SUNITINIB JE UCINNY V LECBE
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Ovod

Z nédor( ledvin je karcinom nejcastéjsi (12).
Kolem 30 % pacientd ma jiz v dobé diagndzy vzda-
lené metastazy (23, 30) a asi u 40% téch, ktefi maji
pfi diagndze lokalizované onemocnéni pfiblizné, se
vzdalena diseminace objevi pozdéji (22, 30). K 1é¢bé
prvni linie metastatického onemocnéni je indikovan
interleukin-2 (ILK-2) a interferon alfa (IFN alfa), ale
jejich ucinnost je nizka (response rate, RR 5-20 %)
a median celkového preziti pouze kolem 12 mésicd
(5,26, 28, 32, 36). Chemoterapie je netéinnd. Studie
faze Il se sunitinibem u jiz pfedlééenych pacientl
naznacily, ze by mohlbyt velmi U¢inny (RR kolem
42%) (15, 16), coz vyrazné prevysilo ucinnost cyto-
kinu v prvni linii (8, 28, 36).

Sunitinib je perordini inhibitor tyrozin kinazy,
ktery inhibuje také receptor pro vaskularni endote-
lidIni rastovy faktor (vascular endothelial growth fac-
tor receptor, VEGFR) a receptor pro destickovy ris-
tovy faktor (platelet-derived growth factor, PDGFR)
(2, 4, 37). Zminéné receptory tyrozin kindzy hraji
v patogenezi rendlniho karcinomu z jasnych bunék
kliCovou roli. Sou¢asné se ucastni regulace von
Hippel-Lindauova genu (VHL), ktery je inaktivovany
aZ u 80 % sporadickych karcinomd z jasnych bunék.
Yang et al (36) jiz dfive prokazali, Ze bevacizumab,
protilatka proti VEGF, je u karcinomu ledvin dcinny.
Tyto okolnosti vedly k zavéru, Ze sunitinib by mohl
byt u rendlniho karcinomu také ucinny.

V lednu 2007 byla v ¢asopise New England
Journal of Medicine publikovdna randomizovana
studie faze Il srovndvajici sunitinib a IFN alfa v prvni
linii l6¢by metastatického karcimomu ledvin (N Engl
J Med 2007; 356: 115-124). Do studie byly zafazeni
pacienti spliiujici nasledujici kritéria: vék nad 18 let,
histologicky prokdzany metastaticky karcimom led-
viny se slozkou karcinomu z jasnych bunék, zadna
predchozi systémova léCba, pfitomna méfitelna
léze, celkovy stav ECOG = 0 nebo 1, adekvatni
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hematologické, biochemické, koagulacni, jaterni
a renalni funkce. Pacienti s mozkovymi metasta-
zami, nekontrolovanou hypertenzi a klinicky za-
vaznym kardiovaskularnim onemocnénim béhem
posledniho roku byli ze studie vylou€eni. Pacienti
byli randomizovani v poméru 1: 1 pro sunitinib nebo
IFN. Sunitinib byl podévén peroréiné v davce 50 mg
denné v Sestitydennim rezimu, kdy nemocni uzivali
Ik denné po 4 tydny s naslednou dvoutydenni pa-
uzou. IFN alfa byl poddvan jako subkutanni injekce
tfikrat tydné v davce 3MU béhem prvniho tydne,
6MU druhy tyden a dale 9MU. Pokud se vyskytly
zavazné nezadouci Uc¢inky, davka sunitinibu i IFN
byla modifikovana. Lécba byla ukon¢ena pfi prog-
resi nebo pfi vyskytu netolerovatelnych vedlejsich
nezadoucich u¢inka.

Vysledky

350 nemocnych bylo randomizovano do rame-
ne se sunitinibem, stejny pocet do ramene s INF,
oba soubory byly dobfe vyvazené a stratifikované.
Toxicita stupné 3-4 byla nizkd v obou ramenech,
ale signifikantné vice ve skupiné IFN (12% vs. 7%,
P < 0,05). Skupina lé¢ena sunitinibem trpéla vy$sim
vyskytem prijmu (5% vs. 0%), zvraceni (4%
vs. 1%), hypertenze (8% vs. 1%), hand-foot syn-
dromu (5% vs. 0%), P < 0,05. Podle ogekavani se
vyskytly znamé vedlejsi ucinky IFN (zvySené teploty,
tfesavka, myalgie, flu-like syndrom), ale byly pouze
mirné nebo stfedné zdvazné. Leukopenie, neutro-
penie a trombopenie stupné 3 a 4 byly Castéjsi ve
skupiné se sunitinibem (P < 0,05). 12% pacientl na
sunitinibu vs. 7% na IFN mélo neutropenii stupné 3
nebo 4. Pouze dva nemocni Ié€eni sunitinibem méli
neutropenickou febrilii. Sunitinib navodil objektiv-
ni odpovéd u 31% pacientl, IFN navodil odpovéd
u 6% nemocnych, P < 0,0001. Doba do progrese
(PFS): 11 mésich v rameni se sunitinibem, 5 mésict
v rameni s IFN, P < 0,001. V dobé analyzy jesté ne-

bylo v Zadné skupiné dosazeno medianu celkového
preZiti.

