	preparation	began	to	use	recombinant	human	thrombin	instead	of	bovine	thrombin.	The	rare	self-acantian	antibodies;	However,	factor	X	deficient	in	amyloidosis	may	be	caused	by	which	it	appears	to	be	a	absorption	mechanism.71	In	many	cases	of	acquired	inhibitors,	mixing	studies	show
extension	not	corrected	without	incubation	(	immediate	mixture	study)	and	inhibitor	tracks	can	be	determined	by	the	Bethesda	procedure.	Management	of	hemophilia	activated	PCC	or	RFVIIA	can	bypass	coagulation	factor	VIII	inhibitor	in	acquired	hemophilia	and	e	control	acute	bleeding.	Patients	with	low	titres	of	inhibitors	(less	than	5	Bethesda
units)	may	respond	to	administration	of	desmopressin	acetate	(DDAVP)	or	factor	VIII	concentrates,	but	careful	monitoring	of	their	response	to	therapy	is	required	with	coagulation	factor	VIII	activity	assays	in	series.	Once	bleeding	is	controlled,	immunosuppressive	therapy	can	reduce	inhibitor	titre.72	Plasma	exchange	can	also	be	used	in	severe
cases,	but	the	response	is	less	reliable	than	the	response	to	immunosuppression.	Acquired	von	willebrand	disease	Acquired	VWF	deficiency,	with	symptoms	similar	to	those	of	congenital	VWD,	has	been	described	in	association	with	hypothyroidism;	autoimmune,	lymphoproliferative	and	myeloproliferative	diseases;	Benign	monoclonal	gammopathies;
Wilms'	tumor;	intestinal	angiodysplasia;	Congenital	heart	disease;	exposure	to	pesticides	and	uremic	hemolytic	syndrome.73	The	pathogenesis	of	acquired	VWD	varies	and	may	involve	decreased	production	of	VWF,	presence	of	an	autoantibody	or	adsorption	of	VWF	abnormal	cell	surface,	as	seen	in	association	with	lymphoproliferative	disorders	and
Wilms'	tumor.74	Acquired	VWD	manifests	itself	with	moderate	to	severe	mucocutaneous	bleeding	and	may	be	suspected	in	any	patient	with	recent	onset	of	bleeding	who	has	no	significant	clinical	history.	Although	PT	is	not	affected,	PTT	can	be	moderately	prolonged	if	the	decrease	in	VWF	is	severe	enough	to	cause	a	deficiency	of	coagulation	factor
VIII,	for	which	VWF	serves	as	the	carrier	molecule.	As	with	congenital	VWD,	the	diagnosis	is	based	on	the	finding	of	decreased	VWF	activity	(ristocetin	cofactor	assay	[FVV:RCo])	and	decreased	VWF	antigen	(FVV:Ag)	by	immunoassay.	It	may	be	difficult	to	differentiate	between	mild,	previously	asymptomatic	congenital	vaginal	disease	and	acquired
vaginal	disease.	If	the	patient	needs	treatment	for	bleeding,	DDAVP	a	plasma-derived	factor	VIII/VWF	concentrate	such	as	Humate-PanÂ®	(CSL	Behring,	King	of	Prussia,	PA),	WilateÂ®	(Octapharma,	Hoboken,	NJ)	or	Alphanate	Â®	Alphanate	A	77.21	omossomorc	on	)bk(	sesaboliuq	ed	serap	871	odnegnarba	snox©Ã	25	me	etsisnoc	FWV	eneg	O
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There	is	a	monomer	of	2813	amino	acids	that,	that,	glycosylation,	form	numbers	that	are	transferred	to	the	aforementioned	storage	organelles,	where	the	numbers	polymerize	to	form	enormous	multimers.	At	the	time	of	storage,	a	signal	sequence	and	a	propeptide,	known	as	the	VWF	II	antigen,	are	cleaved	so	that	the	mature	monomers,	already
