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Males  Females

Prostate 217,730 28% Breast 0700 26%

Lung &bronchus 116,750~ 18% Lung & bronchus 105,770 14%
Colon &recum 72090 9% Colon & rectum 10460 10%
Urnarybladder 52760 7% Uterine corpus 13410 6%
Melanomaof theskin -~ 38870 5% Thyroid 33930 5%
Non-Hodgkin ymphoma 35,380 4% Non-Hodgkin lymphoma 30,160 4%
Kidney &renalpelvis 353710 4% Melanoma of the skin 29260 4%
Oral cavity & phanynx 25,420 3% Kidney & renal pelvis 2810 3%
Leukema 24690 3% Ovary 21660 3%

Pancreas 21910 3% Pancreas A0 3

AllSites 789,620  100% All Sites 739.940  100%




(Turkiye, 2004-2006)

Akciger %27.0 %23.8 Meme
Prostat %10.9 %7.9 Kolorektal
Mesane % 8.2 %6.3 Tiroid
Kolorektal % 7.0 %5.0 Uterus
Mide % 5.9 %5.0 Akciger
Larinks % 3.9 %4.8 Mide
NHL % 2.6 %3.8 Over
SSS % 2.2 %3.0 Serviks
Bobrek % 1.8 %3.0 NHL
Pankreas % 1.9 %2.6 SSS
TUm % 100 %100 TUm

*Bu veriler tlke nifusunu temsil eden (% 20) 8 ile ait olgulardan olusmaktadir.

T.C. Saghk Bakanhgi Kanserle Savag Dairesi Bagkanhgi



Edinsel Immiin Yetmezlik Sendromu
(AIDS)

1981-AIDS tanimlandi
— Kaposi Sarkomu (KS) vakalarinda artis
— Erkeklerle seks yapan genc erkekler
1982-Centers for Disease Control (CDC)
— AIDS tanimina malignensilerde dahil edildi

e« KS

* Primer santral sinir sistemi lenfomasi (PSSL)
1987-CDC tarafindan non-Hodgkin’s lenfoma eklendi
1992-Servikal Karsinom tanima eklendi
1997-Kombinasyon HAART tedavisi standart oldu




Patogenez

Immunsipresyon
HIV onkojenik virus?

HIV viral genomu HIV-iligkili B htcreli NHL bazi

vakalarda tespit edilmistir.

HIV tat gen proteini KS icin buyume faktoru

olarak rol oynar




Patogenez-Virusler

EBV- HL, Nazofarenks, Burkitt

HPV- Serviks, orofarinks, penis, anal
HHV-8, KS

HBV- HCC, lenfoma

HCV- HCC, lenfoma.




HIV-HAART

1996 HAART
1996-2005 HIV iliskili mortalitede 5X

Tedavi amaci kronik hastalik idamesi ve

korunmasi

Firsatci infeksiyonlar HAART tedavi
yaklasimindan sonra nadir

HAART tedavisi kullanan hastalarda primer
mortalite sebebi kanser

Persad GC, et al. J Clin Oncol. 2008:26:1027-32.
Lohse N, et al. Ann Intern Med. 2007:146:87-95.




AIDS Tanimlayicit Malignansiler
(ADMs)

Kaposi sarkomu
Invaziv Servikal Kanser
Non-Hodgkin lenfoma

Diflz Buyuk B Hucreli lenfoma (DLBCL)
— Burkitt lenfoma (BL)

— Immunoblastik lenfoma

— Primer santral sinir sistemi lenfomasi




HAART Tedavisi Oncesi vs Sonrasi
Kanser Insidans Oranlari

Adjusted incidence rate Rate ratio (RR) for 1997 through 1999
per 1000 per year (No.) versus 1992 through 1996

CANCER TYPE 1992 through 1996 1997 through 1999 RR (SE) RR ({99% CI)

Kaposi's sarcoma 15.2 (1489) 4.9 (190) 0.32 (0.03)
NMon-Hodgkin's lymphoma 6.2 (623) 3.6 (134) 0.58 (0.06)
Hodgkin's disease 0.5 (38) 0.4 (12) 077 (0.26)
Cancer of the uterine cervix 1.1 (19) 2.1(17) 1.87 (0.65)
Other cancers 1.7 (128) 1.7 (54) 0.96 (0.16)

Cerebral lymphoma 1.7 (138) 0.7 (24) 0.42 (0.09)
Immunoblastic lymphoma 3.0 (2486) 1.7 (54) 0.57 (0.09)
Burkitt's lymphoma 0.3 (26) 0.4 {13) 1.18 (0.41)

Appleby P. J Natl Cancer Inst. 2000;92:1823-30.




