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Figure 5: Histologically confirmed amyloid deposits (light pink)
between myocardial fibers.




Hemalology
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Prognostic factors in ALL

Determinants Favour adle unfavourable ‘Subtype  Descripon  Cytogenetics

MO0 Minimally  differentiated  acute = myeloid
WHC Counts <10,000 >2.,00,000 leukaemia (AML).
o 210 years <lyr.>1 M1 Acute myeloid leukaemia without maturation.
Ae W10y M2 Acute myeloid leukaemia with maturation. t(8;21)(q22;q22),
Gender female male t(6;9)
Ethaicnty atte blac M3 :’;'?,rc;yelocytlc, or acute promyelocytic leukaemia t(15;17)
M4 Acute myelomonocytic leukaemia. inv(16)(p13g22),
Node,lver,splenomegaly  absent massive del(16q)
Testiculae enlargement anent present M4 Eo Myc.elom:'r;ocytic together with bone marrow inv(16), t(16;16)
- eosinophilia
CNS ievolvoment adsent Csf Blast and pleocytosis M5 Acute monoblastic leukaemia (M5a) or acute del (11q),
FAB Type u 2 Monocytic leukaemia (M5b) t(9;11), t(11;19)
M6 Acute erythroid leukemias, including
Cytogenetics TUL2)TEL-AMLY) 19 22Kber-abd) erythroleukemia (M6a) and very rare pure
Trsomies 4,10,17 A LINMLL-AFS) erythroid leukaemia (M6b)
M7 Acute megakaryoblastic leukaemia t(1;22)

Ploidy hyperdipoidy hypodiploidy
Time to remission <l&days >28days
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Table 20-6 Rapudly Progressive Glomerulonephritides

Type | (Ant-GBM Antibody)
Renal kmited
Goodpasture syndrome

Postinfectious glomensonephritis
Lupus nephrits
Henoch-Schinlen purpura

IgA nephropathy
Others

Type Il (Pauci-immune)
ANCA-associated

idopath
Granulomatoss with polyangitis (formerly Wegener granulomatosis)
Microscopic pelyangitis

MNCA, Antireutropil oytoplasmc artbodies; GEM. glomendy basement membrane
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Innate vs adaptive immunity

COMPONENTS

MECHANISM

RESPONSE TO PATHOGENS

SECRETED PROTEINS

KEY FEATURES IN PATHOGEN
RECOGNITION

Innate immunity Adaptive immunity

Neutrophils, macrophages, monocytes, T cells, B cells, circulating antibodies

lendritic cells, natural killer (NK) cells | ' .
dendriic cells, natura HICT CClIS ; lvc)‘cd”)

(lymphoid origin), complementfphysical

epithelial barriers, secreted enzymes n
Germline encoded . Variation through V(D)J recombination durin
T elo & &

lymphocyte development

Nonspecific Highly specific, refined over time
Ocecurs rapidly (minutes to hours) Develops over long periods; memory response is
No memory response faster and more robust
Lysozyme, complement, C-reactive protein Immunoglobulins, cytokines
CRP), defensins, cytokineg a % M om °
CRE), doamne o e pith
Toll-like receptors (TLRS): pattern recognition Memory cells: activated B and T cells; subsequent
receptors that recognize pathogen-associated exposure to a previously encountered antigen —
molecular patterns (PAMPs) and lead to stronger, quicker immune response

activation of NF-xB. Examples of PAMPs: LPS
(gram © bacteria), flagellin (bacteria), nucleic
acids (viruses)



Important cytokines Acute (IL-1, IL-6, TNF-a), then recruit (IL-8, 1L-12).

Secreted by macrophages

Interleukin-1 Causes fever, acute inflammation. Activates “Hot T-bone stEAK”™:

endothelium to express adhesion molecules. IL-1: fever (hot).

Induces chemokine secretion to recruit WBCs. IL-2: stimulates T cells.

Also called osteoclast-activating factor. IL-3: stimulates bone marrow.
Interleukin-6 Causes fever and stimulates production of acute- [L-4: stimulates IgE production.

phase proteins. [L-5: stimulates IgA production.

