w @ I.l L=}

LU LT
1 L UL T
1 SRIIRAI] JIRRRTIRI I

LENFOMA VE HIV

Dog¢. Dr. Uluhan Sili

Marmara Universitesi
Pendik Egitim ve Arastirma Hastanesi
Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji AD

6-10-2016



OGRENiIM HEDEFLERI

HIV ile enfekte hastalarda lenfoma insidansi

Etkin ART’in lenfoma insidansi lGizerine
etkileri

Lenfoma tani ve tedavisi
Kemoterapi sirasinda ART yonetimi



HIV ve Maligniteler

Daha sik gorullr

Daha erken yasta ortaya cikar
Yuksek derecelidir

Tani aninda ileri evrededir
Nuksler siktir

Prognoz daha kotudur

British HIV Association guidelines for HIV-associated
malignancies 2014



HIV ve Maligniteler
I T

AIDS- Kaposi sarkomu 73,000
tanlmlay|C| Non-Hodgkin lenfoma 165
Skuamoz htcreli servikal karsinom 32
Skuamoz hicreli ano-genital karsinom 30-40
Prostat kanseri 12 -20
Hodgkin lenfoma 8-18
AIDS- Skuamoz hiicreli bas/boyun karsinomu 5-13
tan|m|ay|c| Multipil miyelom 5-7
o|mayan Losemi (AML, ALL) 5-7
Akciger kanseri 4-5
Beyin maligniteleri (lenfoma disi) 4-5

@ Testikliler kanser (seminom disi) 4-5

Hepatoselliler karsinom 3-4
Albany
Medical

College

Caring for the HIV-Infected Inmate: Malignancies and HIV Infection

::':'E;gh http://www.cumc.columbia.edu/dept/aetc/pdf/Resource_Prescribing_Physicians4.pdf




Cancer Burden in the HIV-Infected Population in the

United States

Meredith S. Shiels, Ruth M. Pfeiffer, Mitchell H. Gail, H. Irene Hall, Jianmin Li, Anil K. Chaturvedi, Kishor Bhatia, Thomas S. Uldrick,
Robert Yarchoan, James J. Goedert, Eric A. Engels

J Natl Cancer Inst 2011;103:753-762
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Annals of Internal Medicine ORIGINAL RESEARCH

Cumulative Incidence of Cancer Among Persons With HIV in

North America
A Cohort Study

Michael J. Silverberg, PhD, MPH*; Bryan Lau, PhD, MHS*; Chad J. Achenbach, MD, MPH; Yuezhou Jing, MS;

Keri N. Althoff, PhD, MPH; Gypsyamber D’Souza, PhD; Eric A. Engels, MD, MPH; Nancy A. Hessol, MSPH; John T. Brooks, MD;

Ann N. Burchell, PhD, MSc; M. John Gill, MB ChB, MSc; James J. Goedert, MD; Robert Hogg, PhD; Michael A. Horberg, MD, MAS;
Gregory D. Kirk, MD, PhD, MPH; Mari M. Kitahata, MD, MPH; Philip T. Korthuis, MD, MPH; William C. Mathews, MD, MSPH;

Angel Mayor, MD, MSc; Sharada P. Modur, PhD; Sonia Napravnik, PhD; Richard M. Novak, MD; Pragna Patel, MD, MPH;

Anita R. Rachlis, MD, MEd; Timothy R. Sterling, MD; James H. Willig, MD, MSPH; Amy C. Justice, MD, PhD;

Richard D. Moore, MD, MHS; and Robert Dubrow, MD, PhD, for the North American AIDS Cohort Collaboration on Research

and Design of the International Epidemiologic Databases to Evaluate AIDSt Ann Intern Med. 201 5:163:507-518.

Table 2. Crude Cancer Type-Specific Incidence Rates and All-Cause Death Rates, by HIV Infection Status, NA-ACCORD,
1996-2009

Event Persons With HIV Uninfected Persons
Persons, n Incidence Rate Persons, n Incidence Rate
per 100 000 per 100 000
Person-Years Person-Years
Kaposi sarcoma 612 130.4 3 0.2
Non-Hodgkin lymphoma 725 153.5 233 12.6
Lung cancer 614 129.3 839 454
Anal cancer 285 &0.1 22 1.2
Colorectal cancer 173 36.4 310 27.7
Liver cancer 220 446.3 201 10.9
Hodgkin lymphoma 159 335 36 1.9
Melanoma 78 16.4 268 14.5
Oral cavity/pharyngeal cancer 163 343 340 18.4
Death 17 534 3686.0 15 400 833.0

NA-ACCORD = North American AIDS Cohort Collaboration on Research and Design.



