Primary Cutaneous CD4+ Small/Medium T-Cell

Lymphoproliferative Disorders

A Clinical, Pathologic, and Molecular Study of 60 Cases Presenting With a Single Lesion: A Multicenter
Study of the French Cutaneous Lymphoma Study Group
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TABLE 1. Clinical Features

Clinical features

N =060, /N (")

Sex
Male 27 (45.0)
Female 33 (55.0)
Age* 59.3 (23-95)
Type of lesion
Papule 11 (18.3)
Nciiule 27 {45.()}
Plaque 9 (15.0)
Tumor 13(21.7)
Localization
Trunk 17 (28.3)
Upper extremity 9 (15.0)
Lower extremity 4 (6.7)

Head and neck

30 (50.0)

Treatment

Topical steroids 15 (25.0)
Surgical excision 24 (40.0)
Radiation 14 ((23.3)
None 11 (18.3)
Others 5 (8.3)
Spontaneous regression after biopsy 15 (25.0)
Partial 5 (8.3)
Complete 10 (16.7)
Evolution

Complete remission

54/54 (100)

Local relapse, extracutaneous spreading

0

*Median age with extremes 18 given.
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FIGURE 1. Clinical and morphologic spectrum of single cutaneous TFH lymphoproliferative disorders. Clinical

presentation. A,Nodule. B, Plaque.
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FIGURE 2. Morphologic aspects of single cutaneous lymphoproliferative disorders. A, Epidermotropism concerning isolated cells (HES). B,

Admixture of small reactive lymphocytes (black arrow head), small atypical lymphocytes (red arrow head), medium-sized
atypicallympho-cytes (black star), and large atypical lymphocytes (red star) (HES). C and D, Pilotropism and follicular dystrophy (HES).

F 5
= kT
.
L.
i



FIGURE 2. Vascular changes with vascular hyperplasia (E, HES) and angiocentrism (F, HES). HES indicates hematoxylin, eosin &
saffron.



TABLE 2. Histopathologic Results

Lymphoproliferation Value,

Charactenstics n (") Comments

Architecture (pattern)

Pattern 1 47 (78.3) MNodular'cell flow (n= 20)
Nodular and diffuse
(n=10)
Diffuse (n=1T7)
Pattern 2 13 {21.7) Net margin (n=21§)
Penannexial cell flow
(n=35)

Infiltrate localization
Superficial dermis 11 {18.3)

Superficial and deep dermis 38 (63.3)
Dermis and subcutis 11 (18.3)

Epidermotropism 32 (53.3) Pautner abscesses (n =9)
Mild 24 (40.0) Single cell (n =22)
Strong 8 (13.3) Single file (n=1)

Cytology (mean) (%)

Small lymphocytes 049
Medium/large lymphocytes 35.1

Inflammatory cells

Ecsimophils 13 {22.8)
Neutrophils 3(5.3)
Plasma cells 41 (71.9)
Histiocytes 56 (98.3)

Epidermal change 37 (61.7)
Parakeratosis 3 (B.3)
Atrophia 12 {20.0)
Hyperplasia 5 (B.3)
SpOngIosis 15 {25.0)
Keratinocyte necrosis 5 (B.3)
Interface dermatitis 16 (26.7)

(irenz Zone 37 (64.9)

Cutaneous appendage changes
Pilotropism 44 (74.6)

Follicular destruction 34 (57.6)
Syringotropism 4 (6.7)

Neurotropism 10 {16.7)

Vascular changes
Capillary hyperplasia 51 (B5.0)

Angiocentnsm 25 (424)
Angioropism 23 (39.0)
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FIGURE 3. Immunophenotypical features of single cutaneous lymphoproliferative disorders. A, Low proliferation index (Ki67). B, Admixture with

T-CD8+ lymphocytes. C, ICOS expression shows a double intensity of staining: strong on middle-to-large-sized cells(black arrow head) and mild o
small atypical lymphocytes (red arrow head) (ICOS). D, Specific dot-like staining of CXCL13.
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FIGURE 3. E (PD1) and F, Distribution of PD1+ cells in clusters or in a rosette around large cells (black arrow head) (PD1).
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TABLE 3. Phenotypic Studies