AIDS Tanimla Malignansiler
(NADMSs)

« HAART genel sagkalim oranlarina olumlu
katkl saglamistir

— KS ve NHL insidansi azalmistir
e HIV hastalarinin %30 — 40 malignansi
gelistirebilir

o Artmis yasam beklentisi = Artmis yasam
boyu kanser riski

Hessol NA, et al. Am J Epidemiol. 2007;165:1143-53.
Herida M, et al. J Clin Oncol. 2003;21:3447-53.




Potansiyel Risk Faktorleri

CD4 dusuklugt sart deqil
Uzun yasam (>40 yas)
Antiviral tedavide kesintiler

Yasam stili (cinsel aligkanliklar, sigara, glnese isigina
maruziyet)

Diger onkojenik viruslerle enfekte olmasi
Allesel kanser oykusu
Karsinojenlere maruziyet (ttttn tridnleri gibi)

Genomik insitabilitede artis (microsatellite degisiklikler)




14.210 Erigkin AIDS Hastasinda
NADMs Insidansi (1990-2000)

Kanser Tipi GOzlenen Beklenen P
NADMs Toplam AXS Y 268.2 <0.0001
Oral kavite/ farinks 37 18 0.0001
Anls 79 6.4 <0.0001
Karaciger 23 10.2 0.0008
Akciger/Larinks 86 51 <0.0001
Melanom 36 17.6 0.0002
HL 69 7.8 <0.0001

Hessol NA, et al. Am J Epidemiol. 2007;165:1143-53.




HIV Hastalarinda Kanser - iligkili Mortalite
The French ‘Mortalite 2000’ Survey

Malignansi

Toplam 6ltm

AIDS Tanimli
— NHL
— SSS lenfomasi
— Kaposi Sarkomu
— Servikal

AIDS Tanimli Degil
— Solunum Sistemi
— HCC
— Anal Kanal
— HL

n (%)
269

149 (55)
78 (29)
27 (10)
40 (15)
4 (1)
120 (45)
50 (19)
19 (7)

6 (2)

12 (4)

Ortanca CD4 Sayimi
110
60
86
20
22
447
186
262
157
137

86
Bonnet F, et al. Cancer. 2004;101:317-24.




Kaposi Sarkomu

« En sik ADM
— 66.200 vaka Dunyada 2002
—58.800 vaka (sub-Sahara Afrika)

« KS
— HAART tedavisi oncesi 100.000 X -
— HAART tedavi sonrasi 3.600 X -

« KS hastalarin KS-iligkili herpes virusleri ile
koinfeksiyonu

- KS HV / H HV8 Nasti G, et al. J Clin Oncol. 2003;21:2876-82.

Dittmer DP, et al. Curr Opin Oncol. 2007;19:452-7.




Prognostik Belirtecler

AIDS Klinik Calisma Grubu 1988

— HAART Tedavisi Oncesi Evreleme Sistemi

« lyi Risk vs Kot Risk

T: TUamor yayilimi

— Ciltle sinirhi vs lenf nodu sinirli

I: Immiin sistem durumu

— CD4 sayimi > vs < 200 htvre/microliter

S: Eslik eden hastalik

— Karnofski skoru > vs < 70%

— Firsatcl infeksiyonlar (Ol)

Nasti G, et al. J Clin Oncol. 2003;21:2876-82.




Sagkalim Icin Prognostik Faktorler

Univarigte® Mulivariotet

Factor No. of Patients§ ~ HR 95% Cl X P HRT 05 (1

Tumor exfension
/5 l l
139 270 1310636 725 07 259 1250338 6.2
Immune] system sotus
>100 (D4 2 1 1
<100 113 L1 1130395 549 02 161 08410310 203
Sysemic diseose ¥
l l
231 1320428 829 004 210 1140388  d.0

¥ Pulmoner hastaligi olanlarda anlamli olarak sagkalim daha kot
* Cox proportional hazards model ile belirlendi
T Cox propotional hazards model ile belirlendi




KS Tedavisi

« HAART tedavisi basla
— HAART tedavisi aliyorsa rejimi degistir
— HAART

« HAART tedavisi genel sagkalimi uzatir

— T CD4 T-hucre toparlanmasini saglayarak

HHV8 karsi korur
HIV replikasyon supresyonu

Direkt anti-angiogenik etkisi

e Proteaz inhibitorleri

Di Lorenzo G, et al. Lancet Oncol. 2007:8:167-76
Tam HK, et al. Int J Cancer. 2002;98:916-22.