Figure 1. Cumulative cancer incidence for persons with HIV, by calendar era and cancer type with age as the time scale,

NA-ACCORD, 1996-2009.
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@'PLOS ‘ ONE

Cancer-Related Causes of Death among HIV-
Infected Patients in France in 2010: Evolution
since 2000

Marie-Anne Vandenhende'*??*, Caroline Roussillon'?, Sandrine Henard®,

Philippe Morlat’%?, Eric Oksenhendler®, Hugues Aumaitre®, Aurore Georget'?,
Thierry May®, Eric Rosenthal”®, Dominique Salmon®'?, Patrice Cacoub'""'2,
Dominique Costagliola’®'?, Geneviéve Chéne'?, Fabrice Bonnet'%, the ANRS EN20
Mortalité 2010 study group”

PLOS ONE | DOI:10.1371/journal.pone.0129550 June 17,2015



Table 1. Cancer-related causes of death.

Reported deaths
Cancer-related causes of death, n (%)
AlIDS-related, n (%)
Kaposi sarcoma
Cervical cancer
Hepatitis-related, n (%)
Hepatitis C
Hepatitis B
Hepatitis B and C
Non AIDS/non hepatitis related, n (%)
Respiratory

Lung

Ear, nose and throat
Digestive
Pancreas
Anal
Skin
Hodgkin's lymphoma
Other hemopathies
Breast
Central nervous system
Other and unknown®
Multiple®

Mortalité 2000

964

269 (27.9%)
149 (15.5%)
105 (10.9%)
40 (4.1%)

4 (0.4%)

17 (1.8%)

8 (0.8%)

7 (0.7%)

2 (0.2%)
103 (10.7%)
50 (5.2%)
44 (4.6%)

6 (0.6%)

6 (0.6%)

3 (0.3%)

6 (0.6%)

2 (0.2%)

12 (1.2%)

5 (0.5%)

3 (0.3%)

4 (0.4%)

12 (1.2%)

Mortalité 2005

1042

344 (33.0%)
134 (12.9%)
103 (9.9%)
25 (2.4%)

6 (0.6%)

37 (3.6%)
27 (2.6%)

6 (0.6%)

4 (0.4%)
173 (16.6%)
65 (6.2%)
53 (5.1%)
12 (1.2%)
13 (1.2%)
11 (1.1%)

11 (1.1%)
10 (1.0%)

9 (0.9%)

8 (0.8%)

7 (0.7%)

6 (0.6%)

33 (3.2%)

Mortalité 2010

728

262 (36.0%)
68 (9.3%)
53 (7.3%) ©
11 (1.5%)
4 (0.5%)
31 (4.3%)
19 (2.6%)
10 (1.4%)
2 (0.3%)
163 (22.4%)
78 (10.7%)
61 (8.4%)
17 (2.3%)
10 (1.4%)
7 (1.0%)
13 (1.8%)
3 (0.4%)

8 (1.1%)

7 (1.0%)

5 (0.7%)

2 (0.3%)
27(3.7%)

3 (0.4%)

p-value®

0.003
0.024
0.122
0.084
0.848
0.028
0.021
0.279
0.732
<0.001
0.004
0.040
0.056
0.342
0.282
0.073
0.065
0.473
0.602
0.647
0.530
0.029

The Mortalité 2000, Mortalité 2005 and Mortalité 2010 surveys, France.
#Comparisons between 2000, 2005 and 2010 adjusted on age and gender
®including 3 patients with both non Hodgkin lymphoma and Kaposi sarcoma

“See Appendix for details

9Multiple: anus+prostate, anus+lung, lung+breast

doi:10.1371/joumal.pone.0129550.t001
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Degisen Epidemiyoloji

* NHL maligneteler arasinda siklikta 1. sirada

 NHL 6lim nedeni olarak akciger kanserinden
sonra 2. sirada

 Erken ve kararli ART kullanimi artirilmali

— KS ve NHL gibi immun baskilanma veya kronik
enflamasyon sonucu olusan kanserlerden
korunmanin en iyi caresi

Silverberg MJ et al. 2015



Cancer: Screening Methods"

Problem
Anal cancer

Breast cancer

Cervical cancer

Colorectal cancer

Hepatocellular
carcinoma

Prostate cancer

Persons
MSM

' Women 50-70 years

f Sexually active women

Persons 50-75 years

Persons with cirrhosis
& Persons with HBV
irrespective of fibrosis
stage

Men > 50 years

Procedure

Digital rectal exam
+ anal cytology
Mammography

Liquid based cervical

cytology test

Faecal occult blood test

Ultrasound and alpha-
foetoprotein

Digital rectal exam
* prostate specific
antigen (PSA)

| Screening recommendations derived from the general population.
These screenings should preferably be done as part of national general
population-screening programmes. Although non-Hodgkin's lymphoma
has a higher incidence in HIV-positive persons than in the general popula-
tion, it is currently unknown whether it can be screened.
Careful examination of skin should be performed regularly to detect
cancers such as Kaposi's sarcoma, basal cell carcinoma and malignant

melanoma.