Zavér

Tato randomizovana studie ukazala, ze nemoc-
ni s metastatickym dosud nelé¢enym karcinomem
ledvin, ktefi byli Ié&eni sunitinibem, méli delsi PFS
nez pacienti léCeni interferonem. Median PFS v ra-
meni se sunitinibem (11 mésicd) byl o Sest mésicu
delSi nez v rameni s IFN (5 mésic). Sunitinib navo-
dil objektivni odpovéd signifikantné ¢astéji nez IFN.
Odpovéd 30-40% byla zaznamenéna jiz v pfedcho-
zich nerandomizovanych studiich, kde byl sunitinib
pouzit v prvni a druhé linii (15, 16). Tyto vysledky jsou
podstatné lepSi nez u cytokinu nebo chemoterapie
(35). Vysoka RR se pozitivné odrazila v lepsi kvalité
Zivota u pacient(i na sunitinibu, a to i pfes neZzadouci
vedlej§i Ucinky. Vétsina nezadoucich Géinkl suniti-
nibu se upravila po preruseni Iécby nebo po snizeni
davky, pro nezadouci U¢inky 1é¢bu trvale pferusilo
pouze 10% nemocnych.

Pokud se tyka srovnani samotnych cytokin(,
studie srovndvajici IFN alfa a interleukin-2 ukézaly,
Ze jsou pfiblizné stejné ucinné (5, 21). V USA byl vy-
sokodavkovany interleukin-2 pro tuto indikaci regis-
trovan v roce 1992 na zakladé studii, které dolozily
kompletni remise u 7% nemocnych (19, 36). OvSem
jeho vyuziti je problematické pro zavazné nezadouci
acinky (9, 14).

Dal3i udaje o trvanlivosti odpovédi na sunitinib
mohou jesté blize objasnit relativni pfednosti této
nové lécby.

Preklad: MUDr. Jaroslav Némec, CSc.
Kuwait Cancer Control Center

Medical Oncology Department

P. O. Box 42262, 70653 Shuwaikh, Kuwait
e-mail: jarnemec@hotmail.com

4. Cella DF, Tulsky DS, Gray G et al. The Functional Assessment of Cancer Therapy scale: deve-
lopment and validation of the general measure. J Clin Oncol 1993; 11: 570-579.

5. Coppin C, Porzsolt F, Awa A, KumpfJ, Coldman A, Wilt T. Inmunotherapy for advanced renal

cell cancer. Cochrane Database Syst Rev 2005; 1: CDO01425.
6. Cox DR, Oakes D. Analysis of survival data. New York: Chapman and Hall, 1990.

7. Doing data analysis with the multilevel model for change. In: Singer JD, Willett JB. Applied

ty Press, 2003: 75—137.

ONKOLOGIE 2007:1(2) / www.onkologiecs.cz

longitudinal data analysis: modeling change and event occurrence. New York: Oxford Universi-

87



ZE ZAHRANICNIHO TISKU

8. Fisher RI, Rosenberg SA, Fyfe G. Longterm survival update for high-dose recombinant inter-
leukin-2 in patients with renal cell carcinoma. Cancer J Sci Am 2000; 6: Suppli: S55—-S57.

9. Fyfe GA, Fisher RI, Rosenberg SA, Sznol M, Parkinson DR, Louie AC. Longterm response data
for 255 patients with metastatic renal cell carcinoma treated with high-dose recombinant interleu-
kin-2 therapy. J Clin Oncol1996; 14: 2410—2411.

10. Gnarra JR, Tory K, Weng Y et al. Mutations of the VHL tumour suppressor gene in renal car-
cinoma. Nat Genet 1994; 7: 85-90.

11. lliopoulos O, Levy AP, Jiang C, Kaelin WG JR, Goldberg MA. Negative regulation of hypoxia-in-
ducible genes by the von Hippel-Lindau protein. Proc Natl Acad Sci USA 1996; 93: 10595-10599.

12. Janzen NK, Kim HL, Figlin RA, Belldegrun AS. Surveillance after radical or partial nephrec-
tomy for localized renal cell carcinoma and management of recurrent disease. Urol Clin North
Am 2003; 30: 843-852.

13. Kammula US, Whitte DE, Rosenberg SA. Trends in the safety of high dose bolus interleukin-2
administration in patients with metastatic cancer. Cancer 1998; 83: 797-805.

14. Lam JS, Leppert T, Belldegrun AS, Figlin RA. Novel approaches in the therapy of metastatic
renal cell carcinoma. World J Urol2005; 23: 202-212.

15. Lan KKG, DeMets DL. Discrete se quential boundaries for clinical trials. Biometrika 1983;
70: 659-663.

16. Linear mixed effects models. In: Fitzmaurice GM, Laird NM, Ware JH. Applied longitudinal
analysis. Hoboken, NJ: Wiley-Interscience, 2004: 187-236.