Lokal Tedavi

« Radyoterapi

— Semptomatik lezyonlar palye eder veya kosmetik
gorunumu duzeltir

— Yeni lezyonlarin olusmasini 6nlemez
e Topikal %0.1 alitretinoin jel

— Plasebo ile karsilastirildiginda tedaviye yanit suresini
uzatir (Faz Ill)

— Yaniticin 4 -8 hafta beklenenbilir
e Intralezyonel vinblastine

— %70 lezyonlarda gerileme

Di Lorenzo G, et al. Lancet Oncol. 2007.
Walmsley S, et al. J Acquir Immune Defic Syndr. 1999




Sistemik Tedavi

ORR CR,(n) PR,(n) P

N =285 Liposomal Doxorubicin 46% 1 60
No prior (20 mg/m?) vs ABV Q2 wks Vs
chemo

25% 0 31
N =241 Liposomal Doxorubicin 59% 7 64
No prior (20 mg/m?2) vs BV Q3 wks VS <0.001
chemo + single agent ARVs 23% 1 27
N =54 Liposomal Doxorubicin
No prior (20 mg/m?) + HAART 82% 14 30
chemo Q2 wks
N = 29; with Paclitaxel
or w/o chemo 135-175 mg/m? Q3 wks 1% 1 18
N =107; Paclitaxel + HAART
chemo
N =12; failed Docetaxel + HAART 1
prior chemo 42% 0

25 mg/m? weekly (SD 2)




Gelecekteki Tedaviler

e Angiogenez inhibitorleri
— Thalidomide %47 RR (Faz Il)
— Bevacizumab
e Tirozin kinaz inhibitorleri
— Imatinib etkin
e Calismalar devam ediyor

e Sorafenib veya sunitinib?

Di Lorenzo G, et al. Lancet Oncol. 2007:8:167-76.




AIDS-Tanimli B-Hucreli Lenfoma

Heterojen bir grup
~ 90% diffGz buyuk B-htcreli ve Burkitt's lenfoma
» Insidansi 100X - normal populasyona gore

* AIDS olmayan hastalarla eslestirildiginde Hastalik
riski daha yuksek

« Immiinkompetan hastalara gore sagkalim daha

kKisa

Mounier N, et al. Br J Haematol. 2006;136:685-98.




Virusler ve Lenfoma

Virls ve Lenfoma Primer Virtsin Roll Diger Faktorler
mekanizma

B-cell lymphoproliferative | EBV Direkt immiinkompramize

PSSL EBV [ligkili olabilir immiinkompramize

Burkitt's lenfoma C-MYC Kofaktor Plasmodium Falciparum
activation infeksiyonu

Hodgkin’s lenfoma Bilinmiyor Bilinmiyor Mikst seltler ve lenfositten

fakir

T-hicreli lenfoma EBV Bilinmiyor Asya'da sik

Adult T-cell HTLV-1 Direkt (nadir) Muhtemel genetik veya

Ldsemi / lenfoma cevresel

Primer eflizyonal KSHV Direkt iligkili olabilir AIDS hastalarinda EBV ile

B-hiicreli lenfoma koopere olabilir

Castleman’s hastaligi KSHV Direkt iligkili olabilir AIDS

Pagano JS. N Engl J Med. 2002;347:78-9.




AIDS Tanimli Lenfomalar

HIV hastalarinin ge¢c doneminde gorullr
Risk faktorleri

— Dustk CD4 hicre sayisi

— Yuksek viral yuk

— lleri yas
Tani aninda genellikle ileri evredir

— B semptomu

— Ekstranodal hastalik

— Kemik iligi tutulumu

Optimal yaklasim hentiz standart degildir

Mounier N, et al. Br J Haematol. 2006;136:685-98.




