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Lymphomatoid papulosis

15t described in 1968 by Warren Macauly to describe a
continually self healing eruption that was clinically benign
but histologically malignant.

Belongs to the spectrum of CD30 positive T cell lympho-
proliferative disorders

Included in the WHO-EORTC classification of cutaneous
lymphoma




Why LyP?

® Should a general pathologist diagnose LyP?

® Should all cases be referred to a specialist centre or
specialist cutaneous lymphoma MDT for a second
opinion?

® Can this entity be diagnosed histologically or is it more
of a clinical diagnosis?




Clinical Presentation

Crops of erythematous papules that develop over 3-4
weeks

Can undergo necrosis and ulceration

Heal spontaneously over weeks or months, may leave
atrophic scars

Typically lesions ‘come and go’, waxing and waning
course










Disease Course

® Typically, lesions in
different stages of
evolution

® (Qverall disease course Is
chronic lasting years or
decades

® Lesions can be limited
and asymptomatic or
widespread/mildly pruritic/
disfiguring




Management of LyP

® Observation and follow up
® Topical steroids
® Low dose methotrexate

* PUVA

Excellent prognosis!!




Why is LyP included in the WHO-EORTC

Classification of Cutaneous Lymphomas?




Why is LyP classified as Cutaneous Lymphoma?

1. 5-20% show association with a second malignant lymphoma
(either preceding, concomitant, subsequent)

2. 40-100% of LyP skin lesions show monoclonal rearrangement of
TCR genes.




Histological Hallmark

® Large atypical CD30+ T
cells (including bi and
multinucleate forms).

® (CD30 is cell surface cytokine
receptor (belonging to TNF
receptor superfamily)

® Large number of
inflammatory/infective
dermatological conditions
and haematological
malignancies express CD30




Histopathological Spectrum

®* Type A
® Type B
® Type C
® Type D (epidermotropic)
® Type E (angio-invasive)

® Type F (folliculotropic)

® LyP with 6p25.3 rearrangement




Wedge shaped dermal
Infiltrate with/without surface
ulceration.

Mixed polymorphic infiltrate
with large anaplastic cells
(15-30 microns) with
prominent nucleoli and
abundant cytoplasm.

Bi and multinucleate forms
may be seen

May resemble Reed
Stenberg cells.






® Large cells are CD30
positive

® CD15, EMA, Alkl negative

® Variable expression of pan T
cell antigens (CD2, CD3,
CD5, CD7)

¢ Usually CD4+/CD8-, but may
be CD4-/CD8+, CD4-/CD8-
or CD4+/CD8+




Histological D/D of Type A LyP

Inflammatory/Infective conditions with CD30 positive
blasts:

® Arthropod bite reactions

® Scabies

® Viral infections : parapox (Milkers nodule and Orf),
herpes virus, molluscum contagiosum.

® Drug induced pseudolymphoma- CD30 rich
Infiltrates particularly described with

Carbamazepine, gemcitabine, terbinafine,
cefuroxime.




Case 1

® 71/F, widespread
polymorphic rash, very itchy

® Initially thought to be
scabies.

® Patient and contacts treated,
No response.

® OJ/E- erythematous papules
(2-3mm) affecting forearm
and trunk.
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Diagnosis

® CD30 positive T cell lymphoproliferation suggestive of
lymphomatoid papulosis, needs CPC

® CPC.: other causes of CD30+ inflammatory/infective
causes excluded.

* FINAL DIAGNOSIS: LyP (type A)




Scables vs LyP

Weedon:

“the author
misdiagnosed LyP
on a superficial

i
EEEEELZW, expertConsult.com

James W Patterson

\évs_edgn’ih | shave bx of scabies
St as a consequence of
S SN N S large number of

Fourth Edition CD3O + Ce””




Case 2

60/M
Multiple purple erythematous nodules, trunk and legs
Several biopsies in the past, no conclusive diagnosis

Patient got fed up and stopped attending clinic.

Came back in 2014 for excision of BCC and rash was
rebiopsied
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® CD30rich T cell proliferation suggestive of
Lymphomatoid papulosis, needs CPC

® More clinical history:
Fit and well, no B symptoms

Rash ‘comes and goes’, has been present for 20 years.

FINAL DIAGNOSIS: LyP (TYPE A)




Case 3

®* 66/F

®* Nodular erythematous urticated lesions buttocks and
legs.