IL-6: stimulates aKute-phase protein

production.
Tumor necrosis Activates endothelium. Causes WBC Causes cachexia in malignancy.
factor-a recruitment, vascular leak. Maintains granulomas in TB.

IL-1, IL-6, TNF-o can mediate fever and sepsis.

Interleukin-8 Major chemotactic factor for neutrophils. “Clean up on aisle 8.” Neutrophils are recruited
by IL-8 to clear infections.
Interleukin-12 Induces differentiation of T cells into Thl cells.  Facilitates granuloma formation in T'B.
Activates NK cells.

Secreted by T cells
Interleukin-2 Stimulates growth of helper, cytotoxic, and

regulatory T cells, and NK cells.

Interleukin-3 Supports growth and differentiation of bone

— 1 P L Tal ol



From Th1 cells

Interferon-y

Secreted by NK cells and T cells in response to
antigen or IL-12 from macrophages; stimulates
macrophages to kill phagocytosed pathogens.
Inhibits differentiation of Th2 cells.

Induces IgG isotype switching in B cells.

Increases MHC expression and antigen
presentation by all cells.

Activates macrophages to induce granuloma
formation.

From Th2 cells

Interleukin-4

Interleukin-5

Interleukin-10

Interleukin-13

Induces differentiation of T cells into Th
(helper) 2 cells. Promotes growth of B cells.
Enhances class switching to IgE and IgG.

Promotes growth and differentiation of B cells.
Enhances class switching to IgA. Stimulates
growth and differentiation of Eosinophils.

Attenuates inflammatory response. Decreases
expression of MHC class II and Th1 cytokines.
Inhibits activated macrophages and dendritic
cells. Also secreted by regulatory T cells.

Promotes IgE production by B cells. Induces
alternative macrophage activation.

Ain’t too proud 2 BEG 4 help.

[ have 5 BAEs.

TGF-B and IL-10 both attenuate the immune
response.

Interleukin thirtEEn promotes IgE.
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transfermin,

B ipoprotei
| antibodies

albbumin al a2 B Y
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Normal serum Hypoalbuminemia
ALB% o B Y ALB @ @ J3 ki
Nephrotic syndrome Multiple myeloma
(hypoalbuminemia,
hypolipidemia)

ALB & @ B Y

ALB® @z B Y

o-Antitrypsin deficiency Polycional gammopathy
ALB%y & B 7 ALB® 0, 3 1
Normal urine Nephrotic syndrome
N P S N

AB ¢« B ¥

Bence-Jones protein

Plasma is used
instead of serum

Fibrinogen band

ALB o B Y

AB & B Y
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Chromosomal instability (CIN)
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SMAD4 LOH 17p
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Microsatellite instability (MSI)
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Prominent central
nucleoli

Pale cytoplasm
(may be
eosinophilic)

Distinct cell borders

| Infiltrate:

| Lymphocytes
Plasma cells
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Ewing’s sarcoma/peripheral neuroectodermal tumor

Neuroblastoma 4 N wwge C?‘&*‘ﬂ-{y
e Cengescons e
M A Lo/

Hepatoblastoma Wilm’s tumor

Lymphoblastic Lymphoma agcy

Medulloblastoma NOII-HOdgk.lIl i lymphoma 0 h wCh“om o
Merkel Cell Carcinoma SYﬂOVlal Sarcoma

Nephroblastoma ; s
—— Desmoplastic small round cell tumor o PW )ad n om a.

Non-Hodgkin Lymphoma Small cell carcinoma

Primitive Neuroectodermal Tumor/Ewing S Retinoblastoma

ReI{tll'l I;Ile steuroe odermal fumor/ewing sarcoma o m u "a
SR Hepatoblastoma Cd' N

Rhabdomyosarcoma o

Small-Cell Anaplastic Carcinoma Nephroblas toma %7 ’d &

Wilms Tumor Small cell osteogenic sarcoma

Granulocytic sarcoma