Kemoterapl ve HAART

« HAART tedavisi sagkalimi uzatir
— Firsatci infeksiyonlari azaltir
— CD4 sayimini artirir

— Prognozu olumlu yonde etkiler

WeissR, et al. Cancer. 2006;106:1560-8.




Kemoterapl ve HAART

 Kemoterapi sirasinda HAART tedavisine ara

veriimeli mi?
« Kemoterapi doz intensitesi azaltilmali mi?

o Artmis toksisite vs kemoterapi faydasi?

WeissR, et al. Cancer. 2006;106:1560-8.




Kemoterapi ve HAART

0S
Median

Study Regimen Histology N HAART CR

Lile,  EPOCH  DLBC 79% \ 60%
2003  Doseadusted  BL18% o0  Delayed  74% g3 ontns)
45%
55 NRTIs+Pl 44% 100
Sparano, CDE DLBC 78%
2004 ) BL 22% o
0
43 ddl AT%

Weiss, DLBC 85% 50%

0
2006  “MOP plqqy 72 HAART  63% o6 mon

-
*Kemoterapi tamamlanana kadar HAART tedavisi ertelenmis

Sparano JA, et al. J Clin Oncol. 2004;22:1491-500 Little RF, et al. Blood. 2003;101:4653-9,
WeissR, et al. Cancer. 2006:;106:1560-8.




Standard vs High Risk

Risk Faktorleri

CD4 <50/mcL, WHO PS >2, AIDS tanimlayici Ol

4 )
Standart RISK
\ 0 veya 1 risk faktoru
N =48
CHOP + - S
HAART
N =72 p ~
Yuksek RISK
/ 2 Veya 3 risk faktoru
N =24
\ J

4 )
CR = %79
Ortanca Sagkalim
+47 ay
o J
4 )
CR =% 29
Ortanca Sagkalim
7.2 ay
o J

WeissR, et al. Cancer. 2006;106:1560-8.




Tedavi lligkili Toksisite
Fayda vs Risk

Study Regimen N

Little, EPOCH 39
2003 Dose adjusted

HAART Ols TRM P-value

Delayed* 0% 0%  —

CDE 64 HAART 8% 0%
szaur;nn, mﬂm (0.013)
48 ddl 19% 10%
WelsS.  CHOP 72 HAART 0% 1%
2006 B

Little RF, et al. Blood. 2003;101:4653-9; Sparano JA, et al. J Clin Oncol. 2004;22:1491-500;

WeissR, et al. Cancer. 2006:;106:1560-8




Lenfosit Toparlanmasi

CDE kemoterapisi sonrasi 2-yil Takip (N =68)

Bower M, et al. Blood. 2008;111:3986-90.



Rituximab Eklenmesi.....

Study Regimen N CD4 Histology HAART IPI CR

i High + High
Median Intermediate
Szr;]i{r}l; - REDE 74 e CUMes28% 57% 70%
Continuous 0
Phase |l infusion DLBC 78%
Kaplan, R-CHOP 99 130 Burkitt's 9% 43% 50%
2005 VS DLBC 80% 100%
(AMC010)  cHop 51 147 ° 53%
Boué, Burkitt's 26%
2006 R-CHOP 61 172 . 69% 48%
Phase Il RIS S
Ribera,
2008 R-CHOP 81 158 DLBC 100% 100% 45%
?hase I

AMC = AIDS-Malignancy Consortium Trial 010

Spina M, et al. Blood. 2005;105:1891-7; Boué F, et al. J Clin Oncol. 2006;24:4123-8;
Kaplan LD, et al. Blood. 2005;106:1538-43; Ribera JM, et al. Br J Haem. 2007; 140: 411-19.




Rituximab Eklenmesi.....

Median Neutropenia

Regimen
0sS Grade 3-4
Spina, R-CDE, -
2005 Continiove 70% 264 f;; 78% 14% 10%

Phase Il infusion y

Kaplan R-CHOP 57.6% 139 wks 62% 8% 14%
A;g“; 0 ve 47% 110 wks 48% 0 29
( ) CHoP _ _ _

(P=0.147)  (P=0.67) (P=0.11)  (P=0.096) (P=0.035

Boue,
2006 R-CHOP 77% ,: T:';; 33% 3% 3%
Phase Il
Ribera, .
2008 R-CHOP 69% ; ;ﬁ‘;; 49% 13% 11%
hase ll

Spina M, et al. Blood. 2005;105:1891-7; Boué F, et al. J Clin Oncol. 2006;24:4123-8;
Kaplan LD, et al. Blood. 2005;106:1538-43; Ribera JM, et al. Br J Haem. 2007; 140: 411-19.