® Very itchy
e A few nodules in a linear distribution

® Do not ulcerate or heal with scarring

® Clinically: Insect bite reaction



















Diagnosis

Insect bite reaction

| I



CPC

® Patient very distressed by the itchy rash
®* Not aware of insect bite

® Not been on outdoor activity or holiday
®* Fumigated all her mattresses

® Stayed away from home for sometime, but lesions still
keep appearing

® Finally, MOVED HOUSE

NoO response










?Insect bite reaction with CD30 + cells

? Lymphomatoid papulosis




Histological D/D of Type A LyP

Inflammatory/Infective conditions with CD30 positive blasts:

Arthropod bite reactions

Scabies

Viral infections : parapox (Milkers nodule and Orf),
herpes virus, molluscum contagiosum.

Drug induced pseudolymphoma- CD30 rich infiltrates
particularly described with Carbamazepine,
gemcitabine, terbinafine, cefuroxime.

Pityriasis Lichenoides




Pityrisasis Lichenoides




Journal List > Am J Pathol > v.136(4); 1590 Apr > PMC1577642

The American Journal of

PATHOLOGY

Cellular and Molecular Biology of Disease
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Am J Pathol. 1980 Apr; 136(4) 979-937. PMCID: PMC1877E42

Immunohistochemical distinction of lymphomatoid papulosis and
pityriasis lichenoides et varioliformis acuta.

F. J. Warga, E. C. Vonderheid, S. M. Olbncht, and M. E. Kadin
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Abstract

Lymphomatoid papulosis (LyP) and pitvriasis lichenoides et varioliformis acuta (PLEVA) are benmign self-
healing cutaneous eruptions that may be clinically and histologically similar. However LyvP has a 3% to
20% risk of associated lvmphoid malignancy, whereas PLEVA does not. To determine whether the
immunophenotvpe of lvmphoid cells 1s useful in the distinction of these two disorders, the pattern of
expression of lymphoid cell lineage and activation antigens in nine cases of LyP and seven cases of PLEVA
were compared. In all cases of LyP most larger cells expressed the activation antigen Ki-1 (CD30) and
lacked expression of the T-cell antigen CD7 and at least one other T-cell antigen (CD2, CD3, CD3). In




Am J Surg Pathol. 2012 Jul;36(7):1021-8. doi: 10.1087/PAS.0b013e318244f86.

Pityriasis lichenoides et varioliformis acuta with numerous CD30(+) cells: a variant mimicking

lymphomatoid papulosis and other cutaneous lymphomas. A clinicopathologic,
immunohistochemical, and molecular biological study of 13 cases.

Kempf W', Kazakov DV, Palmedo G, Fraitag S, Schaerer L, Kutzner H.

® 13 cases- all had significant numbers of CD30+ cells

®* Non of the cases had a ‘waxing and waning’ course on
follow up.




Case 4

® 3yr/boy presented with multiple excoriated papules on
trunk and limbs

® QOtherwise fit and well

® Clinical d/d- insect bite reaction, pityriasis lichenoides







Case 5

® 34/F, papular rash
® (QOccurs In clusters

® Heals with scar

?lymphomatoid papulosis ?PLC






















Are lesions self resolving?

¢ Difficult to decide if first presentation
¢ Patients usually started on topical medication.

® |esions of PLEVA/PLC can also subside
spontaneously

® Follow up- presence/absence of waxing and waning
course.




Histological and Clinical Overlap

® PLEVA and LyP could be more closely biologically
related, than previously thought

®* Probably lie on a clinico-pathological spectrum




Histopathological Spectrum

®* Type A
® Type B
® Type C
® Type D (epidermotropic)
® Type E (angio-invasive)

® Type F (folliculotropic)

® LyP with 6p25.3 rearrangement




Case 6

® 45/M

® Widespread papular rash and 2 nodules on arm and
forehead
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Patient referred to specialist lymphoma MDT

Lesions showing signs of spontaneous resolution




Final Diagnosis

Lymphomatoid papulosis (Type A and Type B)

—



Mycosis
Fungoides

Type B LyP

Indistinguishable
histologically from mycosis
fungoides, distinction
entirely on clinical grounds

Few, if any, large atypical
blast cells seen.

IHC: LyP

CD4+CDS8-
CD30 bhlasts often absent



Histopathological Spectrum

®* Type A
® Type B
® Type C
® Type D (epidermotropic)
® Type E (angio-invasive)

® Type F (folliculotropic)

® LyP with 6p25.3 rearrangement




Type C LyP

® Sheets of atypical CD30 +
cells.

® Lack of polymorphic
background.