_Evidomofbomﬂt

Unknown; advocated by
some experts

| Breast cancer mor-

tality

| Cervical cancer
mortality

| Colorectal cancer
mortality

Earlier diagnosis allow-
ing for improved ability
for surgical eradication

Use of PSA is contro-
versial

Screening interval
1-3 years

1-3 years

13 years

1-3 years

Every 6 months

1-3 years

Additional comments

If anal cytology abnor-
mal, anoscopy

‘ Target age group should

include the 25 to 64
years at least. HPV test-
ing may aid screening

Flexible sigmoidsco-
py at 55-years is an
alternative

Pros: t early diagnosis.
Cons: overtreatment;
ambiguity about size

of | cancer-related
mortality

EACS European
5 | AIDS Clinical Society

EACS Guidelines 8.0



AIDS ile iliskili NHL

Sistemik NHL (>%80)
— Diffuiz biyiik B hiicreli lenfoma (DLBCL, =%75) W
— Burkitt ve Burkitt benzeri lenfoma (=%25) =»

Primer MSS lenfomasi (PCNSL, =%15) W

Primer efflizyon (veya viicut kavite) lenfomasi
(PEL, <%5)

Cogu yuksek dereceli, B lenfosit kokenli



To be or not to be HIV+,
that is no longer the guestion

Stefan K. Barta rox CHASE CANCER CENTER/TEMPLE UNIVERSITY HEALTH SYSTEM

BLOOD, 9 JULY 2015 - VOLUME 126, NUMBER 2

CLINICAL TRIALS AND OBSERVATIONS

AMC 048: modified CODOX-M/IVAC-rituximab is safe and effective for
HIV-associated Burkitt lymphoma

Ariela Noy,' Jeannette Y. Lee,” Ethel Cesarman,® Richard Ambinder,* Robert Baiocchi,® Erin Reid,® Lee Ratner,’
Nina Wagner-Johnston,” and Lawrence Kaplan,® for the AIDS Malignancy Consortium

'Department of Medicine, Memorial Sloan Kettering Cancer Center, and Weill Cornell Medical Center, New York, NY; University of Arkansas Medical
Center, Little Rock, AR; *Department of Pathology and Laboratory Medicine, Weill Cornell Medical College, New York, NY; “Department of Oncology, Johns
Hopkins School of Medicine, Baltimore, MD; ®Division of Hematology, Ohio State Medical Center, Columbus, OH; ®University of California San Diego,
Moores Cancer Center, La Jolla, CA; "Division of Oncology, Washington University School of Medicine, St. Louis, MO; and ®*Department of Medicine,
University of California San Francisco, San Francisco, CA



AMUC 048: modified CODOX-M/IVAC-rituximab is safe and effective for
HIV-associated Burkitt lymphoma

Ariela Noy,' Jeannette Y. Lee, Ethel Cesarman,® Richard Ambinder,* Robert Baiocchi,® Erin Reid,® Lee Ratner,’
Nina Wagner-Johnston,” and Lawrence Kaplan,® for the AIDS Malignancy Consortium

BLOOD, 9 JULY 2015 - VOLUME 126, NUMBER 2
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- | O HIV negatiflerinkine yaklasik oran (%72.8)
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Figure 1. Cumulative survival for all enrolled patients.



A new standard for
HIV-associated lymphoma

Andrew R. Rezvani STANFORD UNIVERSITY

BLOOD, 25 AUGUST 2016 - VOLUME 128, NUMBER 8

CLINICAL TRIALS AND OBSERVATIONS

Autologous hematopoietic cell transplantation for HIV-related
lymphoma: results of the BMT CTN 0803/AMC 071 trial

Joseph C. Alvarnas,' Jennifer Le Rademacher,? Yanli Wang,® Richard F. Little,* Gorgun Akpek,® Ernesto Ayala,®

Steven Devine,” Robert Baiocchi,” Gerard Lozanski,” Lawrence Kaplan,® Ariela Noy,® Uday Popat,'® Jack Hsu,'"
Lawrence E. Morris Jr,'? Jason Thompson,® Mary M. Horowitz,> Adam Mendizabal,® Alexandra Levine,'® Amrita Krishnan,’
Stephen J. Forman," Willis H. Navarro,' and Richard Ambinder'®

'Department of Hematology/Hematopoietic Cell Transplantation, City of Hope National Medical Center, Duarte, CA; “Center for International Blood &
Marrow Transplant Research, Medical College of Wisconsin, Milwaukee, WI; 3The Emmes Corporation, Rockville, MD; “Cancer Therapy Evaluation
Program, National Cancer Institute, Rockville, MD; *Greenebaum Cancer Center, University of Maryland Medical Systems, Baltimore, MD; ®*Department of
Blood and Marrow Transplantation, H. Lee Moffitt Cancer Center, Tampa, FL; "Department of Hematology, The Ohio State University—Arthur G. James
Cancer Center Hospital, Columbus, OH; ®Division of Hematology/Oncology, University of California, San Francisco, CA; “Division of Hematological
Oncology, Memorial Sloan Kettering Cancer Center, New York, NY; '°Department of Stem Cell Transplantation and Cellular Therapy, The University of
Texas MD Anderson Cancer Center, Houston, TX; ''Bone Marrow Transplant Program, University of Florida Health Cancer Center, Gainesville, FL; '*The
Blood and Marrow Transplant Group of Georgia, Northside Hospital Cancer Institute, Atlanta, GA; '*City of Hope National Medical Center, Duarte, CA;
"“National Marrow Donor Program, Minneapolis, MN; and '*Department of Oncology, Johns Hopkins School of Medicine, Baltimore, MD



OS and PFS for HIV-infected and noninfected patients.