Rituximab Ozet;

Rituximab etkin ve kolay kullanilabilir
— TUmOr cevabil lyi

— Lenfoma iligkili 6limler azaltir
Dikkatli hasta sayimi

— CD4 sayimi >100 /mm3

CD4 sayimi <50 /mm3

— Rituximab ONERILMEZ

Daha cok faz Ill veriye ihtiyac var




Rituximab-Viral Enfeksiyonlar

e N=64

B-Hucreli Lenfoma

Rituximab sonrasi viral enfeksiyon tanisi
— 5.0 ay (range: 1 — 20).

En sik bildirilen viral enfeksiyonlar
— HBV (%39.1, n=25),

— CMV (%23.4%, n=15),

—VZV (%9.4%, n=6),

— Diger (28.1%, n=18).

Aksoy S, Rituximab-related viral infections in lymphoma patients Leukemia & Lymphoma, 2007; 48(7): 1307 — 131




Table I. Rituximab-related wiral infections, fregquencies, and
outcomes.

Outcome Frequency,
(died/alive) 7z (%) Reference

Hepatitis B virus 13/12 25 (39.1) 2,11 —30]
Cyvrtomegalovirus 2/13 15 (23.4) [4,7.31 —36]
Varicella-zoster virus 2/4 6 (9.4) [7,.36 —38]
Echowvirus 0/3 3 (4.7) [36,39,40]
Influenza A wvirus 0/2 2 (3.1 [36]
Parvovirus B19 0/2 2 (3.1) [41.42]
Respirartory syncyunal 1/1 2 (3.1) [23.31]

virus
West NNile virus 2/0 2 (3.1) [6,43]
Cyromegalovirus and 1/0 1 (1.6) [44]

BIK papovavirus
Enterovirus 1/0 1 (1.6) [5]
Hepatinis C wvirus 1/0 1 (1.6) [22]
Herpes simplex virus 1/0 1 (1.6) [45]
JC papovavirus 1/0 1 (1.6) [7]
Varicella-zoster virus 1/0 1 (1.6) [7]

and cytomegalovirus
Varicella-zoster virus 0/1 1 (1.6) [7]

and JC papovavirus
Total 26/38 64 (100)




Rituximab iligkili viral infeksiyonlar

Mortalite

e Genel: %40
—HBV %50

- CMV %13

Aksoy S, Rituximab-related viral infections in lymphoma patients Leukemia & Lymphoma, 2007; 48(7): 1307 — 131




Burkitt’'s Lenfoma

Tani aninda genellikle CD4 >100 /mm3
Cogunlugu ileri evrede basvurur

SSS tutulum riski yuksek

HAART tedavisi sagkalimi degistirmedi

— Ortanca genel sagkalim 6 ay (CHOP benzeri
rejimlerle)

— Daha yogun rejimlere ihtiyac var
CD4 cutoff ?
—>100 vs <100 /mm3




Burkitt’s Lenfoma

Study Regimen N CD4 HAART CR oS
Cortes, 0 0 48% at
2002 HyperCVAD 13 77 64% 9% 5 o
V;ggg CODOX-M/IVAC 14 149 43% 63% NIR
Oriol, 43% at
2003  PETHEMA-LAL3 14 420 0% 1% e
- Rituximab + 0
?_,’(;gk GMALL, B- 19 NR  100% 84% 27 E :’a?;
ALL/NHL2002 y

*Veriler HIV pozitif hastalar i¢in sunulmustur

Cortes J, et al. Cancer. 2002;94:1492-9; Wang ES, et al. Cancer. 2003;98:1196-205.
Oriol A, et al. Haematologica. 2003;88:445-53; Oriol A, et al. Cancer. 2008.




Burkitt’’'s Pre- ve Post-HAART

Pre-HAART Survival

Survival Distribution Function

Survival (months)

—

Post-HAART Survival

DLCL

Survival Distribution Function

40
Survival (months)

Lim ST, et al. J Clin Oncol. 2005:23:4430-8.



