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Enfermedad actual

Mujer de 78 aios, hipertensa y DM-2

Masa palpable temporal indolora

Sin manifestaciones sistémicas

EXPLORACION anodina, sin adenopatias ni megalias
* Leucocitos 13000/mm3; 70% Linfocitos

TC: Engrosamiento difuso del musculo temporal
derecho de hasta 1 cm de espesor, que realza de
forma intensa, de caracteristicas inespecificas
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Masa temporal A fime
TC toracoabdominal

Adenopatia iliaca externa izda unica, de 2 cm. Micronédulos pulmonares
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Masa temporal A Some
TCY DMO

TC: aplastamiento L2 DMO: - 2.6 DS (T-score)
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Masa temporal s

Analitica

* Leucocitos 13000/mm3; 70% Linfocitos
* NORMALIDAD de:

* Bioquimica
* Proteinograma

* B2-microglobulina 3100 microg/L (N<2800); resto de MT normales

 Serologias:
* VIH, HBV, lues neg
 VHC (+)

* Antigeno VHC+ “bajo” (en suero)
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Masa temporal

Estudio de Linfocitosis

» Sangre periférica:
* “LINFOCITOSIS ATIPICA, aspecto DE LEUCEMIA LINFOIDE
CRONICA (LLC)”
 Citometria de flujo: Inmunofenotipo tipo LLC
* Linfocitos B (CD19+) de pequeiio tamafo y baja
complejidad que presentan expresion baja de cadena
ligera de superficie y heterogénea/débil de CD20

* Deleccién 13q14

e Médula ésea:

* NO DISPLASIAS SIGNICATIVAS NI ALTERACIONES DE LA
SECUENCIA MADURATIVA

* 6-8% DE LINFOCITOS DE ASPECTO MADURO, "LLC LIKE“
 Citometria de flujo: infiltracion de LLC 11%

Peripheral blood smear reveals five CLL cells with prominent chromatin clumping
(snickerdoodle-like) and two smudge (basket) cells. Wright-Giemsa, 150x magnification.

Imagen de www.uptodate.com
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PAAF

* “Poblacién linfoide monomorfa; no se
puede descartar linfoma”

Biopsia (12x8x8 mm)

* “Compatible con proceso
linfoproliferativo B de bajo grado
(posible linfoma zona marginal)”

* CD20+, CD79+, BCL2+

* [ndice proliferativo bajo

\ Datos de paciente ficticio

PAAF y Biopsia musculo temporal

W
ﬁp flmc

CITOMETRIA DE FLUJO (biopsia)

Doble neoplasia linfoide LLC/ linfoma marginal

“Poblacion B clonal CD5+ CD20 débil con
expresion de cadenas ligera kappa CD23-
CD43+ CD200+ que parece corresponder a
infiltracién por linfoma linfocitico/LLC”

“Junto a ella, hay una poblacién
diferenciada que expresa intensamente
cadena Kappa y CD20, es CD5- y CD43-
gue podria corresponder a neoplasia post-
centro germinal asociada (linfoma zona
marginal)”
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LN H Linfoma no Hodgkin
Clasificacion

Micosis

- fungoide
Alto grado Anaplasico
de células

Leucemia Difuso de linfocitos grandes
linfocitica B grandes

crgnicag‘linfoma
e linfocitos .
pequenos Burkitt

Folicular

Extraganglionar
de la zona
marginal

Células
https://clinicalkeymeded.elsevier.com/books del manto
\/9788491 138136
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Patrén micronodular pulmonar
BRONCOSCOPIA

Sin alteraciones macroscdpicas
BAS
BAL en el LM con recuperaciéon de 70 ml de liquido turbio
Microbiologia

* Gérmenes habituales, micobacterias, hongos, CMV: negativo
Citologia: normal

Inmunofenotipo (BAL) normal

Datos de paciente ficticio
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Diagndsticos
LNH de células B de zona marginal HEPATITIS C cronica
/ LLC * Plasma: CV-VHC 5.7 mil U/ml
* Genotipo 2
MASA MUSCULO TEMPORAL * Trasfusion en juventud
ADENOPATIA ILIACA (Unica) « Elastografia: 6 Kpas