©2016 by American Society of Hematology

A
Overall Survival
1.0 _
™
T vy L
=1,
- M“_ e -‘I_I—H“'
0.8 b o A o
‘““-}Nﬁ-
0.6 -
=
=)
<
Q0
e
Q.
0.4
0.2 1
- BMTCTN 0803 Estimate at Month 12: 87.3 % (95% CI: 72.1 %, 94.5 %)
- = = CIBMTR Controls Estimate at Month 12: 87.7 % (95% CI: 81.0 %, 92.2 %)
Hazard Ratio (95% Cl): 0.67 (0.30 - 1.50)
P-value =.33
0.0 Ll Ll L 1 Al 1 T Ll
0 3 6 9 12 15 18 21 24
Months Post Transplant
N at risk
BMTCTN 0803 40 39 39 37 33 33 32 30 22
CIBMTR Controls 151 147 134 120 98 67 63 58 41

Joseph C. Alvarnas et al. Blood 2016;128:1050-1058

¢ blood



w0 ",
§T ™ £ N
’ %
2 Ll : B
| 1
2 w0 : -
H .
104 : LN
; B/
3 \
; %
#"_ L e o TETRRRRt B Y ey ey e
127208 25 “ BT ™ T T P

0 by p—— —— A ———————
117 08 " ‘ ol Jos e CRAR I L LI S 1] )
Daps befors or alfler 5CT
?l“ al e
— 00 2— 1B
o Cx i Cr O e

CCR5 AA32 22
No AML
No HIV

,(‘;:;\ h: NEVWY ENGLAND

Hiitter G et al. N Engl) Med 2009;360:692-698. x\:g; JOURNAL of MEDICIN I

Davey Smith, MD, MAS, of UC San Diego AntiViral Research Center, presents "The Lastest on HIV
Cure Strategies," at AIDS Clinical Rounds
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KLINIGIMIZDE HIV ENFEKSIYONU ILE TAKIP EDILEN HASTALARDA SAPTANAN
MALIGNITELERIN RETROSPEKTIF DEGERLENDIRILMESI

: " KLIMIK 2016
Aysun Tekin, Uluhan Sili, Volkan Korten 30.YIL KURULTAYI
Marmara Universitesi Tip Fakiiltesi, Enfeksiyon Hastaliklan ve Klinik Mikrobiyoloji Anabilim Dali
Akut promelositik 19/ 428 (%4.4) hastada malignite
I6semi (n=1) 13/ 19 (%70) AIDS tanimlayici
Hodgkin lenfoma .
(n=1) NHL: 5 hasta
Kolorektal kanser HL: 1 hasta
(n=1)

Akciger
kanseri (n=1) Kaposi Sarkomu

(n=8)

Bazal hiicreli
karsinom (n=2)

Sistemik non-
Hodgkin lenfoma +
Kaposi Sarkomu
(n=1)

. AIDS tanimlayici kanserler

Diger kanserler

Primer merkezi
sinir sistemi Sistemik non-Hodgkin

lenfomasi (n=2) lenfoma (n=2)




M.A, 34e
C.C, 28e
H.0, 63e

H.U.S, 33e
H.C, 40e

E.K, 24e

Hodgkin lenfoma 15 ay 15 ay 331
NHL - Burkitt lenfoma 15 ay 15 ay 1131
NHL - Double hit lenfoma 14 ay 14 ay 193
enfomas,+ Keposisarkomy 2% 12 65
NHL - primer CNS DLBCL Es zamanl Yeni tani 84
NHL - primer CNS DLBCL  Es zamanli Yeni tan 170

var var 10 ay
var var 8 ay
var var b ay
yok var pasttn;s:'tem
var var 4 ay
var yok

* Hastalarin tiimiinde eksitus nedeni malignite progresyonu olarak degerlendirildi.

Tekin A et al. KLIMIK 2015




AIDS ile iliskili NHL
-Patogenez-

CD4 yikimi ile olusan immun baskilama sonucu
onkojenik virtslerin kontrol edilemeyisi

Kronik immuin aktivasyon = B lenfositlerde
hipermutasyon

HIV’in bir retroviris olarak genoma entegre
olusu

Deeken JF et al. 2012, Braoudaki M et al. 2011, Carbone A et al.
2005, Knowles DM et al. 2003, Bende RJ et al. 2009