Meningeal Tutulum

e Kotu prognoz
— SSSrelapsi icin yuksek risk
o Profilaksionerilir
— Kucuk noncleaved histoloji
— Kemik iligi
— Paranazal sinus
— Testis
— Epidural hastalik
e Intratekal
— Methotrexate 12 mg
— Cytarabine 50 - 100 mg




Tedavi

Meningeal Tutulum

— Arastirmaciya bagimili
— 12 - 25 intratekal tedavi
Burkitt’'s vs DLBCL

Methotrexate ve cytarabine standart

Liposomal cytarabine

— NoOrotoksisite artirabilir

— Sistemik methotrexate ve cytarabine ile kombine

edilebilir

Jabbour E, et al. Blood. 2007;109:3214-8.




Kemik iligi Transplantasyonu

e Optimal tedavi zamani
— Ik relaps
— Primer refraktor hastalik
—llk CR?

e Dahil edilme kriterleri

— Transplant oncesi HAART tedavisi aliyor
olmasi

— 1 yil icinde firsatc! infeksiyon/Z

— CD4 >50/mm3
— Tespit edilemeyen veya stabil viral yuk




HIV Hastalarinda
Otolog Kemik lligi Transplantasyonu

Disease CR Median TRM
(%) DFS (%)

Study Design N Histology Regimen

Status

Multicenter 6 NHL 1st relapse BEAM 67%

2
. 16 89 0
3 prospective 4 HL 3 2mrelapse at 8 mos
4 refractory
9 1strelapse |
8 NHL 1 2 relapse Vari 0
i arious
abarre Retrospective 1 3drelapse 71 29% at
2004 review 6 HL +/- TBI 25 mos
1 4t relapse
2 refractory
4 CR1
| Single 18NHL 1 CR2 BEC (17)
Krshnan | fititon 20  2HL 1 CR3 fTELE 90 ik
prospeciive 9 1strelapse 3) y
2 2™ relapse
6
Multicenter 4 BEAM (10)
prospective - BEAC (1)
Multicenter 6
prospective 2




Transplantasyon icin Oneriler

Zidovudine kaciniimasi
Mobilizasyon oncesi PCP profilaksisi

Kan sayimlari toparladiktan en az 12 ay devam
edilmeli

— Avoid TMP/SMX
« Kemik iligi toksisitesi nedeniyle
+1 GUn G-CSF baslanmal

Post transplant 1 yil antivirallere devam edilmel

Wagner-Johnston ND, et al. Curr Opin Oncol. 2008;20:201-5.




HAART ve Transplantasyon

* %50 HAART tedavisini tolere edemezler
— Mukozit
— Bulanti/kusma
— Karaciger veya renal disfonksiyon
« HAART tedavisi 2 ay icinde tekrar bagslanmalidir

o Kemik iligi transplantasyonu sirasinda optimal
HAART kullanimi bilinmiyor

— Konkomitant vs Geciktirilmis

Krishnan A, et al. Blood. 2005;105: 874-8.




Primer Sinir Sistemi Lenfomasi

HIV’li hastalarda insidans 1.000X-

EBV, AIDS hastalarinin %95 timorunde pozitif
— Immunkompetan hastalarda %20 pozirtif
CD4 <50 cells/mm3

Pre-HAART survival ~ 3 months

Radyoterapi + HAART

— LOokoensefalopati

— Radyasyon nekrozu

Methotrexate (<3 g/m2)




HAART Tedavisinde PSSL Sagkalimi

HAART n=7
Median CD4 count at diagnosis = 39

©
=
P
=
o
-
o
—
S —
)
g
Lo
&
an

» No HAART

1 I | | 1

. 1 | 1
500 1000 1500 2000
Time from diagnosis of PCNSL in days

Skiest DJ, et al. AIDS. 2003;17:1787-93.



Gelecekteki Caligsmalar

NHL ve Burkitt icin optimal birinci basamak kemoterapi
Rituximab icin kriter

— CD4 sayimi icin esik deger

HAART tedavisinin zamanlamasi

— Es zamanli vs geciktirilmis

Relaps / Refrakter hastalarda transplantasyonun rolt?

PSSL Kemoterapi doz toleransi

Mounier N, et al. Br J Haematol. 2006;136:685-98.