MEDULA OSEA

« MICRONODULOS PULMONARES de
significado incierto

« APLASTAMIENTO L2 osteoporético @
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Manejo de
Linfomas asociados a hepatitis C cronica




/ Asociacion VHCy LNH

g
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VHC podria ser responsable de hasta el 10% de LNH en paises de alta prevalencia

* VHC es hepatotropo y linfotropo

* Meta-analysis of case-control studies comparing the prevalence of hepatitis C
virus (HCV) infection in patients with B-cell non-Hodgkin’s

1726 GISBERT ET AL.

GASTROENTEROLOGY Vol. 125, No. 6 2003

Stucly MHL Controls OR (random) Weight OF: (random)

or sub-category i rty 95% Cl % 95% Cl

Chindamo 2002 8/87 472/39371 I 18.38 8.35 [4.01, 17.37]

De Rosa 1997 21791 30/1568 —— 23.16 15 .38 [&8.38, 28_.22]

Domingo 1998 13798 0/20 - » 1.78 §.98 [0.58, 173.09]

Ferri 1994 16/50 0/30 e o 1.78 £9.17 [1.68, E07.06]

Harakati 2000 lz/56 3/104 —_— 7.48 9.18 [Z2.47, 34.16]

Kaya 2002 1/70 1/70 1.86 1.00 [D0.06, l&.321]

Mazzaro 1296 £E7/193 199/6917 - 38.08 13.55 [9.86, 19.00]

Rabkin 2002 0s57 0,95 HNot estimable

Shariff 1999 2/a8 1171085 B e 5.78 2.27 [0.50, lD.41)]

Zignego 1997 T/2E 0/25 e e 1.70 20.68 [1.11, 385.13]

Totad (25% CI) 218 49295 -. 100,00 l0.82 [7.34, 15.94]

Total events: 137 (NHL), 716 (Controls)

Test for heterogensty: Chif = 1049, df =8 (P=023),F=237%

Test for overall eftect: Z=12.05 (P <0.00001) :A D
001 01 1 10 100 iting Possible
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/ VHC como causa de LNH . A

* PeglFN:
« Conseguia remision de linfomas indolentes | é Por efecto antiviral o por

e Disminuia la incidencia de linfomas efecto inmunomodulador?

A Cumulative incidence of hematologic malignancies or MGUS B Cumulative incidence of colon cancer or prostate cancer
o
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Follow-up (years) Follow-up (years)
Number at risk Number at risk
NoSVR 26078 25713 25150 24471 23655 22578 21278 19727 17672 15524 13448 NoSVR 26078 25705 25097 24368 23495 22358 21003 19412 17357 15211 13112
SVR 14332 14188 13932 13622 13289 12706 11967 11003 09889 8655 7488 SVR 14332 14174 13882 13553 13185 12579 11804 10817 9702 8468 7280
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/ Tipo de LNH asociados a VHC .

Diffuse large B-cell lymphoma(1)

Connecticut =
nglth-SOUth Italy —a— . .
NS * Low-grade lymphoma, in particular
UCSF T— & .
i _
e e . MZL (marginal zone lymphoma
Pooled! == .
Lymphoplasmacytic lymphoma(2) L4
T - lymphoplasmocytic lymphoma
NCI = . .
EpiLymph = ° - ( -
Eplymph - high-grade DLBCL (diffuse large B
Pooled! —_—
Marginel zone lymphoma(3) cell ymphoma)
North-South Italy L
NCI I
EpiLymph 1l
British Columbia 0
Pooled! _T
SLL/CLL(4)
Connecticut -
N%nh—Soth ttaly - Figure 2. Risk estimates for lymphoma sub-
HC|SF types associated with HCV by study. sw/ou,
EDiL}Fth small-cell lymphocytic lymphomas/chronic lym-
Pooled --==:$='—-- phocytic leukemia. (1) Heterogeneity test: y* =
Follicular lymphoma(5) 11.69; df = &; P = .07. (2) Heterogeneity test:
Connecticut . ¥ = 0.90; df = 3; P = .83. (3) Heterogeneity
Hg‘:’\r . test: 2 = 8.96; df = 6 P = .03. (4) Heterogene-
UCSF B ity test: x* = 4.80; df = 6; P = .31. (5) Hetero-
EpiLymph - geneity test: y* = 7.79; df = 4; P = 10. "OR and
Paoled? e 95% Cl obtained from the polytomous uncondi-
T T tional logistic regression using a joint fixed-ef-

