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Sara Blanco Dorado
Hospital Clinico Universitario de Santiago de Compostela
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* Mujer de 80 anos
* Peso: 78 kg, talla: 165 cm
* Antecedentes de interés:
* Hipoacusia severa
* Cardiopatia hipertensiva
» Cisticercosis cerebral y espinal (hace 25 afos)->

drenaje ventriculoperitoneal

* Tratamiento domiciliario:
* Omeprazol 20 mg via oral 1-0-0
* Olmesartan 20 mg via oral 1-0-0

* Furosemida 40 mg via oral 1-0-0
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MAP

v Malestar
v" Debilidad
v' TAS<80 mmHg
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URGENCIAS UClI INTERNA
v" TAS<80 mmHg v Derrame v" Paciente
v' Cr=5.95 mg/dL pericardico estable

v" Acidosis metabdlica v' Se reciben los

DRENAIJE PERICARDICO resultados del

FLUIDOTERAPIA (1500 ml)

DIURETICOS

liquido

pericardico

CELULAS MALIGNAS
COMPATIBLES CON UN
ADENOCARCINOMA DE
PULMON
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TAC toraco-abdominal

NODULO PULMONAR
DERRAME PLEURAL DERECHO
DERRAME PERICARDICO
ADENOPATIAS MEDIASTINICAS
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Adenocarcinoma de pulmon EGFR
nativo, ALK, ROS y BRAF nativos y

PDL1 positivo (80%)
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* CGO: depodsitos en el tramo posterior del 10y 11 arco costal

izquierdo sin poder descartar metastasis O0seas

* Analitica completa + serologia: todo normal, excepto...

(" ) HEPATITIS
HBEs antixeno NEGATIVO
HBc Ac totais POSITIVO
HBsAc cuantitativo 225.80 mUIL/mL
(POSITIVO)
VHC Ac totais POSITIVD
J— E—
Hepatitis C wirus GENOTIPO 2c WVHC
(xenctipadao)
Hepatitis C wirus ARN-VHC 124925 UI/mL
VHC antixeno POSITIVO
Ag-VHC POSITIVO (180,94 fmol/L)
Observacions de HEPATITIS
L INFECCION ACTIVA POR VHC.

J REMITIR A HEPATOLOGIA PARA VALORACION TERAPEUTICA.
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Adenocarcinoma de pulmoén estadio IV
PDL1 positivo y con una infeccion
activa por VHC
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Tratamiento: Nationai Comprehensive

ancer Network®

PD-L1 EXPRESSION POSITIVE (21%)hh
FIRST-LINE THERAPY™™
Pembrol b ( 1 cﬁ?rnﬁlarm}im m?}i?tenanoem:;mc
embrolizumab (category * olizumab (category
and preferred if PD-L1 250%) Response * Pembrolizumab + pemetrexed
(category 2B if PD-L1 1-49%)P00 | o stable category 1)
o dsease | | hezolzumebondlor .
Adenocarcinoma, {Carboplatin or cisplatin) + or egory
large cell, NSCLC pemetrexed + pembrolizumab Close observation
NOS | (category 1)
PD-'_—:' expression or ) . l See Systemic Theraprﬁﬂr
positive (21%) Carboplatin + paclitaxel + Progression | Subsequent Therapy,
and EGFR, ALK bevacizumab + atezolizumab Adenocarcinoma (NSCL-28)
negative or (category 1)
unknown and no [>PS0-2 Continuati - i
contraindications Pembrolizumab (category 1 Response ontinuation maintenance
to the addition of and preferred if PD-L1 250%) or stable |»-|* Pembrolizumab =448
e (category 281f PD.L1 149%)° | fldisease | [Cloe gpservation
Eg:;:::::: cell___, {Carh.ﬂplatin or cis p_latin} +
{paclitaxel or albumin-bound l
paclitaxel) + pembrolizumab See Systemic Therapy or
({category 1 for carboplatin Progression —= Subsequent Therapy,
combination) Squamous Cell Carcinoma (NSCL-29)

Quinta Reunidn Anual del grupo:

o TP \TENCION FARMACEUTICA g
CELED G REIE | b CIENTE ONCOHEMATOLOGICO

Grupo de Farmacia Oncoldgica de la SEFH




Tratamiento:

Newar or former lght
smakar [< 15 pack-yaarsp

Fallow recommendad
treatmeant in
function of PD-L1
axprassion bavel

Dizaasa progression

PSD-
Platinum-based Ghl’

fsae firstdine reatment without 10)

-

-6 cycles
Plafinum=based ChT:

(G splafin/ge mcitabine [1, A]
Cisplafin/docetaeal [1, A]
Cisplafin/pacitaxel [1, A]
(Cisplatin/vinorelbine [, A]

(Carbopiafin/gemcitabine [1, A]

(Carbopiafin/docetaxal [I, 4]

Carbopiaf n/paclitaxel [I, 4]

Carboplatin’vinoralbine I, A]

Carboplatin/nab-P [1, B]

I
| P53-4
< T years and P5 2
o
Sdacted = 70 years and P5 D-2

-6 cycles
(Garbopl atin-based Ghi:
< T years and P5 2L, A]
2 T years and PS 0-2[1, A]
Singla-agant GhT:
Gemcitabine, vinone lhine or
doc etz JI, B]

Nivolumah [I, A, MCES 5]
Atezolizumab [l & MCBS 5
Pambroltzumab if PD-L1 > 1% [1, A; MCBS 5]
Docetaxs [I, B]
Ramucinumaby'doce taxel [, B; MCBS 1]
Erfatinib [, C]
Afafinib [I, C; MCBS 2]




Tratamiento:
DICTAMEN CAFT
/ PEMBROLIZUMAB \

no tratamento de primeira lifa do CANCRO de PULMON NON MICROCITICO (CPNM)
metastasico, nas seguintes situaciéns clinicas:

1. En monoterapia para o tratamento de primeira lina de CPNM metastasico, en adultos cuxos
tumores expresen PD-L1 cunha proporcién de marcador tumoral (TPS, polas suas siglas en
inglés) 250%, e non presenten mutacidns tumorais positivas de EGFR ou ALK,

2. En combinacion con Pemetrexed e quimioterapia baseada en platino para o tratamento de
primeira lifa do CPNM DE HISTOLOXIA NON ESCAMOSA metastdsico, en adultos cuxos
tumores expresen PD-L1 cunha TPS < 50%, e non presente mutacions tumorais positivas EGFR/

ou ALK. (actualizacion CACFT outubro- 2019)
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Adenocarcinoma de pulmoén estadio IV
PDL1 positivo y con una infeccién
activa por VHC

IC a hepatologia ICa UFO

—
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Tratamiento:

Hepatitis C cronica, genotipo 2,
naive, F4 sin criterios de cirrosis

Patients Prior treatment experience SOFVEL GLEPIB SOFVELVOX SOFILDV GZREBR OB"SZLW *
1a 12wk (HCV RNA
SRS rEl
Bwk(FO-F2) B wk (FOF2)
T — N R
Treatment-experienced 12 wk 8wk . MNe 12 wk 12wk 12 wk
,  Treatment-naive 12 wk 8wk N N N No
CHOO2  rrppoporencos 120k swk [N e e e
Genotype3 Tedtment-naive 12 wk 8wk . N No N No
Treatment-experienced 12 wk 12wk [00TNe T Ne T Ne T Ne
12 wk (HCV RNA
Treatment-experienced 12 wk 8wk . M N N No
Genotpes Tediment-nalve 12 wk 8wk [N 2wk NS Ne
® Treatment.experienced 12 wk 8wk . M N0 N No
Treatment-naive 12 wk 8wk [N 2wk NS Ne T
12 wh 8wk [N NG T Ne e

== Plan: Iniciar tratamiento con Sofosbuvir-
g g Velpatasvir ( 400 mg/12mg) 1-0-0 durante 12
N = semanas

fonen
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Tratamiento:

Controlled setting Real world

o000 00 .

LT e H
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T-cell receptor

T-cell

PD-1

PD-
inhibitor

Antigen

-’

1

Pacientes excluidos de los EC con inhibidores™="

check-point:
 Enfermedades autoinmunes
* Trasplante de érgano sélido

* Infecciones virales (VIH, VHB y VHC)

ATENCION FARMACEUTICA
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Anti-PD-1/PD-L1 immunotherapy in patients with solid E
organ transplant, HIV or hepatitis B/C infection -