HIV, onkojenik virisler ve lenfoma

Maligniteler iliskili virtisler
Kaposi sarkomu HHV-8

Diffiiz buiyiik B hiicreli lenfoma EBV

Primer effiizyon lenfomasi HHV-8

Multisentrik Castleman hastalig HHV-8

Primer beyin lenfomasi EBV

Hodgkin lenfoma EBV

Merkel hiicreli karsinom Merkel hiicre polyoma virusu
Anogenital kanser HPV

Hepatoseluler karsinom HBV ve HCV

Bas ve boyun kanserleri HPV

Leiomyosarkoma EBV




AIDS ile iligkili NHL
-Klinik Ozellikler-

Ovykii
e Sistemik NHL
— boyunda sislik
* LAP (sert, immobil veya az mobil, agrisiz)
— organ tutulumu: akciger, kemik iligi, GIS, KC, dalak

— midede siskinlik, erken doygunluk, karinda sislik, karin
agrisi, sag ust kadran agrisi ve sarilik

— B semptomlari (%60 - %80): ates, %10’un Uzerinde kilo
kaybi, gece terlemeleri

* Primer MSS lenfomasi
— bas agrisi, bulanik gorme, kas glicsuzligu, duyu kaybi,
kisilik degisikligi, depresyon, apati, konflizyon, hafiza
problemleri, kranyal sinir tutulumlari, nébet



AIDS ile iliskili NHL
-Ayirici Tani-

Sistemik NHL

enfeksiyoz monontkleoz
tuberkuloz

dissemine fungal
enfeksiyonlar

sarkoidoz
toksoplazmoz
kedi tirmig1 hastalig

multisentrik Castleman
hastaligi

Kaposi sarkomu

Primer MSS lenfomasi

* serebral toksoplazmozis

* sistemik lenfomanin
serebral tutulumu

* primer MSS lenfomatoid
granilomatoz (EBV)

* Anti-toksoplazma-IgG pozitif
hastada toksoplazmoz
tedavisi ver, yanitsizsa
sterotaktik beyin biyopsisi



AIDS ile iligkili NHL
-Klinik Ozellikler-

Laboratuvar
*tim LN biyopsisi, tutulan organlardan biyopsi
immun fenotipleme, akis sitometresi
*LDH, beta-2 mikroglobulin
*HBV ve HCV ko-enfeksiyonlari



AIDS ile iligkili NHL
-Klinik Ozellikler-

Goruntlleme

e toraks BT

—hilar ve/veya mediastinal
lenfadenopati

—plevral efflizyon
—kitle, lobar konsolidasyon
—plevral kalinlasma

e gastrointestinal BT

* MSS icin kontrastli kranyal
MRI

* FDG-PET

Kemik iligi aspirasyon ve
biyopsisi

Lomber ponksiyon
MSS tutulumu riski
*ileri evre
*artmis LDH
 ekstranodal hastalik
* MSS hastaligi belirtileri

* Paranazal sinis, meme,
renal, epidural, kemik veya
testikuler tutulum varsa



AIDS ile iligkili NHL
-Klinik Ozellikler-

Evreleme
* Ann-Arbor
* Ekstra-nodal tutulum siktir; genelde Ann Arbor evre -1V

* HIV enfeksiyonunun neden oldugu LAP timor evresini
oldugundan daha ileri gésterebilir

N B * _Diaphragm
l.',. level




AIDS ile iliskili NHL
-Tedavi ve Prognoz-

HIV ile enfekte olmayanlarla ayni esaslari icerir

Kdratif olmak hedeflenmelidir
— gecikilmemelidir (gerekli testler 1 haftada tamamlanmal)

Kemoterapinin amaci:
— remisyon induksiyonu
— morbiditeyi azaltmak
— lenfoma ile iliskili komplikasyonlari 6nlemek

llerlemis AIDS hastalarinda ko-morbiditeler ve firsatcl
enfeksiyonlar prognozu kotu sekilde etkiler

Prognoz HIV ile enfekte olmayanlara gore daha kotu



Table 4.2 International prognostic index for aggressive non-Hodgkin
lymphoma [30]

Score 1 for each factor present:
Age >60 years

Serum LDH > normal
Performance status >1
Stage Ill/IV

Extranodal site >1

Final IPI risk group

0 or 1, low risk;

2, low intermediate risk;
3, high intermediate risk;
4 or 5, high risk

HIV Medicine (2014), 15 (Suppl. 2), 1-92



Table 4.4 QOutcome of DLBCL according to IPI score in HIV-positive
patients (adapted from [32])

IPI risk group Complete responses to 3-year

(no. of patients) chemotherapy (%) survival (%)
Low (42) 63 64

Low intermediate (35) 64 64

High intermediate (13) 28 50

High (11) 13 13

HIV Medicine (2014), 15 (Suppl. 2), 1-92



British HIV Association guidelines for HIV-associated
malignancies 2014

NHL Ilk basamak 2. basamak Prognoz

DLBCL CcART/ frstg. prflks.* DHAP veya ICE SSS niiks riski 2-yr survival: %64 - %75
CHOP veya EPOCH HDT- oto KIT varsa profilaksi
CD20 (+) ise R-mab