) T T
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Estimated odds ratio 95% confidence interval

452 DE SANJOSE ET AL

4.00

8.00

T
16.00

1
32.00

fects model adjusted for age, sex, race, and
study center.

CLINICAL GASTROENTEROLOGY AND HEPATOLOGY Vol. 6, No. 4
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PATOGENIA de SDMES LINFOPROLIFERATIVOS - 5

asociados a VHC

FIETE B RITTRS By P
rim e e

HCV does NOT code for oncogenes and is UNABLE TO INTEGRATE into the host genome

lgG

N\

é%

_l ) o -
2= _1 [}
-
[ - £
! "
- ' ]

Antigen stimulation

Proteina E2 de la capside viral se une
a CD81 de los linfos B activandolos e
induciendo proliferacién

O BCR

BCL2, t(14; 18), and |g Somatic Hyperrmutation

[Mixed Cryoglobulinemia}

Chronic antigen stimulation

Increase levels IL-b, BAFF
Activation AID, and oxidative stress

o
Ooo
(o ik

Mutations BCL-6, p53 and beta-catenin

OO
l

Low-grade lymphoma
Marginal Zone Lymphoma

Activation signaling pathway JNK, ERK, STAT3, NOTCH1 ?
Other ?

High-grade lymphoma
Difuse Large B-Cell Lymphoma

C. Mazzaro, K. Bomben and L. Gragnani er al./Seminars in Hemarology 59 (2022) 177-182
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PATOGENIA de SDMES LINFOPROLIFERATIVOS o
asociados a VHC

¢En qué momento la proliferacion linfocitaria pasa
de ser antigeno-dependiente a independiente?

iii Ello determina si los AAD son el tratamiento de
12 linea jiij

) GILEAD
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/ TRATAMIENTO VHC en LNH: bajo vs alto grado
-

Linfoma no Hodgkin

fungoide

Anaplasico
- de células
Leucemia Difuso de linfocitos grandes
linfocitica B grandes

crgnilcafllinfoma
e linfocitos :
pequenos Burkitt

Folicular

Extraganglionar
de la zona

https://clinicalkeymeded.elsevie
Qm/ books/9788491138136 del manto
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/ ® Direct-Acting Antivirals as Primary SGE f;mc
- Treatment for Hepatitis C Virus—-Associated @ 7==7

o110

= Indolent Non-Hodgkin Lymphomas: The BArT EXCLUSION: systemic symptoms,
= Study of the Fondazione Italiana Linfomi tumor size >7cm, symptomatic
- masses or symptomatic

= Michele Merli, MD'; Sara Rattotti, MD?; Michele Spina, MD?; Francesca Re, MD*; Marina Motta, MD®; Francesco Pazza, MD%; Sp|en0mega Iy,

effusions, and progressive

* Prospective, multicenter, phase Il trial, N=40 leukemic phase; cirrosis; VIH

* Indolent lymphomas without criteria for immediate conventional treatment

Assigned to DAAs according to genotype  (n = 40}

AAD como = n = 27)
tratamiento e oS =% 35% extranodales (2 musculo)

primario del LNH a2 i

Received LDV/SOF for

Received LDV/SOF 24 woeks (n=4] ; Received SOFVEL (n = 15)

for 12 weeks (n=13) ~ GTI In=3) B g  GT2postamend (n=13)