N (")
P (Pattern
Phenoty pic 1 ws.
Marker All Cases Patterm 1 Pattern 2 Pattem 2)
DR N =58 MN=45 N=13
Median 20 (10=30) 200 (10=30) 15 (10=20) 0.401
(p25-p75)
CD20 N =58 MN=45 MN=13
Median 20 (20-30) 25 (20-30) 20 (10-30) 0.361
(p25-p75)
CD207™ cells 0.778
distribution
Hparﬁe 3256 (57.1) 24/43 (535.8) &/13 (61.5)
Clusters 21756 (37.5) 17/43(39.5) 4713 (30.8)
MNodules 3/56 (5.4) 243 (4.7) 13(/l.7)
T-cell antigen 14/54 (25.9) 11/43 (25.8) 311 (27.3) 0.592
loss
D5 3 (3.7) 24 (4.7) 0
CD7T 13/54 (24.1) 11/43 (25.6) 211 (18.2)
PLyl
Median 20 (20-30) 20 (20-30) 25 (20-30) 0324
(p25-p75)
< 3% 259 (3.4) /46 (4.4) 0 RRLL
3 e=3F 52/59 (BB.1) 42/46 (91.3) 10V13 (76.9)
= M 359 (8.5) 246 (4.2) 313 (23.1)
PD17 cell 0.176
distribution
Sparse 19/58 (32.8) 17/45(37.8) 213(154)
Clusters 37/58 (63.8) 27/45 (60.0) 10V13 (76.9)
Sheets 258 (3.5) /45 (2.2 13 (7.7)
1COS
Median 0 (20-30) 275 (20-30) 30 (25-30) K]
(p25-p75)
< 3o 2152 (3.9) 2140 (3.0) 0 0.634
3= 42/52 (80.8) 33/40 (825 912 (75.0)
= M 852 (15.4) 5/40 (125 12 (2540)
ICOS™ cell 0034
distribution
Sparse 4350 (86.0) 36/39(92.3)  T/11 (63.6)
Clusters 750 (14.0)  3/39(7.1 411 (36.4)

Pattern1+ ICOS '8 M+ g i %
A, pattern2 ICOS e
VE 2 i % VLSRR A,




CXCLI3
Median
(p25-p75)
<
2> M
BCLG
Median
(p25-p735)
K67

Median
(p25-p73)
< 25%
2= A5%a

3 (1=-110)

4046 (BT7.0)
e (13.10)

L0 (1=200)

20 (13-30)

IR (62.5)
18/48 (37.5)

5 (1-5)

L

3537 (94.6)
3T (34)

L D=200)

20 (13-30)

21/38 (55.3)

17/38 (44.7)

Cutaneous T-cell 36/53 (67.9) 31/43 (72.1)

clone

Cutaneous B-cell

clone

vl (26.1)

G 20 (30.0)

3 (2=200)

509 (55.6)
4/9 (44.4)

L0 (3=10)

A0 ( 10=200)
910 (90.0)
LA10 (10.0)
10 (30)

3 ()

0257

0.0

0157

0.039
0044

0165

0.384

Bold valhes indicate statistocal differences, P < (0.05.
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TABLE 4. Key Features for Diagnosis

Major key features
Chnical aspect

Histopathology

Phenotype

Evolution
Minor key features
Histopathology

Phenotype

Ervthematous nodule/tumor > > plaque/papule

Head and neck > trunk > Lower and upper
extremities

Spontaneous regression after biopsy

Pattern 1: dense, nodular, and diffuse, in the entire
dermis * subcutis

Pattern 2: subepidermal band-like * periadnexal cell
Aow

Pleomorphic atypical lvmphocytes (30%-400%
medium cells and <30% of large cells)

Inflammatory cells:
histiocytes > = plasmocytes > > eosinophils

Vascular hyperplasia

CD3™ CD4™ atypical lvmphocytes

20% of B lymphocytes (mean) scattered throughout
T lymphocytes

20% of CDE™ lymphocytes (mean), starry sky-like

TFH markers:
PD177: 25%, cluster and “rosette,” medium/large
cells
ICOS™™: 25%-30%, sparse, small/medium/large
cells
CXCL137: 5%, sparse, medium-to-large cells
BCL6™: 10%, sparse, medium-to-large cells

Cutaneous T-cell clone

Complete remission

Grenz zone (rare epidermotropism)
Pilotropism/pilarisdystrophia
Angiocentnsm/angiotropism
Scattered CD307 large cells < 5%
T-cell antigen loss (CD7 = CDS35)

Low proliferation mndex (median = 207%%)
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