17. Mantel N. Evaluation of survival data and two new rank order statistics arising in its conside-
ration. Cancer Chemother Rep 1966; 50: 163—170.

18. Maxwell PH, Wiesener MS, Chang GW et al. The tumour suppressor protein VHL targets hy-
poxia-inducible factors for oxygen-dependent proteolysis. Nature 1999; 399: 271-275.

19. McDermott DF, Regan MM, Clark |, et al. Randomized phase Il trial of highdose interleukin-
2 versus subcutaneous interleukin-2 and interferon in patients with metastatic renal cell carcino-
ma. J Clin Oncol 2005; 23: 133—141. [Erratum, J Clin Oncol2005; 23: 2877].

20. Medical Research Council Renal Cancer Collaborators. Interferon-alpha and survival in meta-
static renal cell carcinoma: early results of a randomised controlled trial. Lancet 1999; 353: 14—-17.

21. Mekhail TM, Abou-Jawde RM, Boumerbi G et al. Validation and extension of the Memorial
Sloan-Kettering prognostic factors model for survival in patients with previously untreated meta-
static renal cell carcinoma. J Clin Oncol 2005; 23: 832—-841.

22. Mendel DB, Laird AD, Xin X et al. In vivo antitumor activity of SU1 1248, a novel tyrosine kinase inhi-
bitor targeting vascular endothelial growtb factor and plateletderived growtb factor receptors: determi-
nation of a pbarmacokineticlpharmacodynamic relationship. Clin Cancer Res 2003; 9: 327-337.

23. Motzer RI, Bacik J, Murphy BA, Russo P, Mazumdar M. Interferon-alfa as a comparative
treatment for clinical trials of new therapies against advanced renal cell carcinoma. J Clin On-
col 2002; 20: 289-296.

24. Motzer RI, Michaelson MD, Redman BG et al. Activity of SU11248, a multitargeted inhibitor of
vascular endothelial growth factor receptor and platelet-derived growth factor receptor, in pati-
ents with metastatic renal cell carcinoma. J Clin Oncol2006; 24: 16—24.

25. Motzer R, Rini Bl, Bukowski RM et aJ. Sunitinib in patients with metastatic renal cell carcino-
ma. JAMA 2006; 295: 2516-2524.

26. Motzer RI, Russo P. Systemic therapy for renal cell carcinoma. J Urol 2000; 163: 408—417.
27. Motzer R, Bander NH, Nanus DM. Renal-cell carcinoma. N Eng! J Med 1996; 335: 865—-875.
28. Motzer R, Murphy BA, Bacik J et al. Phase Ill trial ofinterferon alfa-2a with or without 13-cis-re-
tinoic acid for patients with advanced renal cell carcinoma. J Clin Oncol 2000; 18: 2972—2980.
29. Na X, Wu G, Ryan CK, Schoen SR, di Santagnese PA, Messing EM. Overproduction of vas-
cular endothelial growth factor related to von Hippel-Lindau tumor suppressor gene mutations and
hypoxiainducible factor-1 alpha expression in renal cell carcinomas. J Urol 2003; 170: 588-592.
30. Negrier S, Escudier B, Lasset C et al. Recombinant human interleukin-2, recombinant human
interferon alfa-2a, or both in metastatic renal-cell carcinoma. N Eng! J Med 1998; 338: 1272—-1278.
31. Negrier S, Perol D, Ravaud A et al. Do cytokines improve survival in patients with metastatic
renal cell carcinoma (MRCC) ofintermediate prognosis? Results of the prospective randomized
PERCY Quattro trial. Proc Am Soc Clin Oncol 2005; 23: 380s. abstract.

32. O’ Farrell AM, Abrams n, Yuen HA et al. SU1 1248 is a novel FLB tyrosine kinase inhibitor with
potent activity in vitro and in vivo. Blood 2003; 101: 3597-3605.

33. Parkin DM, Bray F, Ferlay J, Pisani P. Global cancer statistics, 2002. CA Cancer J Clin 2005;
55: 74-108.

34. Pyrhonen S, Salminen E, Ruutu M et al. Prospective randomized trial of interferon alfa-2a
plus vinblastine versus vinblastine alone in patients with advanced renal cell cancer. J Clin On-
col 1999; 17: 2859-2867.

35. Therasse P, Arbuck SG, Eisenhauer EA et al. New guidelines to evaluate the response to
treatment in solid tumors. J Natl Cancer Inst 2000; 92: 205-216.

36. Yang JC, Haworth L, Sherry RM et al. A randomized trial of bevacizumab, an anti-vascular en-
dothelial growth fuctor antibody, for metastatic renal cancer. N Engl J Med 2003; 349: 427-434.
37. Yang JC, Sherry RM, Steinberg SM et al. Randomized study of high-dose and low-dose inter-
leukin-2 in patients with metastatic renal cancer. J Clin Oncol 2003; 21: 3U7-32.

www.onkologiecs.cz / ONKOLOGIE 2007: 1(2)