GT1 IFN-naive GT4 IFN- n=1) preamendn = GT3 postamend (n=2)
axparienced

) GILEAD
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DAA as primary therapy for indolent lymphomas W’f’"

Median follow-up 37m

100 A
— B cr 45% RESPUESTA (CR+PR)
== 80 -
S Bl rr
% 50 Ml sD « NO differences according DAA régimen
= a0 M FD nor HCV genotype
% (16)
& 40 -
47 ®) . * 75% de respuesta (CR+PR) en pac que
D
@ 201 (6) negativizan las crioglobulinas

(10)

0 - ° 1
ORR _SD __PD 71% de respuesta erT linfomas
All Patients (n < 40) extranodales, especialmente MALT

Creating Possible

\ No hay grupo control J Clin Oncol 40:4060-4070. © 2022 by American Society of Clinical Oncology () GILEAD



DAA as primary therapy for indolent lymphomas

* “Higher level of evidence the recommendation that patients with HCV-
associated indolent lymphomas should receive DAA-based antiviral
therapy as first-line treatment”

e “Patients with symptomatic or high-tumor burden indolent

lymphomas with definite indication for prompt
treatment initiation should receive DAA plus immunochemotherapy”

1 Clin Oncol 40:4060-4070. © 2022 by American Society of Clinical Oncology ,J GI L EA D |



Linfoma de zona marginal
gastrico (MALT)

H. pylori eradication

has emerged as the preferred
treatment because of its low side
effect profile and demonstrated
efficacy

www.uptodate.com: Arnold S Freedman, Treatment of extranodal
marginal zone lymphoma of mucosa associated lymphoid tissue
(MALT lymphoma), acceso 13-10-23

Newly diagnosed localized
(stage IE or I1) gastric MZL*

v

Evaluate for active
infection with H. pylor

|
[ 1

H. pylori H. pylori
negative positive
H. pylori eradication
therapy&
|
| 1
H. pylori Successful
persists eradication

v

Serial upper endoscopies
to monitor response ®

MZL persists 12 to 18

months after eradication CR
or progresses at any time l

Clinical follow-up
until progression ¢

Y Y Y

|
Progression

v

Can the involved sites be
encompassed in a single radiation field?



http://www.uptodate.com/
https://www-uptodate-com.a-hgene.a17.csinet.es/contents/treatment-of-extranodal-marginal-zone-lymphoma-of-mucosa-associated-lymphoid-tissue-malt-lymphoma/contributors

&Y qué pasa con los linfomas agresivos?

Linfomas difusos B de célula grande

* Pueden evolucionar rapidamente, con apariciéon de complicaciones
graves y comprometiendo la vida del paciente

* Son curables con inmuno-quimioterapia

» ¢ AAD simultaneos o secuenciales
con el tratamiento oncolégico?

) GILEAD
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Biological features and outcome of diffuse large B-cell lymphoma # flmc
associated with hepatitis C virus in elderly patients: Results of the =~

prospective ‘Elderly Project’ by the Fondazione Italiana Linfomi
Br | Haematol. 2023;201:653-662.

* Multicentre prospective observational, case-control, 2013-2017, seguimiento medio 30m

0s Supervivencia prs Supervivencia libre de
1,00 1.00
\ \  progresion
0,754 V H C 0.754
£
E (¥ 2 B .60+
g VHC+
E p-value = 0.031 p-value = 0.015
0.25 0254
at 36 months at 36 months
= HCW-  §7% (95CI 63-70%) == HCV- 0% {95C| 56-63%)
HEW+  54% {85CI 40-65%) HCw+  44% (35C1 31-56%)
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FIGURE 1 Overall survival (OS) and Progression free survival (PFS) of hepatitis C virus (HCV)-positive (HCV+) patients compared to HCV-

negative (HCV-) patients in the whole cohort. [Colour figure can be viewed at wileyonlinelibrary.com]

VHC+ se presentaron en
estadios mas avanzados
(I1-1V), con m3s afectacion
hepatoesplénica y eran
pacientes mas fragiles