polymerised,	consist	of	2050	amino	acids.78	As	described	in	chapter	37,	the	VWF	cleavage	protease	(ADAMTS-13)	cl	VWF	multimers	ultra-large	Weibel-Palade	bodies	at	the	time	of	release	into	monomers	of	various	sizes.	ADAMTS-13	deficiency	allows	the	release	of	the	ultra-large	multimers,	the	basis	for	the	devastating	disorder,	thrombotic
thrombocytopenic	purpura	(Chapter	40)	Each	VWF	monomer	has	four	functional	domains	that	bind	to	factor	VIII,	the	platelet	glycoprotein.	Ib/IX/V,	platelet	glycoprotein	IIb/IIIa	and	collagen	(Chapter	13).	After	the	release	of	intracellular	reserves,	VWF	forms	a	complex	with	coagulation	factor	VIII.	This	complex	is	called	VIII/VWF	(Figure	38-3).	VWF
protects	factor	VIII	from	proteolysis	by	prolonging	its	plasma	half-life	from	a	few	minutes	without	VWF	to	8	to	12	hours	with	VWF.	Table	38-3	lists	the	nomenclature	entries	for	structural	and	functional	components	of	the	factor	VIII/VWF	molecule.	FIGURE	38-3	The	von	Willebrand	large	factor	(VWF)	multimers	bind	to	the	collagen	intima	after
desquamation	of	the	endothelial	cells	or	more	extensive	lesion	and	expand	under	shear	force	to	form	a	carpetaceous	eka.	Alceta	to	which	platelets	adhere	via	the	binding	sites	of	platelet	glycoprotein	(GP)	Ib/IX/V.	VWF	binds	and	stabilizes	the	factor	VIII,	serving	as	a	carrier	protein.	The	VWF	antigen	(VWF:Ag)	is	the	target	of	quantitative
immunoassays.	Nomenclature	Related	to	the	Factor	VIII	Complex	Term/VWF	Meaning	VIII/VWF	Common	term	for	the	plasma	combination	of	factor	VIII	and	VWF.	VIII	Procoagulant	factor	VIII,	the	protein	transported	in	VWF.	The	factor	It	binds	to	activated	factor	IX	to	form	the	VIIIa-IXa	complex,	which	digests	and	activates	factor	X.		Ã	odived	,IIIV
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aigarromeh		Ã	avel	euq	o	,air¡Ãteuqalp	o£Ãseda	a	mezuder	FWV	ed	savitatitnauq	sedadilamrona	uo	)savitatilauq(	siaruturtsE	dnarbelliW	noV	ed	a§Ãneod	ad	aigolotapoisiF	.lamron	aisatsomeh	a	arap	siaicnesse	o£Ãs	o£Ã§Ãagerga	e	o£Ãseda	ed	saicnªÃ¼Ãqes	sA	.sateuqalp	a	sateuqalp	ed	levÃsreverri	o£Ã§Ãagerga	a	raidem	arap	oinªÃgonirbif	o	e	FWV	o
agil	rotpecer	etsE	.aIII/BII	anÃetorpocilg	a	,FWV	oa	o£Ã§Ãagil	ed	lacol	odnuges	mu	masserpxe	e	sadavita	macif	sateuqalp	sa	,V/XI/BI	anÃetorpocilg	a	agil	FWV	o	odnauQ	V/XI/BI	anÃetorpocilg	aus	ed	s©Ãvarta	mereda	sateuqalp	sa	,etnemroiretsoP	.siailetodne	salul©Ãc	ed	o£Ã§Ãamacsed	a	etnarud	otsopxe	ralirbif	omitnÃ	oneg¡Ãloc	o	agil	oriemirp
FWV	O	.saloÃretra	e	seralipac	son	omoc	,otnemahlasic	ed	a§Ãrof	atla	e	o£Ãzav	atla	ed	saer¡Ã	me	lailetodnebus	oneg¡Ãloc	oa	air¡Ãteuqalp	o£Ãseda	a	raidem	©Ã	lapicnirp	o£Ã§Ãnuf	aus	,IIIV	rotaf	od	rodatrop	od	aluc©Ãlom	a	ajes	FWV	o	arobmE	.serotaf	arap	socif Ãcepse	olug¡Ãoc	me	sodaesab	soiasne	me	adidem	,IIIV	C	rotaf	od	etnalugaoc	edadivita