BL cART/ frstg. prflks. DHAP veya ICE Hepsine SSS 2-yr survival: %52 - %88
CODOX-M/IVAC veya DA-EPOCH  HDT = oto KiT profilaksisi
CD20 (+) ise R-mab

PCNSL CART Ortanca sagkalim: 9 ay
yiksek doz MTXli KT
kranyal RT

PEL CART Ortanca sagkalim: 6 ay

CHOP-benzeri KT

e (CD4<200 hc/mm?3 ise PCP, CD4<50 hc/mm?3 ise MAC, azol ile fungi, rutin FQ 6nerilmiyor,
HSV profilaksisi

e TMP-SMX 960 mg haftada 3 kez, CD4 diizeyinden bagimsiz, KT bitisi +1 ay (Hoffmann C.
HIV Medicine 2015-2016)




CLINICAL TRIALS AND OBSERVATIONS

AMC 048: modified CODOX-M/IVAC-rituximab is safe and effective for
HIV-associated Burkitt lymphoma

Ariela Noy,' Jeannette Y. Lee,” Ethel Cesarman,® Richard Ambinder,* Robert Baiocchi,® Erin Reid,® Lee Ratner,”
Nina Wagner-Johnston,” and Lawrence Kaplan,® for the AIDS Malignancy Consortium

'Department of Medicine, Memorial Sloan Kettering Cancer Center, and Weill Cornell Medical Center, New York, NY; “University of Arkansas Medical
Center, Little Rock, AR; *Department of Pathology and Laboratory Medicine, Weill Cornell Medical College, New York, NY; “Department of Oncology, Johns
Hopkins School of Medicine, Baltimore, MD; ®Division of Hematology, Ohio State Medical Center, Columbus, OH; ®University of California San Diego,
Moores Cancer Center, La Jolla, CA; "Division of Oncology, Washington University School of Medicine, St. Louis, MO; and ®Department of Medicine,
University of California San Francisco, San Francisco, CA

BLOOD, 9 JULY 2015 - VOLUME 126, NUMBER 2

<> PCP: Ayda bir pentamidine 300 mg aerosolize
<> TMP/ SMX olabilir ama nétropeni riski var
<> HSV: Famsiklovir 250 mg PO BID
< Asiklovir veya valsiklovir olabilir ama notropeni riski var
<> MAC profilaksisi
<> tim CD4 <50/mm?3 olanlar: azitromisin 1200 mg haftada bir
<> Kinolon profilaksisi

<> notropeninin derinlik ve dngorilen sliresine, rituksimab kullanimina ve baslangictaki
immunkompromizasyon dlizeyine gore

< Or: KT’nin 8. giiniinde basla, 8 giin devam et, nétropenik ise uzatilabilir
<> Febril nétropeni

<> aminoglikozidleri nefrotoksisite riski nedeniyle kullanma

<> yliksek doz metotreksattan sonra 7 giin slire AG kullanma



Hangi ART, ne zaman?

ART ile NHL prognozu ciddi oranlarda iyilesmistir

Sagkalim, hastaliksiz sagkalim, KT’ye yanit oranlari,
KT’ye katlanilabilirlik A\

Immin derlenmenin kansere toleransi tersine
cevirmesi

— Sadece ART ile gerileyen NHL

ART baslandiktan sonra ortaya ¢ikan NHL

— Insidans hizi ART’nin ilk 6 ayinda en yiksek (Yanik EL et al.
2013)

Hoffmann C. HIV 2015/16 www.hivbook.com



Hangi ART, ne zaman?

* Lenfomali tim hastalara ART baslanmali,
mumkuinse kesilmemeli
— Istisnalar olabilir
* otolog KIT dncesi

* CD4 sayisi iyiyse EPOCH’un ilk 2 donglisiinde
 ciddi mukozit, bulanti, kusma = emilim sorunu varsa



The Rising Challenge of Non-AIDS-Defining
Cancers in HIV-Infected Patients

John F. Deeken,' Angelique Tjen-A-Looi,” Michelle A. Rudek.® Catherine Okuliar,® Mary Young? Richard F. Little,®
and Bruce J. Dezube®

Divisions of 'Hematology/Oncology, “Infectious Disease, and *Internal Medicine, Georgetown University Medical Center, Washington, DC; “The Sidney
Kimmel Comprehensive Cancer Center at Johns Hopkins, Baltimore, and °Clinical Investigations Branch/CTEP, National Cancer Institute, Bethesda,
Maryland; and ®Department of Medicine (Hematology/Oncology), Beth Israel Deaconess Medical Center, Harvard Medical School, Boston,

Massachusetts
HIV/AIDS o CID 2012:55 (1 November) o 1231

Table 2. Highly Active Combination Antiretroviral Therapy
Agents That Cause Common Chemotherapy-Related Side

Effects [81]

Human Immunodeficiency Virus
Adverse Reaction Antiretroviral Agents
Myelosuppression Zidovudine
Neuropathy Didanosine, stavudine
Nephrotoxicity Tenofovir, indinavir
Nausea/Emesis All protease inhibitors, zidovudine,

didanosine

Diarrhea Nelfinavir, lopinavir
Hepatoxicity All nonnucleoside reverse

transcriptase inhibitors, all
protease inhibitors, and all
nucleoside reverse
transcriptase inhibitors