Riesgo ajustado: NS
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LNH agresivos

P

FIETE B RITTRS By P

1 ]
flmc

Mayor supervivencia con AAD (incluso tras RC con R-CHOP)

TODOS

All cases
IA} 1.00 4
075
=
E 0.50
; No AAD
=
o
025
is-months LR Heinz
= Mo DAA 373 (23-50%)
DAA T (31-94%) <0.001
0.00 T T T T T 1 T T 1 ]
0 6 12 18 24 30 36 42 48 54 &80
at riek
Mo 70 47 33 20 17 11 F a0 Z & 0
Yes 18 14 14 11 8 7 5 4 3 0 0

Pac en RC tras QT

(B)

e, P

“Selection bias
because the antiviral therapy

00 Only CR
AAD was more often proposed for
patients with less advanced
G'FE- . . . .
No AAD disease, in complete remission
and good performance status
oo after immunochemotherapy”
025
dg-months LR Heinze, p
— Mo DAA 67% (43-83%)
Das B3% (27-97%) 0.090
0.00 T T T T T T T T T 1
0O &6 12 18 24 30 36 42 48 54 60
at risk
Mo 32 3¢ 23 17 12 & 40 2 o 0 o )
Yes13 1312 @ &8 5 4 3 0 0 0 Br | Haematol. 2023;201:653-662.

Time, months

"\

)

FIGURE 3

A N

Progression-free survival (PFS) of hepatitis C virus (HCV)-positive patients treated with direct antiviral agents (DA As) versus not
treated. (A} All cases. (B) Only cases in complete remission (CR) after immunochemotherapy. [Colour figure can be viewed at wileyonlinelibrary.com]
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LNH agresivos |
¢ AAD concomitantes o secuenciales tras QT?

The o .
ncologist

Direct-Acting Antivirals in Hepatitis C Virus-Associated Diffuse
Large B-cell Lymphomas

Estudio retrospectivo
N=47 pacientes consecutivos VHC+ LNH+; 25% CIRROSIS

DECISION TERAPEUTICA (AAD concomitantes o secuenciales) tomada de
forma individual por clinico responsable

The Oncologist 2019;24:e720-e729 ﬂ GILEAD
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reating Possible



La QUIMIOTERAPIA en pacientes con VHC+ sin

BIrYEs By prT
rim e e

1
Gr flmc

tratar conlleva altas tasas de HEPATOTOXICIDAD

Table 4. Hepatic toxicity of immunochemotherapy

All patients Concurrent Sequential

(n = 46), (n = 8), (n = 38),

Patients n (%)" n (%)" n (%)
Baseline 33 (72) &(75) 27 (71)
elevated ALT
Hepatic toxicity

Any grade” 24 (52) 1(12.5) 23 (61)

G1-2 17 (37) 1(12.5) 16 (42)

G 3-4 7 (15) 0 7 (18)

“Excluding one patient who started LDV-SOF only after develop
ment of G4 ALT increase and HOV-BMNA flare during initial courses
of R-CHOP.

°p = .02 (concurrent vs. sequential).

The Oncologist 2019;24.e720-725
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Linfomas asociados a hepatitis C cronica

VOLVIENDO AL CASO...
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Diagnésticos

Linfoma de células B de zona marginal
/ LLC

« MASA MUSCULO TEMPORAL
ADENOPATIA ILIACA Unica

¢ MICRONODULOS PULMONARES ?
NO clinica sistémica

NO grandes masas tumorales

¥

OBSERVACION

Datos de paciente ficticio

AAD

rrrrrrrrrrrrrrrrr

HEPATITIS C cronica F1

() GILEAD
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'NH asociadoavic ——
Respuesta a tratamiento primario con AAD
RVS

Clinica Sangre periférica

* Disminucidén de la masa * iii Sin cambios iii
temporal durante el tratamiento

* Discreta leucocitosis con
linfocitosis

e Compatible con LLC

¢) GILEAD
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Desaparicion de la adenopatia en iliaca externa-obturatriz izda

/L .
&)

/
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Desaparicion de los micronddulos pulmonares

Datos de paciente ficticio



Nédulos pulmonares
como manifestacion de Linfomma Zona Marginal

Table 1. Summary of the main features of primary pulmonary B-cell lymphoproliferative disorders.