Table 1
Baseline characteristics.
Baseline characteristics Number Percent age
Median age L)) -
Male 7 BO%G
ECOG performance status
0 0 44%%
1 3 0%
2 1 %
Unknown 2 A%
Cancer subtype
Mlielanoma i3 T%
Urothelial carcinoma 4 W
Renal cell carcinoma 2 4%
Mezothelioma 2 A%
Hepatocelular cancinoma 2 A%
Mon-small cell ung cancer 1 2%
Gastric cancer 1 %
Gliohlastoma 1 %
AJOC stage
| 1 2%
I 1 %
[11] 3 T
1A 41 B9%
Underlying condition
Solid organ transplant 1 13%
HIV 12 6%
Hepatitis B 14 300
|| Hepatitis C 14 £
T T TR Era [y
Pembrolizumab 21 A
Nivolumah 12 26%
Atezolizimah 2 4%
Sequential PD-1 then CTLA-4 7 154
Concurrent FI-1 and CTLA-4 W
Total ( 45)
N



Anti-PD-1/PD-L1 immunotherapy in patients with solid |

organ transplant, HIV or hepatitis B/C infection =
AN S
3/14 Respuestas
Melanoma Hepatitis C Concurrent Sofosbuvir and ribavirin -~ 6,350,000 CR G4 colitis
nivolumab + ipilimumak = undetectable
Melanoma Hepatitis C Concurrent Ledipasvir and sofosbuvir 9,360,000 PR G3
nivolumab + ipilimumab autoimmune
hepatitis
Melanoma Hepatitis C Sequential Ombitasvir, paritaprevir, 1,218,31% > PD -
nivolumab + ipilimumab ritonavir and dasabuvir 920912
Melanoma Hepatitis C Sequential pembrolizumab Interferon 58,000 CR —
+ ipilimumab
Melanoma Hepatitis C Pembrolizumab Mil Unknown sD (3 adrenal
insufficiency
Melanoma Hepatitis C Pembrolizumab Nil Unknown s5D -
Melanoma Hepatitis C Pembrolizumab Ribavirin and pegylated Undetectable PD -
interferon
Melanoma Hepatitis C Nivolumab Nil Undetectable SD -
Melanoma Hepatitis C Nivolumakb Mil Unknown sD -
Urathelial Hepatitis C Nivolumab Ribavirin and pegylated 81,159 sD 1 rash
carcinoma interferon
Urothelial Hepatitis C Atezolizumab Ledipasvir and sofosbuvir Undetectable SD -
carcinoma
Mesothelioma — Hepatitis C Pembrolizumab Unknown 903,029 5D —
Renal cell Hepatitis C Nivolumab Ledipasvir and sofosbuvir 379,836 s5D -
carcinoma = Undetectable
MNon-small cell  Hepatitis C Nivolumakb Ledipasvir and sofosbuvir  3,95241% PD -
lung cancer = undetectable

9/14 a tratamiento con No hubo ningln caso de
antivirales reactivacion viral



e )
Safety and efficacy of anti-PD-1 therapy for metastatic
melanoma and non-small-cell lung cancer in patients with
viral hepatitis: a case series
Anita Kothapalli® and Muhammad A. Khattak®°°

NS /

Table 1 Safety and efficacy of anti-PD-1 therapy in metastatic melanoma and non-small-cell lung cancer patients

Patient no. Age Sax Deagnesis Dt of dagnoss HEWHCY stalus Treatrent Cydes ALT trand Rasponse to teakmant
1 54 Male Stage IV melanomsa Movamber 2016 Chronie HOV Pambrolzumab 170 mg thice weally 11 Ongoing Girada 2 AT dze Partal meponse
2 B0 IMak Stage N NSCLC May 2013 Chronic HCV Ninolurmab 360 g tedcs weakly 20 Girade 1 ALT dsa Priosggnessacn

] 57 Tk Ttage IV NG Mowember 2016 Cheome HEV Hrchumah 165 mg W wesly ] Grade 1 ALT fme S m—

a4 65 ale Stage IV melanoma Marnch 2016 Cheonie HCV +past HBY Pambroleumaly 166 mg thrice weakly 1 Girade 1 ALT dse Progresson

L -] Padrale Stage IV NSCLC May 2012 Paszt HBV Niedurmab 180 g twice waeakdy 18 Origgoifig Girads 1 ALT dse Partal maponss

[ 63 Maie Stage IV NSCLC lanuary 2012 Past HBV MNivehumal 180 g taics weakdy 40 Ongaing Mo tomeity Stabl dissass