® D/D: Other CD30+ T/B cell
lymphoma




D/D of LyP Type C

® Primary Cutaneous CD30+Anaplastic T Cell
Lymphoma

® Transformed Mycosis Fungoides with CD30+ cells

® Cutaneous involvement by Systemic Anaplastic T
Cell Lymphoma




Primary Cutaneous CD30+ Anaplastic T
cell ymphoma










Transformed Mycosis Fungoides




Transformed MF:
sheets of large
blats



Cutaneous Involvement by Systemic
Anaplastic T cell lymphoma

CD30+
Alk1l usually +
EMA usually +




D/D of Type C LyP

systemic ALCL

CD3+, CD30+, CD4+, CD8-

Transformed MF



Histopathological Spectrum

® Type A

® Type B

® Type C

® Type D (epidermotropic)
® Type E (angio-invasive)
® Type F (folliculotropic)

® LyP with 6p25.3 rearrangement

-~




LyP Type D

ORIGINAL ARTICLE

A Variant of Lymphomatoid Papulosis Simulating Primary
Cutaneous Aggressive Epidermotropic CD8+ Cytotoxic
T-cell Lymphoma. Description of 9 Cases

Andrea Saggini, MD,*{ Andrea Gulia, MD,* [ Zsolt Argenyi, MD,§ Regina Fink-Puches,™
Amelia Lissia, MD,|| Mario Magaria, MD,¥ Luis Requena, MD,#
Ingrid Simonitsch, MD,** and Lorenzo Cerroni, MD*

Abstract: Lymphomatoid papulosis (LvP) is a recurrent, self-
healing eruption belonging to the spectrum of cutaneous
CD30+ lymphoproliferative disorders. Three main histologic
subtypes of LyP are recognized: type A (histiocytic), tvpe B
(mycosis fungoides—(MF)-like), and type C (anaplastic large
cell lymphoma-like). We reviewed 26 biopsies from 9 patients
(M:F = 6:3, median age: 29; mean age 27,2; age range 10 to 38)
who presented with clinical features typical of LyP but with
histopathologic aspects that resembled primary cutaneous
aggressive epidermotropic CD8+cytotoxic T-cell lymphoma.
In all but 1 case atypical lymphoid cells showed expression of
CD30, and in 8 of 9 cases a T-cell cytotoxic phenotype could be
observed (BF1+, CD3+, CD4 —, CD8+). Expression of at
least 1 cytotoxic marker (TTA-1, granzyme B) was observed in
all cases. Polymerase chain reaction analysis of the T-cell
receptor genes revealed a monoclonal rearrangement in 2 of

-

Key Words: lymphomatoid papulosis, primary cutaneous
aggressive epidermotropic CDE8+cytotoxic T-cell lymphoma,
mycosis fungoides, cytotoxic lymphoma, cutaneous T-cell
lymphoma

(Am J Surg Parhol 2010;34:1168-1175)

L_vmphomatoid papulosis (LyP) is defined as a chronic,
recurrent, self-healing eruption of papules and small
nodules, characterized by a waxing and waning course
and by histopathologic features of a cutaneous T-cell
lymphoma®?'; LyP is currently classified within the
spectrum of the primary cutaneous CD30+ lymphopro-
liferative disorders in both the 2005 WHO-EORTC
classification of cutaneous lymphomas and the 2008

WHO classification of tumors of hematopoietic and
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Saggini et al Am | Surg Pathol » Volume 34, Number 8, August 2010

FIGURE 1. Generalized, partly necrotic papules and small nodules on the trunk (A) and leg (B). Note several hypopigmented,
partly scarring areas related to regressed lesions (Case 8). |flcoler



Am | Surg Pathol * Volume 34, Number 8, August 2010 Lymphomatoid Papulosis Type D

FIGURE 4. Histopathologic features of case 2. A, Dense lymphoid infiltrates involving the entire dermis and subcutaneous fat.
B, Note prominent epidermotropism with epidermal hyperplasia. <t

oanline




IGURE 6. Different expression of CD30 and othe
xpression of CD30 (case 9); (C) strong expression of CD8 and of (D) granzyme B (both stainings: case 6). <t

anline




Histological D/D

®* Primary Cutaneous CD8+ aggressive epidermotropic
CD+ T cell Lymphoma

® Pagetoid Reticulosis

® CD8+ Mycosis Fungoides




Histopathological Spectrum

® Type A
®* Type B
® Type C
* Type D (epidermotropic)

® Type E (angio-invasive) N Expanding
* Type F (folliculotropic) - clinical

i spectrum
* LyP with 6p25.3 rearrangement




59/F presented with
a area of ulceration
with haemorrhagic
crust (eschar like) on
chin