Histotype Main Imaging Findings Pathology Immunophenotype Behavior Treatment
Reactive lymphoid
Single/ mulhplel follicles + dlflfuse CD19+, CD20+, Surgery + watchful
nodules/masses with centrocyte-like iy
bronch 1 lvmphocvtes + CD22+, CD79%a+, Mostlv waiting,
PP-MZL St D"?,if“tfr o lebooror IRTA-1+, MNDA+, ) radiotherapy,
cistrivuion { butiertly ympRoeprneal — cp3_ CD5-, CDI10-, ndaten chemotherapy (+/—
sign’, ‘bronchogram and lesions; (often ) S
. ., . BCL6-, cyclin D1- rituximab)
CT-angiogram sign’) monotypic) plasma
cells

Cancers 2021, 13, 415. https:/ /doi.org/10.3390/ cancers13030415 §) GILEAD
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Linfoma de células B de zona marginal / LLC

(médula ésea, ganglio, musculo, pulmén)

asociado a

HEPATITIS C cronica F1

40 meses de
seguimiento

RESPUESTA PARCIAL a AAD

) GILEAD

Datos de paciente ficticio Creating Passible



GRAGIAS

POR VUESTRA ATENCION

¥
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) GILEAD



	Sección predeterminada
	Diapositiva 1
	Diapositiva 2: Enfermedad actual
	Diapositiva 3: Masa temporal TC toracoabdominal
	Diapositiva 4: Masa temporal TC Y DMO
	Diapositiva 5: Masa temporal
	Diapositiva 6: Masa temporal
	Diapositiva 7: PAAF y Biopsia músculo temporal
	Diapositiva 8: LNH Clasificación
	Diapositiva 9: Patrón micronodular pulmonar
	Diapositiva 10: Diagnósticos

	DISCUSIÓN
	Diapositiva 11
	Diapositiva 12: Asociación VHC y LNH 
	Diapositiva 13: VHC como causa de LNH
	Diapositiva 14: Tipo de LNH asociados a VHC
	Diapositiva 15: PATOGENIA de SDMES LINFOPROLIFERATIVOS asociados a VHC
	Diapositiva 16: PATOGENIA de SDMES LINFOPROLIFERATIVOS asociados a VHC
	Diapositiva 17: TRATAMIENTO VHC en LNH: bajo vs alto grado
	Diapositiva 18
	Diapositiva 19: DAA as primary therapy for indolent lymphomas Median follow-up 37m
	Diapositiva 20: DAA as primary therapy for indolent lymphomas
	Diapositiva 21: Linfoma de zona marginal gástrico (MALT)
	Diapositiva 22: ¿Y qué pasa con los linfomas agresivos? Linfomas difusos B de célula grande
	Diapositiva 23
	Diapositiva 24: LNH agresivos Mayor supervivencia con AAD (incluso tras RC con R-CHOP)
	Diapositiva 25: LNH agresivos ¿AAD concomitantes o secuenciales tras QT?
	Diapositiva 26: La QUIMIOTERAPIA en pacientes con VHC+ sin tratar conlleva altas tasas de HEPATOTOXICIDAD

	Evolución del caso
	Diapositiva 27
	Diapositiva 28: Diagnósticos
	Diapositiva 29: LNH asociado a VHC Respuesta a tratamiento primario con AAD RVS
	Diapositiva 30
	Diapositiva 31: Desaparición de la adenopatía en iliaca externa-obturatriz izda
	Diapositiva 32: Desaparición de los micronódulos pulmonares
	Diapositiva 33: Nódulos pulmonares como manifestación de Linfoma Zona Marginal
	Diapositiva 34
	Diapositiva 35: GRACIAS


