
PMH: 
Birth of 1st 
child 4years 
ago. Normal 
menstruation

Meds: none

Fam Hx:
No diseases of blood 
known in family

Soc Hx:
Married, works at 
home. 

Health-Related 
Behaviors: No 
alcohol, tobacco, 
recreational drugs 

Allergies: none

CC:  increasing fatigue
 
HPI:  24yoF w/ no PMH reports 
increasingly fatigue since birth of first 
child 4 years ago. Over the past 3-4 
months fatigue worsened and she 
could not manage chores. Reports 
breathless w/ slight exertion and 
episodes of ringing in ears, then 
periods where everything goes dark. 
Over the past 3-4 months, also reports 
tendency for gum bleeding. Denies 
yellow discoloration of the eyes. Did 
not notice any dark urine.

Vitals: wnl
Exam:
HEENT: pallor of skin, mucous membranes, 
no glandular swelling, no lymphadenopathy, 
no jaundice
CV, pulm: wnl
Abd: unremarkable, no hepatosplenomegaly
Neuro: no focal deficits 
Extremities/Skin: wnl

Notable Labs & Imaging:
Hematology: 
WBC: 1,400 (normal differential), Hgb: 10, Plt: 
27,800
Bleeding time: 14min (normal 2-7)
PT and PTT: wnl
Reticulocyte count: 0.8-6.2% (wnl)
Iron panel: wnl 
Chemistry: T. Bili: 0.8 
Bone marrow: HYPERplastic bone marrow 
with normal zones in between. No blasts or 
other abnormalities
UA: wnl, no blood
FOBT: no blood
Flow cytometry: lack of CD-55 and CD-59

Final diagnosis: Paroxysmal nocturnal 
hemoglobinuria (PNH)

Problem Representation: young woman with chronic fatigue since birth of her child 4 years ago 
and tendency for gum bleeding in the last months found to have pancytopenia with an 
inadequate reticulocyte count and hyperblastic BM without blasts

Teaching Points (Samy):
● Fatigue: very non-specific, broad ddx, think of anemia, systemic inflammation (infection, 

autoimmune, malignant), maldigestion/malabsorption, endocrinopathies, organ dysfunction 
(e.g. liver, lung, heart, kidney disease, neurologic) -> Look for other clues (dyspnea, icterus, 
signs of chronic liver dz,...)

● Do not miss after pregnancy: lack of lactation -> pituitary insufficiency due to pituitary necrosis 
due to excessive blood loss, acquired factor inhibitors against factor VIII, VIII, postpartal 
Hashimoto thyroiditis, aplastic anemia/PRCA

● Gum bleeding: thrombocytopenia, platelet dysfunction, von-willebrand disease, acquired 
hemophilia, vitamin C deficiency, excessive trauma, local inflammation/infiltration (e.g. seen in 
AML)

● ALL: children>adults, HSM, LAD, bone pain, meningeosis leucaemica
● AML: adults>children, less likely to have HSM, LAD, but can have fulminant DIC or symptoms 

due to leukostasis
● Kirtan Heme pearl: Never discharge a pt. without a peripheral blood smear (window into the 

bone marrow) and the reticulocyte count
● The more cell lines down, the more likely the BM is the cause!
● Pancytopenia: Def. of raw material (B9, B12 and copper), dz of the stemcell (AA), myelophtisis 

(solid, liquid tumors, granulomatous or storage disease, MPN), peripheral destruction (SLE, 
CLL, tick borne infections)

● PT: specific for factor VII, aPTT: specific for factor VIII, IX, but both can be elevated in disorders 
of factor X, V, II and I (common pathway)

● CAVE: low Hb and elevated reticulocyte count? -> Can still be hypoproliferative/inadequately 
low response of the BM-> Get reticulocyte proliferation index (RPI): adjusts for the hematocrit 

● Anemia: distinguish by MCV (micro-, normo-, macrocytic) and reticulocyte count (hypo- vs. 
hyperproliferative)

● PNH: young people, PIG-A-Mut., acquired X-linked dz, peripheral cell destruction, thrombosis
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