?cellulitis

?pyoderma
gangrenosum




Punch bx from ulcer

® Histo report: Extensive ulceration with eosinophil rich
dermal infiltrate consistent with eosinophilic cellulitis

® |nvestigations: Raised eosinophil count

® |maging: Lung nodules

?Churg Strauss Vasculitis




® Referred to respiratory team

* |In the meantime, treated with prednisolone and the
ulcer rapidly healed with scarring




2 new similar
lesions developed
on her breast
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More History

® No Lymphadenopathy or systemic symptoms

® |Lesions on the breast were also healing rapidly

® Previous history of similar lesion in 2009, which healed
spontaneously




Am J Surg Pathol. 2013 Jan;37(1):1-13. doi 10.1087/PAS.0b01323182648556.

Angioinvasive lymphomatoid papulosis: a new variant simulating aggressive lymphomas.
KempfW', Kazakov DV, Scharer L, Ritien A, Mentzel T, Paredes BE, Palmedo G, Panizzon RG, Kutzner H.

® Type E LyP

® Oligolesional papules rapidly ulcerate to form large 1-4cm eschar
like lesions

® C(Clinical d/d- pyoderma gangrenosum, ulcerative herpes, vasculitis

~ ® Histo- Angiocentric and angiodestructive infiltrate




Histological D/D of angiocentric T cell
lymphoid proliferation

e Extranodal T/NK cell lymphoma, nasal type

® Gamma/Delta T cell lymphoma




Am | Surg Pathol * Volume 37, Number 1, January 2013 Angioinvasive Lymphomatoid Papulosis




Case 8

® 51/F

® Scabbed eroded solitary plaque left axilla

® ?pyoderma gangrenosum ?infective










J
>

LA 4. .t.b.. .
, 7t %ﬂhwnu,ﬁv..mﬂ.\bs. .u.v o »M..‘o%* Mo
; .;.‘A\ : ouw..w.m..w..o»n. AR A0S
B ' ‘A 5 . .‘

"
LM
ey
“ L >
e ;

... v Pv y
BRSSP T S
\ wW.ﬁﬁz ot ot
A LG Cer .nn) PAAR
. > ; : S N e )'tt > a»\\.oo“.lr.o v ”
APCE SRR A

LY T
» 4
*h
T he) -, LS A SN WaI“M...n

-
4N












Histopathological Spectrum

®* Type A
® Type B
® Type C
® Type D (epidermotropic)
® Type E (angio-invasive)

® Type F (folliculotropic)

® LyP with 6p25.3 rearrangement




DERMATOPATHOLOGY

B
Follicular lymphomatoid papulosis revisited: A study

of 11 cases, with new histopathological findings

Werner Kempf, MD,* Dmitry V. Kazakov, MD, PhD,” Hans-Peter Baumgartner, MD, and Heinz Kutzner, MD"
Zurich and Zug, Switzerland; Pilsen and Prague, Czech Republic; and Friedrichsbafen, Germany

Background: Follicular lymphomatoid papulosis (LyP) describes a variant of LyP with perifollicular
infiltrates and some degree of folliculotropism of CD30™ atypical lymphocytes. So far, only a few cases of
follicular LyP have been described.

Objective: Our goal was to study the dinicopathologic features of follicular LyP in a series of 11 cases
(9 male, 2 female; age range 7-78 years, mean age 50 years).

Methods: In all, 113 cases of LyP were reviewed to select cases showing follicular involvement. Histology
was correlated with the clinical data to exclude cases of CD307 anaplastic large-cell lymphoma or
folliculotropic mycosis fungoides.




Fig 2. Follicular lymphomatoid papulosis (LyP). Lesions were localized to face (regional LyP)

rifollicular infiltrate

there is pe

Histopathologically,

stules are present (A and C)

(A to D). Pu




IOURNAL OF

Explore this journal =
CASE REPORT

Follicular lymphomatoid papulosis with follicular
mucinosis: a clinicopathologic study of 3 cases with
literature review and conceptual reappraisal

Emilie Dore &, Brian L. Swick, Brian K. Link, Grant K. Ghahramani, Vincent Liu

First published: 16 January 2017 Ful publication history
DOI: 10.1111/cup.12871  View/save citation

Cited by (CrossRef): 0 articles £# Checkforupdates ¥ Citation tools ¥

Abstract

Lymphomatoid papulosis (LyP), characterized by recurring, waxing and waning, cutaneous
papulonodules, is increasingly recognized to represent a heterogeneous collection of pathologically
dissimilar subtypes. Recently, a follicular LyP variant was proposed, featuring folliculotropism.