:IIIV	.FWV	od	edadivita	a	rasilana	arap	odot©Ãm	oriecret	mu	,FWV-I	anÃetorpocilg-itna	lanolconom	rotpecer	e	xet¡Ãl	ed	salucÃtraporcim	agerpme	euq	edadivitaonumi	ad	adazitamotua	acirt©Ãmolefen	edadivita	ed	oiasnE	:FWV	.III	oneg¡Ãloc	o	etnemetnanimoderp	,odazilibomi	ovla	oneg¡Ãloc	o	magil	FWV	sorem Ãtlum	sednarG	.FWV	od	edadivita	a
rasilana	arap	odot©Ãm	odnuges	mu	,ABC	oneg¡Ãloc	oa	o£Ã§Ãagil	ed	oiasne	:FWV	.etneicap	od	FWV	olep	setnegaer	ed	sateuqalp	ed	o£Ã§Ãanitulga	rasuac	ed	anitecotsir	ad	edadicapac	alep	adidem	©Ã	FWV	od	edadivita	A	.FWV	edadivita	ed	adamahc	m©Ãbmat	,OCR	anitecotsir	ed	rotafoc	od	edadivita	:FWV	.FWV	oiasneonumi	o	arap	ocinªÃgitna	ovla	o
©Ã	euq	opotÃpe	GA	:FWV	.A	ed	ed	ro	lamron	evah	DWV	A2	Epytbus	Htiw	Stneitap	.sremitlucelucelucewretni	RO	-Hgih	Lamon	Eht	Ytivitca	Noisehda	Teletalp	Sseltal	Troppus	Sremitluce	eht-83	Eht	hcihw	,31-STMADA	yb	sisyloetorp	ot	elbitpecsus	erom	FWV	redner	snoitatum	esehT	.elucelom	FWV	eht	fo	niamod	larutcurts	2A	eht	ni	snoitatum	tniop
tnanimod	lamosotua	deziretcarahc-llew	morf	sesira	hcihw	,A2	epytbus	evah	stneitap	DWV	fo	%02	ot	tnecrep	neT	.esaesid	dnarbelliw	nov	A2	epytbuS	.decuder	yltnetsisnoc	si	noitcnuf	FWV	tub	,desaerced	yletaredom	ro	lamron	eb	yam	slevel	FWV	.seitilamronba	FWV	evitatilauq	fo	yteirav	a	sesirpmoc	DWV	2	epyT	.esaesid	dnarbelliw	nov	2	epyT	.3	epyt
ni	sremitlum	lla	fo	ecnesba	dna	,B2	epytbus	ni	smrof	egral	FO	ECNESBA	,A2	Epytbus	Neither	Sremitumemetni	dna	Egral	Fo	Ecnesba	,1	epyt	)DWV(	Esaesid	Dnarbelliw	Nov	Noitar	Lamron	Tub	noitecnoc	dehtecsinimid	Swerohportcele	sisylana	remitlum	rotcaf	dnarbelliW	nov	fo	citamehcS	4-83	ERUGIF	.DWV	fo	sisongaid	eht	ot	sdael	taht	tnialpmoc
nommoc	a	si	aigahrronem	,nemow	nI	.yregrus	ro	noitcartxe	latned	sa	hcus	egnellahc	citatsomeh	a	gniwollof	yllausu	,gnideelb	etaredom	ot	dlim	si	erehT	28.)4	-83	erugiF(	decuder	,yllanoitroporp	hguohtla	,ylbairav	era	IIIV	rotcaf	dna	sremitlum	FWV	lla	fo	snoitartnecnoc	amsalp	ehT	.stneitap	DWV	fo	%57	yletamixorppa	ni	nees	si	1	epyT	18	,08.snoiteled
ro	,snoitatum	esnesnon	,stfihsemarf	tnanimod	lamosotua	lareves	fo	eno	yb	desuac	ycneicifed	FWV	evitatitnauq	a	si	DWV	1	epyT	.esaesid	dnarbelliw	nov	1	epyT	sepytbus	dna	sepyt	esaesid	dnarbelliw	noV	.DWV	fo	nrettap	gnideelb	suoenatucocum	lacipyt	eht	seinapmocca	gnideelb	eussit	tfos	cimotana	,lamron	fo	%03	naht	ssel	ot	esaerced	slevel	IIIV
rotcaf	nehW	97.noitalugaoc	Tnetepmoc	tneiciffus	level	IIIVUS	rotcaf	that	nitnam	dna	lamb	fo	%03	ot	%03	fo	gnar	eht	ni	slevel	fwv	evah	elpoep	ynam	.	FVW	reduced:	AG,	with	a	markedly	reduced	FVW	activity	as	a	result	of	the	loss	of	high	molecular	molecular	and	interim	molecular	multicmers	essential	for	platelet	adhesion.83	Subtype	2b	of	Von
Disease	Willebrand.	In	subtype	2b	VWD,	rare	mutations	within	the	A1	domain	increases	the	VWF	affinity	for	plaquetan	glycoprotein	IB/IX/V,	its	usual	connection	place;	These	are,	therefore,	mutation	of	the	Â	€	Â	€	œ	Â	ours	€	Â	i.	Large	VWF	multipters	spontaneously	bind	to	resting	platelets	and	are	not	dispatable	for	normal	platelet	adhesion.