Table 3. Select Metabolizing Enzymes and Transporters, Highly Active Combination Antiretroviral Therapy, and Chemotherapy [80, 81]

Enzyme HAART Inhibitor HAART Inducer Chemotherapy

CYP3A4  Delavirdine, ritonavir, amprenavir, atazanavir, Nevirapine, Paclitaxel, docetaxel, erlotinib, sunitinib, sorafenib, etoposide,
indinavir, lopinavir, nelfinavir, saguinavir efavirenz vincristine, vinblastine, vinorelbine, cyclophosphamide

CYP2C9  Efavirenz, ritonavir Cyclophosphamide

CYP2C19 Efavirenz, amprenavir Cyclophosphamide, ifosfamide, thalidomide

CYP2D6  Ritonavir Tamoxifen

CYP2B6  Efavirenz, nelfanivir, ritonavir Nevirapine Cyclophosphamide, ifosfamide

CYP2E1 Ritonavir Etoposide, dacarbazine

UGT1A1  Atazanavir Irinotecan

Abbreviation: HAART, highly active combination antiretroviral therapy.

* ART KT etkilesimi

— Integraz inhibitorleri
— CCR5 antagonisti (Maraviroc)



OLGU

* 63 vyas, erkek, emekli gemi calisani, evli, 2
cocuklu

* Dis merkezde uzamis ates, yaygin vucut
agrisi, servikal ve aksiller beze nedeniyle
tetkik edilirken HIV tanisi konuyor

* Tani aninda kolay kanamasi (dis eti ve
burundan) var

— Plt 51700



ART Baslaniyor

CD4 %16 (193 hc/mm?3)
HIV-RNA: 62688 kopya/mL
ART: Truvada 1 X 1tb po + Kaletra2 X 2 tb po

HIV-RNA

— ART 3. ay: <261 IU/mL

— ART 9. ay: <saptama esigi

CD4

— ART 13. ay: 785 hc/mm3 (+ 593 hc/sene)

Trombosit
— ART 6. ay: PIlt 145000




Noropati ve Bel Agrisi

* ART 14. ay
— Cift gobrme sikayeti ile geliyor

— 1 aydir yuz sol alt yarisinda uyusma, her iki kulakta
ugultu, hafif mide bulantisi, arada gelen bas agrisi

— 15 gundur belden her iki uyluk arka ytzine yayilan
siddetli agri

— Sag abdusens palsisi, solda silik nazolabial sulkus

* Dis merkez Enfeksiyon Hastaliklari servisine
yatiriliyor



Tetkikler

Na 137 mmol/L K4.3 mmol/L Ca10.1 mg/dL

BK 7250 Ne %62.3 (4520) Lenf. %21.9 (1580)
Hb 8.9 Htc26.8 PIt 133000

ESR 81 mm/saat CRP X6

ALT8 U/L AST 17 U/L TB 0.97 mg/dL
BUN 31 mg/dL  kreatinin 1.5 mg/dL
PT13.1 INRO.99

Protein 6.8 g/dL Albumin 3.6 g/dL
LDH 1885 U/L (N=125-220)



Lomber Tutulum

Rose Bengal (-) VDRL(-)

BOS

— 5 hc/mm?3

— glukoz 95/194 (%48) mg/dL

— protein 60 mg/dL

BOS’ta tuberkiloz PZR ( - )

Kranyal MRG: kitle, apse, infarkt yok

Lomber MRG

— Tdm lomber vertebralarda yaygin hipointens alanlar

— L4 vertebra spinoz procesini destrikte eden ve spinal
kanali daraltan =3 cm boyutunda timoral kitle

— Oneri: PET-CT



B4

PET-CT

e sag aksiller 4.5 cm capinda
hipermetabolik LAP

* sag 6. kosta posterolateralinde
plevral yerlesimli FDG (+) timoral
lezyon

e karaciger domu dizeyinde
diyafragmatik ytuzeyde FDG (+)
lezyon

* kemik iliginde kismen heterojen
karakterde hipermetabolik gbérinum

* LENFOMA? '.