Yiew issue TOC
Volume 44, Iszue 4
April 2017
Pages 360-366




Histopathological Spectrum

® Type A

® Type B

® Type C

® Type D (epidermotropic)
® Type E (angio-invasive)
® Type F (folliculotropic)

® LyP with 6p25.3 rearrangement
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American Journal of Surgical Pathology:

August 2013 - Volume 37 - Issue 85 - p 11731181
doi: 10.1097/PAS 0b013e3158282d01e

Original Articles

Chromosomal Rearrangements of 6p25.3 Define a New Subtype of
Lymphomatoid Papulosis

Karai, Laszlo J. MD™"; Kadin, Marshall E. MD*; Hsi, Eric D. MD5; Sluzewvich, Jason C. MDY ;
Ketterling, Rhett P. MDY; Knudson, Ryan A. BSY, Feldman, Andrew L. MDY

® QOlder adults

® Localised lesions (clinical d/d benign inflamm dermatosis/ low grade
epithelial tm)

® Histo-
Biphasic pattern
Epidermotropic small cerebriform lymphocytes (CD30+)
Dermal component-large transformed CD30+ lymphocytes

¢ Initial histo imp: Transformed MF

lagnosis by CPC




Case 9

® Referred case from
Wales

® 74/M single dome
shaped papule on back

® Qutside histo report-
non specific with d/d of
drug reaction, lupus,
reticular erythematous
mucinosis

Does not fit clinically



' Superficial epidermotropic
infiltrate

Deep infiltrate




More History

® First lesion resolved spontaneously and another
similar lesion appeared in its vicinity

® Patient came for bx 2 weeks later, 2"d |esion was also
showing signs of regression.




Histopathological Spectrum

®* Type A
® Type B
® Type C
® Type D (epidermotropic)
® Type E (angio-invasive)

® Type F (folliculotropic)

® LyP with 6p25.3 rearrangement




Why is LyP included in the WHO-EORTC

Classification of Cutaneous Lymphomas?




Case 1

® 70/F widespread papular rash, initially thought to be
scabies and later diagnosed as LyP.
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Developed a 5cm tumour nodule on forearm,
no sign of regression













Diagnosis

?LyP type C

? Primary Cutaneous CD30+ anaplastic T cell ymphoma
In association with LyP




?LyP type C

Primary Cutaneous CD30+ anaplastic T cell ymphoma in
association with LyP

(Large size and lack of spontaneous regression)




Why is LyP classified as Cutaneous Lymphoma?

1. 5-20% show association with a second malignant lymphoma
(either preceding, concomitant, subsequent)

2. 40-100% of LyP skin lesions show monoclonal rearrangement of
TCR genes.




Case Study 10

68/M
Widespread telangiectatic/purpuric rash

Trunk, upper and lower limbs

Mildly itchy




Clinical D/D:
1.Telangiectatic MF
2.Urticaria pig




CPC diagnosis

Purpuric/Telangiectatic Mycosis Fungoides










Sheets of large atypical



D/D of Type C LyP

Cutaneous involvement by
systemic ALCL

CD3+, CD30+, CD4+, CD8-

Transformed MF



Histological D/D

Transformed MF
LyP Type C on a background of MF

Primary Cutaneous ALCL X

Systemic ALCL involving skin x




Clonality analysis

® TCRPCR- monoclonal T cell expansion

® Same T cell clone as previous Mycosis Fungoides
(same size and distribution of monoclonal peaks)




J Am Acad Dermatol. 2003 Oct;49(4):620-3.

Lymphomatoid papulosis associated with mycosis
fungoides: a study of 21 patients including analyses
for clonality.

® 7 patients assessed for clonality.

e All 7 showed identical clone in MF and LyP lesions.



http://www.ncbi.nlm.nih.gov/pubmed/14512906

Few lesions started healing
spontaneously

FINAL DIAGNQOSIS:

Lymphomatoid Type C on a background of purpuric MF




Why is LyP classified as Cutaneous Lymphoma?

1. 5-20% show association with a second malignant lymphoma
(either preceding, concomitant, subsequent)

2. 40-100% of LyP skin lesions show monoclonal rearrangement of
TCR genes.

3. Same clone detected in LyP and second lymphoma

?Different clinical manifestation of a unique T cell clonal proliferation




SUMMARY

® Clinical and Pathological spectrum continues to expand
with new variants described

® Awareness of spectrum essential as many of the
subtypes can easily be mistaken for much more
aggressive lymphomas

® Close Clinico-pathological correlation essential
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