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Case 1 ( 07  4538)Case 1 ( 07  4538)


 

15 year old female15 year old female


 
PolyadenopathyPolyadenopathy, , axillaryaxillary

 
& cervical& cervical


 

Skin Skin eruption,papuleseruption,papules, pigmented non  , pigmented non  
prurigenousprurigenous

 
in the in the neck,trunkneck,trunk

 
and member)and member)


 

Received:Received:
1.1.

 
AxillaryAxillary

 
lymph nodelymph node

2.2.
 

Skin biopsySkin biopsy









CKCK



P S100P S100



CD 20CD 20



CD3CD3



CD 15CD 15



CD 30CD 30



CD 30CD 30



ALKALK



Skin CD30 & ALK Skin CD30 & ALK 



DiagnosisDiagnosis


 

Large Large AnaplasticAnaplastic
 

Cell Lymphoma Cell Lymphoma Systemic, Systemic, 
conventialconvential,,

CD 30 positive ALK positive and TCD 30 positive ALK positive and T--Cell Cell 
phenotypephenotype



Case 2 / 0670714Case 2 / 0670714


 

65 years old male65 years old male


 
Inguinal lymph nodeInguinal lymph node


 

Received four paraffin blocks for confirmationReceived four paraffin blocks for confirmation













VimentinVimentin  LCALCA

VIMENTIN LCA



CD3



CYTOKERATIN



CD 20



CD 30



CD 30



ALK 



DIAGNOSISDIAGNOSIS


 

AnaplasticAnaplastic
 

Large Cell Large Cell Lymphoma,SmallLymphoma,Small
 

cell cell 
variant variant NodalNodal

CD30 positive, ALK negativeCD30 positive, ALK negative



Case 3Case 3

Received: One glass slide + One paraffin block for Received: One glass slide + One paraffin block for 
confirmation (previous diagnosis: confirmation (previous diagnosis: AdenocaAdenoca))


 

12 year12 year--oldold--boyboy


 
clinically, loss weight clinically, loss weight 


 

No skin rush No skin rush 


 
Upper GI Upper GI endoscopyendoscopy: Mass measuring 4cm, : Mass measuring 4cm, 
located at the located at the esogastricesogastric

 
junction: biopsies junction: biopsies 


 

CT Scan: CT Scan: periaorticperiaortic
 

lymph nodeslymph nodes













CK



EMA



EMA



EMA



CD20



CD3



CD68



CD30



CD30



ALK



DiagnosisDiagnosis


 

AnaplasticAnaplastic
 

Large Cell Lymphoma (ALCL) Large Cell Lymphoma (ALCL) 
Primary Systemic,Primary Systemic,

 
pediatric, Tpediatric, T--cell Phenotype cell Phenotype 

CD30 +; ALK +; EMA +; CD30 +; ALK +; EMA +; 



AnaplasticAnaplastic
 Large Cell Lymphoma Large Cell Lymphoma 

DiscussionDiscussion



AnaplasticAnaplastic
 Large Cell LymphomaLarge Cell Lymphoma

 
( T( T--Cell or NullCell or Null--Cell)Cell)

Two clinical and biological distinctive subsets:Two clinical and biological distinctive subsets:
1.1.

 
Primary Systemic formPrimary Systemic form

2.2.
 

Primary Primary cutaneouscutaneous
 

formform



AnaplasticAnaplastic
 Large Cell LymphomaLarge Cell Lymphoma

 
(ALCL), T or null cell type, (ALCL), T or null cell type, primary primary 

systemic formsystemic form

DefinitionDefinition
 

(WHO 2001): Proliferation of large (WHO 2001): Proliferation of large 
lymphoma cells of T cell type, with lymphoma cells of T cell type, with bizarrbizarr, , 
anaplasticanaplastic

 
cytologiccytologic

 
featuresfeatures


 

# All cases are CD30= KI# All cases are CD30= KI--1 positive1 positive



ALCLALCL


 

Majority  are +Majority  are +veve
 

for the (for the (AnaplasticAnaplastic
 

Large Cell Large Cell 
Lymphoma Lymphoma KinaseKinase

 
((ALKALK) protein) protein

•
 

Majority
 

are positive for ALK protein
 

resulting
 for translocations involving

 
ALK gene

 
at

 
2p23  



ALCLALCL--  epidemiologyepidemiology


 

22--7% of all NHL7% of all NHL


 
1010--30% of childhood lymphomas30% of childhood lymphomas


 

Frequent in the first three decadesFrequent in the first three decades


 
Male predominanceMale predominance


 

ALK negative are prevalent in older ALK negative are prevalent in older 
individualsindividuals



ALCLALCL--  SitesSites


 

Primary Systemic ALCA involves:Primary Systemic ALCA involves:


 
Lymph nodesLymph nodes

 
& & extranodalextranodal

 
sites:sites:

--
 

Skin 21%Skin 21%
--

 
Bone 17%Bone 17%

--
 

Soft tissues 17%Soft tissues 17%
--

 
Lung 11%Lung 11%

--
 

Liver 8%Liver 8%
--

 
CNS rareCNS rare



ALCL: ALCL: HistopathHistopath



 
T zone involved & B zones sparedT zone involved & B zones spared



 
Cohesive cell cords and sheetsCohesive cell cords and sheets



 
Large Large anaplasticanaplastic

 
cellscells



 
PleomorphicPleomorphic

 
bizarrbizarr, wreathlike nuclei, wreathlike nuclei



 
Nucleoli +++Nucleoli +++



 
Atypical mitosesAtypical mitoses



 
+ LCA;CD30,EMA+ LCA;CD30,EMA



 
NegtiveNegtive

 
for CD 15for CD 15



 
TT--Cell markers (60%); BCell markers (60%); B--cell markers (10%)cell markers (10%)



 
Positive for protein Positive for protein NPMNPM**--ALKALK** detected by ALK** detected by ALK--1 A1 A--BB

* * NucleophosminNucleophosmin
 

** ** AnaplasticAnaplastic
 

lymphoma lymphoma kinasekinase



ALCLALCL--  variantsvariants


 

Common Variant (60%)Common Variant (60%)


 
LymphohistiocyticLymphohistiocytic

 
Variant (7%)Variant (7%)


 

Small Cell Variant (9%)Small Cell Variant (9%)


 
Hodgkin like cell pattern (2%)Hodgkin like cell pattern (2%)


 

Mixed pattern    (15%)Mixed pattern    (15%)


 
MonomorphicMonomorphic

 
vzriantvzriant


 

HypocellularHypocellular
 

variantvariant


 
Giant cell variantGiant cell variant


 

SarcomatoidSarcomatoid
 

variantvariant


 
UnclassifiedUnclassified


 

ALKALK--negative (phenotypic variant): Large and more negative (phenotypic variant): Large and more 
pleomorphicpleomorphic

 
cells  and more aggressive clinical coursecells  and more aggressive clinical course



15%

~2%

~2%

~1%

75 %

~1%

~1%

t(1;2)
Tropomyosin

 
3

ALKTPM3

t(2;3) ALKTFG
Trk

 
Fusion Gene 

Inv2 ALKATIC
ATIC (Pur H gene)

t(2;17)
Clathrin

 
heavy

 
chain

ALKCLTC

t(2;5) ALKNPM

t(2;22) ALKMYH9
Non Muscular

 
myosin

 
heavy

 
chain

t(2;X) ALKMSN
Moesin

ALK+ 

Translocations and fusion proteins involving ALK at 2p23

ALKTPM4
Tropomyosin

 
4

~1%t(2;19)

ALKALO17
ALO 17

~1%t(2;17)



ALCLALCL--  Differ. DiagnosisDiffer. Diagnosis


 

HodgkinHodgkin’’s Lymphoma  (Bs Lymphoma  (B--cell neoplasm with cell neoplasm with 
CD15 positive)CD15 positive)


 

Diffuse Large BDiffuse Large B--Cell Lymphoma (BCell Lymphoma (B--cell cell 
markers)markers) some DLNHL show CD30 + some DLNHL show CD30 + ……


 

HitiocyticHitiocytic
 

sarcoma & malignant sarcoma & malignant histiocytosishistiocytosis


 
MetastaticMetastatic

 
Carcinoma Carcinoma --

 
MelanomaMelanoma





Case 4/  047251Case 4/  047251


 

38 years female38 years female


 
IncisionalIncisional

 
biopsy from a tumor mass of the biopsy from a tumor mass of the 

forearm since 8 monthsforearm since 8 months


 
Clinical Diagnosis:Clinical Diagnosis:

--
 

PyodermitePyodermite
 

vegetantevegetante
 

??
--

 
--PyodermaPyoderma

 
gangrenosumgangrenosum??

--
 

Lymphoma ?Lymphoma ?