Consequently,	the	electrophored	multiple	pattern	is	characterized	by	the	lack	of	high	molecular	weight	multicumers,	but	a	presence	of	intermediate	molecular	weight	multipters	(Figure	38-4).	There	can	also	be	moderate	thrombocytopenia	caused	by	the	skill	of	the	platelets	because	the	platelets	lined	with	the	blood	vessels	are	indiscriminately	bind	to
the	endotre.	A	plaquettering	mutation	that	increases	the	affinity	of	glycoproteãna	IB/IX/V	for	normal	FVW	multications	creates	a	clinically	similar	distance	called	plaquetal	or	pseudo-DVW.	In	this	case,	the	great	multipters	are	also	lost	in	plasma,	and	the	platelets	become	adhesive.	Both	clinically	and	in	laboratory,	the	two	entities	are	indistinguishable.
Von	Willebrand	Disease	of	Subtype	2m.	Subtype	2M	VWD	describes	a	qualitative	FVW	variant	that	has	decreased	platelet	receiver	ligament,	but	a	multimmon	pattern	©	Normal	rich	in	electrophoresis.	The	distinctive	characteristic	of	subtype	2m	that	separates	it	from	type	1	is	a	discrepancy	between	VWF	concentration:	AG	and	its	measured	activity
using	the	VWF:	RCO	test.	Von	Willebrand	Disease	of	Subtype	2N	(Normanda	variant;	hemophilia	Autosomanic).	A	rare	Autosomanical	Mutai	£	o	FVW	impairs	its	place	of	connection	of	factor	VIII.	This	condition	results	in	factor	VIII	disabilities,	despite	the	normal	concentration	and	activity	of	VWF:	AG	and	Multipã's	standard	©	Normal	rich.	The
distance	is	also	known	as	the	autosan	hemophilia	because	its	skillic	symptoms	are	indistinguishable	from	hemophilia	symptoms,	except	except	except	a	dna	;yassa	oCR:FWV	eht	sa	nwonk	osla	,steletalp	ot	dnib	ot	ytiliba	sÂÂÃ¢rotcaf	eht	senimreted	hcihw	,tset	ytivitca	FWV	eht	;)ecnarF	,enieS-rus-serÂ¨ÃinsA	,ogatS	acitsongaiD(	tsetaiL	eht	sa	hcus
,ygolodohtem	yassaonummi	xetal	detamotua	ro	yassaonummi	emyzne	gniyolpme	)yassa	gA:FWV(	tset	FWV	evitatitnauq	a	:syassa	eerht	sedulcni	lenap	tset	DWV	dradnats	ehT	48.atad	yticificeps	dna	ytivitisnes	ÂÂÃ¢gnitcilfnocÂÂÃ¢	etareneg	stset	gnineercs	lanoitidart	esehT	.)44	dna	24	sretpahC(	syassa	teletalp	lanoitcnuf	detamotua	rehto	ro	001-AFP
eht	dna	tset	emit	gnideelb	eht	era	,senilediug	DWV	IBLHN	9002	eht	ot	gnidrocca	,dednemmocer	regnol	oN	.pukrow	DWV	laitini	eht	fo	trap	era	,metsys	noitalugaoc	eht	ssessa	hcihw	,TTP	dna	TP	dna	,gnideelb	suoenatucocum	fo	esuac	eht	sa	ainepotycobmorht	tuo	elur	ot	yrassecen	si	CBC	A	.ytivitca	FWV	desaerced	fo	noitartsnomed	yrotarobal	eht	dna
gnideelb	suoenatucocum	fo	yrotsih	ylimaf	dna	lanosrep	a	fo	noitanibmoc	eht	no	sdneped	DWV	fo	sisongaid	evitinifeD	esaesid	dnarbelliw	nov	fo	noitacifissalc	dna	noitceted	yrotarobaL	.deriapmi	si	sisatsomeh	yradnoces	dna	yramirp	dna	,tnesba	ro	dehsinimid	yllanoitroporp	osla	si	IIIV	rotcaF	.)4-83	erugiF(	amsalp	morf	tnesba	ylraen	ro	tnesba	si	FWV
