CC: fever, sore throat

HPI: 22-year-old man.

- Symptoms started ~2-3
weeks ago

- Assoc w/ loss of appetite,
~8 pound unintentional
weight loss, chills, mild
night sweats, bruising

- Bleeding from mouth on
the AM of hospital
admission prompted him to
go to the ED

- No recent travel, no sick
contacts

PHYSICAL EXAM:

Tmax: 38.8C, BP: 132/78, HR: 124, RR: 18, Sp02: 99% on RA
General: Young man, well nourished / appearing, NAD
HEENT: EOMI, conjunctival pallor, dry mucus membranes,
petechiae along lips, supple neck, non-tender cervical LAD
b/l

CV: Tachycardic, regular rhythm, no M/R/G

Pulm: Unlabored breathing, CTAB

Gl: Nondistended, soft, nontender to palpation, BS intact
Skin: petechiae & ecchymoses on trunk and extremities
Neuro: AOx3, strength grossly normal, no focal deficits

PROBLEM REPRESENTATION:

Young man without past medical history, presenting with
subacute-chronic fevers+chills+malaise+unintentional weight
loss+night sweats+bruising and acute bleeding from the
mouth, found to have...

PMH:
none

FH:
Paternal family: diabetes
No FH of cancers

SH:

- EtOH: 4-5 shots of hard liquor
gWeekends

- Tobacco: denied

- Drugs: denied, no IVDU

- Sexually active w/ multiple
female partners; endorsed
condom use; no hx of STI

OUTPATIENT MEDS:
none

LABS:
6.2 139| 102| 9 / 70| 41
12 22

119
17.5 3.7| 22 I 0.7 \ 0.7 ] <02
Diff Calcium: 8.3 0] 9
Neutrophil %: 0% Phos: 2.8 /\
Promyelocytes %: 3.5% Uric acid: 4.9 74

Blasts %: 88% BM Biopsy:
Abs neutrophils: <0.03 Blood cultures x2: Promyelocytes

NGTD comprise 87% of
PT/INR:17.9/1.5 CMV: neg enumerated cells.
PTT: 37 EBV: neg Small subset are
Fibrinogen: 229 (nml  Acute hep panel: neg styffed w/ Auer rods.
200-400) HIV-1/HIV-2: neg t(15;17) translocation.
LDH: 533 PML/RARA gene
Haptoglobin: 356 rearrangement.




ACUTE PROMYELOCYTIC
LEUKEMIA



AML vs APL

* AML * APL
* Neoplasm of myeloid cells  Variant of AML
e Adults (50-60s) e Adults (20-50s, median 40s)
 Fatigue (anemia), infections e Same clinical presentation
(ineffective neutrophils), as AML
bleeding / bruising * Atypical promyelocytes in
(thrombocytopenia) blood or bone marrow

e >20% blasts in blood or
bone marrow
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APL DIAGNOSIS

* Promyelocytes in blood or bone marrow W15 ”"1"5’“"3““”
* t(15;17) translocation
* Results in a fusion PML-RARa gene
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 PML-RARa protein blocks differentiation at the promyelocyte stage
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http://medcell.med.yale.edu/systems_cell_biology/haematopoiesis_lab.php



APL PROGNOSIS & COMPLICATIONS

* Prognosis

* If untreated, short-term survival is VERY POOR; median survival < 1
month

* APL associated with highest proportion of remission due to
modern therapy!

* Complications
 High risk for DIC and bleeding
* Hemorrhage is one of the most common causes of early mortality
* |f untreated, up to 40% can have fatal head bleeds!
* Neuro exam is important!
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APL TREATMENT

* All-trans-retinoic acid (ATRA)

* ATRA binds to one or more nuclear receptors to decrease
proliferation & induce differentiation of promyelocytes

* Despite high early mortality, remission rate can be >90
with treatment!

* ATRA as soon as you suspect APL




CC: fever, sore throat

HPI: 22-year-old man.

- Symptoms started ~2-3
weeks ago

- Assoc w/ loss of appetite,
~8 pound unintentional
weight loss, chills, mild
night sweats, bruising

- Bleeding from mouth on
the AM of hospital
admission prompted him to
go to the ED

- No recent travel, no sick
contacts

PHYSICAL EXAM:

Tmax: 38.8C, BP: 132/78, HR: 124, RR: 18, Sp02: 99% on RA

General: Young man, well nourished / appearing, NAD

HEENT: EOMI, conjunctival pallor, dry mucus membranes,

petechiae along lips, supple neck, non-tender cervical LAD

b/
CV: Tachycardic, regular rhythm, no M/R/G
Pulm: Unlabored breathing, CTAB

Gl: Nondistended, soft, nontender to palpation, BS intact

Skin: petechiae & ecchymoses on trunk and extremities

Neuro: AOx3, strength grossly normal, no focal deficits

PROBLEM REPRESENTATION:

Young man without past medical history, presenting with
subacute-chronic fevers+chills+malaise+unintentional weight
loss+night sweats+bruising and acute bleeding from the
mouth, found to have...

DIAGNOSIS: ACUTE PROMYELOCYTIC LEUKEMIA

PMH:
none

FH:
Paternal family: diabetes
No FH of cancers

SH:

- EtOH: 4-5 shots of hard liquor
gWeekends

- Tobacco: denied

- Drugs: denied, no IVDU

- Sexually active w/ multiple
female partners; endorsed
condom use; no hx of STI
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22 119
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Blasts %: 88% BM Biopsy:
Abs neutrophils: <0.03 Blood cultures x2: Promyelocytes

NGTD comprise 87% of

PT/INR:17.9/1.5 CMV: neg enumerated cells.
PTT: 37 EBV: neg Small subset are
Fibrinogen: 229 (nml  Acute hep panel: neg styffed w/ Auer rods.
200-400) HIV-1/HIV-2: neg t(15;17) translocation.
LDH: 533 PML/RARA gene
Haptoglobin: 356 rearrangement.

LEARNING POINTS:

* AML: Adults (50-60s); Fatigue (anemia) +
bleeding/bruising (thrombocytopenia) +
infection (ineffective neutrophils); 220%
blasts in blood or bone marrow

* APL (variant of AML)

* Adults (20-50s, median 40s); similar
presentation as AML

e Atypical promyelocytes in blood or
bone marrow

e t(15;17) translocation & PML-RARa
gene fusion - blocks myeloid
differentiation, cells stuck at
promyelocyte stage

* DIC & hyperfibrinolysis -
hemorrhage (up to 40% w/ fatal brain
bleeds); Do a neuro exam!

* Treat w/ ATRA, even if only suspect
APL