7 75 Maie Stage IV NSCLC May 2016 Possible past HEY Nivohumah 250 mg twice weakly 24 Ongoing Mo toscity Stabie diseass




Inmunoterapiay VHG

TUMOUR REGRESSION

Perforin (7Y IFN
GranzymeB 1 °\ | .INF‘:
Granulysin b _\'”\

L

IFN-y
IFN-a
IFN-y TLR GM-CSF
IFN-a ligands TNF-a
L7 (LAM) L4
IL-15
IL-2 ERRE2 I Tu:s '
VEGF 4 gadapig
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s SRR

PD-L1 | LrNs) S

C@zﬁ. nb-lnfec&'/_y

\\ macrophage

PD1

PRODUCTIVE IMMUNE
RESPONSES IN TB LESIONS

Perforin
Granzyme8 IFN-y
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complex i



Inmunoterapiay VHC

Review

cancer paradigm

Martin Rao”, Davide Valentini®”, Ernest Dodoo™*, Alimuddin Zumla®,
Markus Maeurer™ "

A Division of Therapeutic Immunology (TIM), Department of Laboratory Medicine (LABMED), Karolinska Institutet, Stockholm, Sweden

b Centre for Allogeneic Stem Cell Transplantation (CAST), Karolinska University Hospital Huddinge, Stockholm, Sweden

© Department of Neurosurgery, Karolinska University Hospital, Stockholm, Sweden

 Division of Infection and Immunity, University College London, and NIHR Biomedical Research Centre, UCL Hospitals NHS Foundation Trust, London, UK

Anti-PD-1/PD-L1 therapy for infectious diseases: learning from the @“‘

AN

MINI-REVIEW

Immune checkpoints and their inhibition in cancer

\and infectious diseases

N
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A Randomized, Double-Blind, Placebo-Controlled \

Antibody to Programmed Death-1 (PD-1), in Patients
with Chronic Hepatitis C Virus Infection

David Gardiner'*, Jay Lalezari? Eric Lawitz’, Michael DiMicco®, Rheem Ghalib®, K. Rajender Reddy®,
Kyong-Mi Chang®’, Mark Sulkowski®, Steven O’ Marro®, Jeffrey Anderson’, Bing He', Vikram Kansra'®”
\'kona McPhee'', Megan Wind-Rotolo'®, Dennis Grasela', Mark Selby'?, Alan J. Korman'?, Israel Lowy'?

N=56 pacientes
5/45 (11%) pacientes tratados con una dosis tinica Nivolumab presentaron una reduccién del RNA>
0.5log,, Ul/ml

* 2 pacientes (Nivolumab 10 mg/kg) presentaron RNA por debajo del limite de cuantificacion, 1 de ellos
indetectable después de 1 aio

* 1 paciente (Nivolumab 10 mg/kg) presento una elevacion de ALT g4

* 6 pacientes efectos adversos inmunes de moderada intensidad

QuintaReunion Anual del grupo:

\ ATENCION FARMACEUTICA i
CEDEF o RIS | o A TE ONCOHEMATOLGGICO

Grupo de Farmacia Oncoldgica de la SEFH

Assessment of BMS-936558, a Fully Human Monoclonal —




Tratamiento:

TAC DE CONTROL
(07/05/19):
ENFERMEDAD
ESTABLE

RMN cerebral
(27/06/19):
metastasis
cerebrales 'y

carcinomatosis
menigea

l 08/03/19 l l l l 30/05/19 l

DETERIORO
ESTADO GENERAL
(PS3)
INGRESO

20/06/19

1
25/02/19 | 18/03/19 9/04/19 29/04/19 22/05/19 10/06/19
i
_
HEPATITIS

Hepatitis C wvirus ARN-WVHC NOMN DETECTABLE
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* Cambio en el paradigma del tratamiento del cancer gracias a la aparicion de la

inmunoterapia

* Tratamiento estandar de primera linea en muchos tumores sélidos

* Ciertos grupos de pacientes han sido excluidos de los ensayos clinicos y en

ellos la evidencia cientifica es escasa

* El farmacéutico clinico oncohematoldgico, experto en medicamentos y
formado en inmunoterapia, integrado en el equipo multidisciplinar es clave
en la toma de decisiones en vida real
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Lymphocytes
Regulatory
CDS8T Cell B Cell T Cell CDAT Cell

] ‘_\\(I\ 20

CellCartoons.net
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