,redrosid	erar	siht	nI	.setogyzomoh	,ytiniugnasnoc	ni	,ro	setogyzoreteh	dnuopmoc	ni	egahrromeh	cimotana	dna	suoenatucocum	ereves	ecudorp	snoitatum	noiteled	ro	noitalsnart	eneg	FWV	evissecer	lamosotuA	.esaesid	dnarbelliw	nov	3	epyT	.FWV	ot	gnidnib	IIIV	rotcaf	lamronba	eht	rof	elbisnopser	noitatum	cificeps	eht	stceted	taht	yassa	ralucelom	a
gnisu	demrifnoc	si	N2	epytbus	DWV	fo	sisongaid	ehT	.FWV	yb	dnuob	eb	tonnac	ti	nehw	setunim	erem	fo	efil-flah	amsalp	a	sah	rotcaf	eht	esuaceb	srucco	esnopser	roop	ehT	.ypareht	etartnecnoc	IIIV	rotcaf	ot	dnopser	ot	sliaf	A	ailihpomeh	htiw	desongaidsim	tneitap	a	nehw	detcepsus	si	N2	epytbus	,nem	ro	syob	nI	.smotpmys	gnideelb	eussit	tfos	retfa
ailihpomeh	htiw	desongaid	si	namow	ro	lrig	a	nehw	detcepsus	si	N2	epytbuS	.selamef	dna	selam	htob	it	it	VIII	Activity	test.	The	VWF:	RCO	assay	employs	preserved	reagent	platelets.	The	agonist	ristocetin	supports	platelet	agglutination	in	the	presence	of	VWF.	When	the	ratio	of	the	VWF	assay	value:	RCO	to	the	concentration	of	VWF:	Ag	is	less	than
0.5,	0.6	or	0.7	(the	ratio	cut	is	generated	from	reference	range	studies	by	local	laboratories),	the	laboratory	professional	infers	qualitative	or	VWD	type	2.	Additional	tests	are	needed	to	confirm	VWD	type	2	and	differentiate	subtype	2a	from	subtype	2b.	Low-dose	ristocetin-induced	platelet	aggregometry	(RIPA),	also	called	the	ristocetin	response	curve,
identifies	subtype	2B.	platelets.	In	subtype	2b,	the	patient’s	platelets,	because	they	are	coated	with	abnormal	VWF	multimers,	agglutinated	in	response	to	less	than	0.5	mg/ml	of	ristocetin;	Sometimes	they	even	agglutinate	in	response	to	0,1	mg/ml	of	ristocetin.	In	comparison,	normal	platelets	or	platelets	of	a	patient	with	agglutinate	of	subtype	2A	only
at	concentrations	of	ristocetin	greater	than	0.5	mg/ml.	Multimer	analysis	of	VWF	by	sodium	dodecyl	sulfate	'	Polyacrylamide	gel	electrophoresis	further	differentiates	between	subtypes	VWD	2a	and	2b.	Although	2a	and	2b	lack	high	molecular	weight	multimers,	intermediate	multimers	are	present	in	the	electrophoretic	pattern	of	VWD	subtype	2B
samples,	but	are	absent	from	the	pattern	of	a	patient	with	subtype	2A	VWD.	Multimer	analysis	is	technically	demanding	and	is	mainly	performed	in	reference	laboratories	for	differentiation	of	VWD	subtypes.	Table	38-4	lists	the	expected	test	results	for	all	VWD	types	and	subtypes.	Laboratory	detection	and	classification	of	von	Willebrand’s	disease:
Typical	results*	Laboratory	test	Type	1	type	2A	Type	2B	Type	3	VWF	activity	via	ristocetin	co-factor,	collagen	binding,	or	low	low	low	low	or	absent	immunoactivity	assay	Low	to	normal	to	slightly	normal	to	normal	to	normal	to	normal	to	normal	to	normal	to	normal	to	normal	to	low	to	low	and	low	VWF	AntGen	decrease	low	to	low	or	lower	normal	to
normal	to	normal	to	normal	to	normal	to	normal	to	normal	or	normal,	or	somewhat	low	to	low	to	low	to	low	to	low	to	absent	immunoactivity	VWF	activity	very	low	or	missing	slightly	low	or	absent	for	antiÃgeno	VWF>	0.5
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