— Oneri: sag aksilladaki LAP’dan
histopatolojik inceleme ve kemik
iliginden biyopsi



Aksiller LAP Biyopsisi

* Tani: diffuz buyuk B

hiicreli lenfoma

— Yuksek dereceli non-Hodgkin
lenfoma

— CD20 diffuz pozitif

— Bcl-2 ve Bcl-6 pozitif

— Ki-67 proliferasyon indeksi >%95
— EBV negatif

e Kemik iligi
— Her Uc seride kesintisiz

maturasyon gosteren
hiperselltler kemik iligi

— kemik iliginde lenfoma
infiltrasyonu saptanmamistir

inPractice

Management ol AIDS-Defining Cancens



Rituximab in combination with chemotherapy versus
chemotherapy alone in HIV-associated non-Hodgkin lymphoma:
A pooled analysis of 15 prospective studies American Journal of

Hematology

Jorge J. Castillo™ and Ignacio A. Echenique Volume 57, lssue 3, pages
330333, March 2012
Study name Statistics for each study Odds ratio and 5% CI
Odds Lower
ratio limit  limit Z-Value p-Value
CHOP 1050 0711 1551 0245 0808
CDE 2330 11898 4532 2492 0013 L 3
EPOCH 1.103 0310 3918 0151 0880
1304 0787 2468 1139 0255 I

Overall response 01 02 05 1 2 5 10
Favors chemo Favors R-chemo
Study name Statistics for each study Odds ratio and 95% CI

Odds Lower Upper
ratio limit limit Z-Value p-Value

COE 2900 1531 5493 3267 0.001
EPOCH 1.008 0388 2621 0016 0987
1660 0975 2824 1868 0.082

CHOP 1420 1042 1934 2223 0026 ‘

]

Complete response 01 o2 s 1 2 5 10
Favors chemo Favors R-chemo
Study name Statistics for each study Odds ratio and 85% ClI

Odds Lower Upper
ratio limit flimit Z-Value p-Value

2192 1678 2864 5757 0000

CHOP 2370 1720 3248 5364 0.000
CDE 19860 1082 3617 2153 0031
EPOCH 1500 0620 3630 0899 0368 I -

.

2-year overall survival “ a2 “ 1 2 s w

Favors chemo Favors R-chemo



British HIV Association guidelines for HIV-associated /
| malignancies 2014

4. NHL: systemic AIDS-related diffuse
large B-cell Lenf. mphoma (DLBL)

Treatment
o Start cART, opportunistic infection prophylaxis and chemotherapy (1B)

e First-line chemotherapy as for HIV-negative patients
« CHOP or EPOCH

e Add rituximab (1B) for CD20+ NHL

« If CD4 <50 cells/ml, close monitoring advised, OI prophylaxis, G-CSF and
prompt OI treatment
o If high risk of CNS relapse (high LDH, extranodal disease and high-risk
sites involved)

» CNS prophylaxis (intrathecal (IT) and/or IV methotrexate) as for HIV-
negative patients (1C)

British HIV Assuciation

B A



Kemoterapi

 Hematoloji
— “R-EPOCH”

— Rituksimab ile birlikte
* etoposid
* prednizon
* vinkristin
* siklofosfomid
* doksorubisin

— intratekal metotreksat ile MSS profilaksi



Tartisma

e Hasta Truvada + Kaletra altinda
e ART ?7??




ART ilac¢ Etkilesimleri

* Medscape
* UpToDate- Lexicomp
e University of Liverpool

— R-EPOCH vs Truvada/Stocrin (efavirenz)
— R-EPOCH vs Truvada/Kaletra (lopinavir/ritonavir)
— R-EPOCH vs Truvada/Isentress (raltegravir)



®,© These drugs should not be coadministered
O, Potential interaction — may require close m
< % Noclinically significant interaction expectec
+ < There are no clear data, actual or theoretic:

n/a Data not available

www.hiv-druginteractions.org

Cyclophosphamide
Doxorubicin

Vincristine

Prednisolone



Olgu- Ozet

HIV 62688 HIV negatif

CD4 193 CD4 785

Truvada Truvada

Kaletra Isentress

€= 6.2013 7.2014 26.9.2014 = 17.10.2014 - 8.11.2014

63 yas, E

uzamis ates NHL

agri

LAP :

ITP -
; kontrol
{

PET

o7,
| Progrese

el ve ayaklarda yanma ve
karincalanma
Noroloji/EMG: polinéropati
Hematoloji: vinkristin toksisitesi



Olgu- Ozet

HIV <20 HIV <20 HIV 56
CD4 135 CD4 %15 (66)
Truvada
Isentress
<= 25.11.2014 11.1.2015 == 26.01.2015 = 07.02.2015 = 02.03.2015 === 17.03.2015 =>»
febril notropeni EXITUS
solunum
pnomoni kat.-kayn. KDYE kat.-kayn. KDYE ——
ESBL* K. pneumoniae ESBL* K. pneumoniae

(sekresyon

- C. krusei fungemisi - aspirasyonu)
TMP-SMX

metilprednisolon

seftriakson
klaritromisin

HIV tanisindan 2 yil 3 ay
ART baslanmasindan 1 yil 9 ay
NHL tanisindan 6 ay
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Lenfoma ve HIV

HIV ile enfekte hastalar NHL ve HL acisindan risk
altindalar

NHL artik en sik gorllen AIDS tanimlayici
malignite

lleri evre, B semptomlari ve ekstranodal tutulum
Sagkalim HIV-negatif hastalarinkine yaklasmakta
Tedavide kur hedeflenmeli

KT ile etkilesmeyen ART baslanmali

Profilaksilere dikkat edilmels

Literatur yakindan takip edilmeli
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