Servikal Kanser

En sik ikinci kanser

— Afrika’da Avrupa ve Amerikada n 4X -
Vakalarin %80’ gelismekte olan Ulkelerde
Human papillomavirus (HPV)

— 95% invasiv servikal kanser

— HIV ile koenfeksiyon servikal intraepitelayal
Intraepithelial neoplazi (CIN)

HIV + hastalarda CIN orani daha yuksek

HIV+ hastaklarda invaziv servikal kansere dontisum
daha yuksesk

Angeletti PC, et al. Adv Pharmacol. 2008;56:509-57.




Yuksek - Risk HPV Onkojenik Tipler

Klasifikasyon HPV Tipi

Yuksek risk 16, 18, 31, 33, 35, 39, 45,
51,52, 56, 58, 59, 68, 73, ve
82

Orata —Yuksek risk 26, 53, ve 66

DusuKk risk 6, 11, 40, 42, 54, 61, 70, 72,
81, ve CP6108

Belirlenememil risk 34,57, ve 83

Murioz N, et al. N Engl J Med. 2003;348:518-527.




HAART Tedavisinin Faydasi?

 Pre-HAART ve Post-HAART tedavileri
doneminde sagkalimi karsilastiran calisma
YOK

— Immun sistemin yeniden toparlanmasi
sagkalim avantaji saglamiyor

¢ |nsidans azalma YOK
e HPV'nin clearance fark YOK

Bower M, et al. J Clin Oncol. 2006:;24:2417-9.




HPV Asilari

e HPV-16 ve HPV-18 servikal kanserlerin
%70’'Inden sroumludur

 Quadravalen (Gardasil®)
- HPV 16,18,6,11
— Haziran 2006
e Bivalen (Cervarix ®)
— HPV 16, 18
— Ekim 2009




Kemoterapi ve HAART
Farmakokinetigl

Study Drug Therapy Pharmacokinetics Toxicity
Non-Hodgkin's
Sparano, CDE + ddI W Css etoposide 11-38% V' leukopenia, neutropenia
996 (p=0.07) V' RBC and PLT transfusions
| Ratner, CHOP + d4T, V/ Cyclphosphamide Toxicity not significant
2001 U2y clearance 1.5-fold
Toffoli, CHOP + HAART No significant effects on No significant differences
2004 (SQV, NFV, IDV) doxorubicin kinetics reported

(AUC, t,.,, Cl, Vd)

Kaposi's sarcoma

Nannan, Paclitaxel + HAART ¥ Paclitaxel AUC and C,, No significant hematologic
999 A Paclitaxel Cl with NVP toxicity reported

agalli, Liposomal daunorubicin  Unchanged daunorubicin No difference between groups
+ HAART kinetics

Klibanov OM, et al. Pharmacotherapy. 2007; 27:122-36.




Profilaksi

Profilaksi llaglar

Antibiyotik Levofloxacin ANC <500 /mma
Ciprofloxacin +
Penicillin

Antifungal Fluconazole No6tropeni >10 gin

Antiviral Acyclovir Transplant sonrasi 1 yil

Valacyclovir devam edilmeli

Mycobacterium Azithromycin CD4 <100 /mm3

avium complex
Pneumocystis carinii TMP/SMX CD4 <200 /mmas

Dapsone TMP/SMX transplant
sonrasi toparlanmayi

Atovaquone 1ol TN
geciktirebilir




Ozetle

HAART tedavisi ile mortalite ve morbidite belirgin olarak
azalmakta

AIDS tanimli olmayan malignansiler artmakta
— Optimal tedavileri bilinmiyor

— HIV + hastalar klinik caligmalara dahil edilmemekte
NHL icin standar ilk basamak kemoterapi?

Rituximab kullanimi HAART teduvisi ile guvenli olabilir
— CD4 cutoff

Yuksek doz kemoterapi otolog transplantasyon?

Kemoterapi ile HAART kullanimi konusunda bilgi az




Ozet

Ciddi komorbidite ve kotu PS .

AlIDS’e bagl degisiklikler reaktif LAP, gibi

timorun dogru evrelemesini Onler.
AIDS- Cerrahi Girisim

Potansiyel ila¢ Etkilesimleri icin dikkatli olunmali




Tesekkurler...