CYTOKERATIN



Melane A



CD 3CD 3



CD20



CD30



CD30





ALK



diagnosisdiagnosis


 

Primary Primary CutaneousCutaneous
 

AnaplasticAnaplastic
 

Large Large 
Cell Lymphoma, nullCell Lymphoma, null--cell typecell type
CD30 +; ALK CD30 +; ALK ––

 
and CD3 and CD3 --



Case 5  Case 5  AbousamirAbousamir


 

82 years old man82 years old man


 
Recurrent lesion of the skin         (thigh)Recurrent lesion of the skin         (thigh)


 

After excision and radiotherapy since 8 yearsAfter excision and radiotherapy since 8 years


 
Received: A wedge biopsy 1,5cmReceived: A wedge biopsy 1,5cm


 

Routine stain and Routine stain and ImmunohistochemistryImmunohistochemistry













LCA

CD3

CD20
CD 68

CD45O



CD 30



DiagnosisDiagnosis

Primary Primary CutaneousCutaneous
 

AnaplasticAnaplastic
 

Large Cell Large Cell 
Lymphoma, TLymphoma, T--Cell typeCell type



Primary Primary CutaneousCutaneous
 AnaplasticAnaplastic

 Large Large 
Cell LymphomaCell Lymphoma


 

25% of the T25% of the T--cell lymphomas, primary in the skincell lymphomas, primary in the skin


 
Adults +++Adults +++


 

Regresses spontaneously or Relapsing courseRegresses spontaneously or Relapsing course
= (= (Regressing Atypical Regressing Atypical HistiocytosisHistiocytosis))



Primary Primary CutaneousCutaneous
 ALCLALCL

 
HistopathHistopath


 

Ulcerated skinUlcerated skin


 
1010--20% are B20% are B--CellsCells


 

2020--30% : (B+T) or (Non B Non T) or 30% : (B+T) or (Non B Non T) or HistiocyticHistiocytic


 
All Cases are CD 30 +All Cases are CD 30 +


 

50% EMA +50% EMA +


 
60% of 60% of neoplasticneoplastic

 
cells are Tcells are T


 

Involvement of dermis and  hypodermisInvolvement of dermis and  hypodermis


 
Cells are Cells are anaplasticanaplastic

 
with with amphophilicamphophilic

 
cytoplasmcytoplasm


 

Irregular folded nuclei; vesicular  chromatinIrregular folded nuclei; vesicular  chromatin
EmbryoEmbryo--like appearance like appearance binucleationbinucleation

 
and and multinucleationmultinucleation



ALCL ALCL cutaneouscutaneous
 lymphoma lymphoma 

Microscopy:Microscopy:


 

Prominent nucleoliProminent nucleoli


 
ParanuclearParanuclear

 
Golgi zones are presentGolgi zones are present


 

SquamoidSquamoid
 

cell appearancecell appearance


 
Mitoses +++Mitoses +++


 

Necrosis +Necrosis +




	The 19th Congress of the IAP/AD �7-9/ December, 2007�Sheraton Hotel Aleppo - SYRIA
	Slide Number 2
	Slide Number 3
	Slide Number 4
	Case 1 ( 07  4538)
	Slide Number 6
	Slide Number 7
	Slide Number 8
	CK
	P S100
	CD 20
	CD3
	CD 15
	CD 30
	CD 30
	ALK
	Skin CD30 & ALK 
	Diagnosis
	Case 2 / 0670714
	Slide Number 20
	Slide Number 21
	Slide Number 22
	Slide Number 23
	Slide Number 24
	Vimentin                       LCA
	Slide Number 26
	Slide Number 27
	Slide Number 28
	Slide Number 29
	Slide Number 30
	Slide Number 31
	DIAGNOSIS
	Case 3
	Slide Number 34
	Slide Number 35
	Slide Number 36
	Slide Number 37
	Slide Number 38
	Slide Number 39
	Slide Number 40
	Slide Number 41
	Slide Number 42
	Slide Number 43
	Slide Number 44
	Slide Number 45
	Slide Number 46
	Slide Number 47
	Slide Number 48
	Diagnosis
	�Anaplastic Large Cell Lymphoma Discussion
	Anaplastic Large Cell Lymphoma�( T-Cell or Null-Cell)
	Anaplastic Large Cell Lymphoma�(ALCL), T or null cell type, primary systemic form
	ALCL
	ALCL- epidemiology
	ALCL- Sites
	ALCL: Histopath
	ALCL- variants
	Slide Number 58
	ALCL- Differ. Diagnosis
	Slide Number 60
	Case 4/  047251
	Slide Number 62
	Slide Number 63
	Slide Number 64
	Slide Number 65
	Slide Number 66
	Slide Number 67
	Slide Number 68
	Slide Number 69
	Slide Number 70
	Slide Number 71
	Slide Number 72
	Slide Number 73
	Slide Number 74
	Slide Number 75
	diagnosis
	Case 5  Abousamir
	Slide Number 78
	Slide Number 79
	Slide Number 80
	Slide Number 81
	Slide Number 82
	Slide Number 83
	Slide Number 84
	Diagnosis
	Primary Cutaneous Anaplastic Large Cell Lymphoma
	Primary Cutaneous ALCL�Histopath
	ALCL cutaneous lymphoma �Microscopy:
	Slide Number 89

