9 loyjiswgyacg00
i Gy

L3S 59— J9—0j!

“‘oFu-lbl)

b g 55502,5
EABgST iomada 5SS
S s low anasiio
(o) Saded (sSwd 33 pole B8NS st
VAP canass 3,9 s 4



el (S35 ol o aS gl pU 4y

3}‘”‘"6“*&‘:’.“\“}5)-‘-:"“} OMJ‘4§°,:°:"("‘"L§":"°"’:‘b
v le ST gng s BT oL ?;@bf;s%‘@lowﬂ,\;\?

i o a5 0958 () ClS I8 (G D pa Slall B3 a5 S0 e
@uwujlww.mgu@mgciqw)gjmuj.\?..,Jo)mzu
L b o 5l ogumg cpl a5 oS5 ledl al )l g 0590 OV lguw o pis § (Sip oS
G5 B4 (soj90 o S ey u|)> O Wls g oog plate § Gglaie L3 Sl
sl o (S 55 g Sz o U eshan (9 S syl sy
Jlw aw a5 s g,lgz Jlo ol )liws Lads 5 Laas QLS ol Bus 04,8 .0l
Hb oz Blas g adileds jlew (a0 5 anlllas Josdoo B 4 1) (glws (garindS
4.:.5.30)5.0)0 UL.S U'l‘“"“’fub"" «.\.\Lw alawlio ol cb)s)j).o l) ““‘L‘SU""’BJB‘»
Sy as gloy Ly wial )b s 5 o0iS ans (x> g0 U ol gl
Sy sl JSgisn (e j5,e 28l oads Jol> b jlon Suisls il Slee
oS b )T HamlS g elo sl Tl gbl 50 og alys sy ol gl
asls |, Seis JleS ool ails Jaduo ciS 4565 ol i Sl o senlae

w5l

@ALW o= Ql‘f.l“;gs_" @m{)v\_}‘ g_{...s’ -~ cr..aS**’/wd\
AN e b iy 4o e L5 i 5 e 5 S e
By el ol sl Sle G Ol 5 3> Slle

S b Sz o5 whao
PSS (oaie A



......................................................................... 1404 (AS1> (uuads 3y91 (9037



1404 JS15 s 8 393 (9903

o Camuans 39 13 9 45,5 )18 Sl Slo)s sond o (S35 9ho 3> gowws) Haniid b Ul 53 SBT.1
9 315 5l 425 39 L . Camledl o 9 315 ColSid 5 9 33 Ud 139 g0 Olgtiml 320 oy 83k T Oloys

sl o b 4 BGiale;T .51 RUQ L3 Loguas oS sl puw g3 pditio s ) 355
WBC=3100/pl (PMN=65%)  Hb=9.6 g/dI Plt= 98000/pl ALP=670 IU/L
AST=70 1U/L ALT=110 IU/L Total Bili= 2mg/dl (D=1.2mg/dI)
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Ultrasound

o Multiples hepatic lesions :

« bull’s eye » :
» Central echogenic part

Aspecific abcess
# Hypoechoic defect

- A

« wheel within wheel » : « wagon wheel »
# Outer wheel - hypoechoic rim
# Inner wheel —echogenic zone
# Inner nidus — hypoechoic nidus

- Grunebaum M, Pediatric Radiology 1991
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Relative preservation of PNH HSPCs

compared to normal HSPCs Recovery wills

a subclinical

PNH clene . .
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Immunosuppressive
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therapy
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. PNH clonal
Immune-mediated Immune-mediated expansion
bone marrow failure (early) bone marrow failure (late)
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HSPC  PNH Dying HSPCs  CTL Classical PNH disease
HSPC

FIGURE: | The emergence of PNH clones is closely related to immune-mediated bone marrow failure. A schematic diagram ilustrating the relationship between
immune-mediated bone marrow failure (acquired aplastic anemia) and clonal expansion of HSPCs with somatic mutations in the PIGA gene (PNH HSPCs). In
acquired aplastic anemia, cytotoxic T lymphocytes (GTL) recognize an unknown autoantigen presented by the hematopoietic stem and progenitor cells (HSPCs).
Aberrant recognition of the HSPCs leads to their autoimmune destruction (shown as dying HSPCs) and manifests clinically as bone marrow failure. PNH HSPCs are
hypothesized to have relative resistance to autoimmune destruction in AA. In AA patients treated with immunosuppressive therapy, bone marrow may recover with a
smaller subclinical PNH clone; however, in a subset of patients, PNH HSPCs undergo progressive clonal expansion, leading to classical PNH disease, characterized
by hemolytic anemia and related symptoms, and an increased risk of thrombosis. Figure created with BioRender.com.
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Clinical manifestations of PNH
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Core signs and symptoms of PNH (any of the following)

Symptoms of anemia Thrombic events Esophageal spasms

(eg, fatigue, tachycardia, shortness of breath,
headache)

Dark-colored urine Dysphagia

Intermittent abdominal pain

In association with 1 of the following or if the patient exhibits 1 of the following (in absence of an above symptom)

Clinical conditions associated with PNH risk® "

Hemolysis |1 Bone marrow dysfunction | | Unprovoked* thrombosis

| haptoglobin or T reticulocyte count or T bilirubin

He DQIOD"‘U"G

With any of With any of With any of
the following: the following: the following:

« Any subtype « Any subtype? « Evidence of
with evidence of with evidence of hemolysis
hemolysis hemolysis « Unusual sitess

* Hypoplastics * Refractory IDA + Any cytopenia

« Refractory * Nonresponsive « Nonresponsive
cytopenia to therapy to anticoagulant

* Thrombosis
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Signs and Symptoms of Polycythemia Vera

More Common
Hematocrit level >52 percent Less Common
(0.52) in white men, Bruising/epistaxis
>47 percent (0.47) in blacks Budd-Chiari syndrome

and wormen Erythromelalgia
Hemoglobin level >18 g per dL

Gout
(180 g per L) in white men, o .
. Hemorrhagic events
>16 g per dL (160 g per L) in
Hepatomegaly

blacks and women)
Plethora
Pruritus after bathing
Splenomegaly

Ischemic digits

Thrombotic events

Transient neurologic
complaints (headache,

wmgkht loss tinnitus, dizziness, blurred
eakness vision, paresthesias)
Sweating

Atypical chest pain




