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Survival curves

Stage I (n=9175)

Stage II (n=5739)

Stage III (n=1528)
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Stage IV (n=1158)

Survival, years

Reproduced with permussion from Balch CM, Buzaid AC, Soong SJ, etal. J Clin Oncol. 2001;19:3635-3648.
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One-year survival rates of M
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Autologous and allogeneic tumor cell cancer vaccines
Intratumoral BCG

Interferon-alfa
Interleukin-2
Interleukin-2 and LAK cells

hMurine monoclonal antibodies
Other cytokines (TNF, interferon-gamma)
Interleukin-2 and tumor-infiltrating lymphocytes (TIL)

Gene-transfected tumor cell vaccines

Biochemotherapy

Defined antigen vaccines, viral vectors, and
Dendritic Cells

New TLR agonists
Anti-CTLA4
Lymphocyte ablation + TIL




N-methyl-N-nitrosourea

Carmustine

Fotemustine

Streptozotocin

HO

Chemical structures of N-methyl-N-nitrosourea and O6-
alkylating agents in common clinical use (the-nitrosourea backbone is
shown in bold and the alkylating moiety is shown in red).
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Alkylation sites in DNA base-pairs. The sites of attack are
indicated in red and the relative amounts of the products are given for tl
methylating agent N-methyl-N-nitrosourea; phosphodiester alkylation
constitutes the remaining ~12%.? dR, deoxyribose residue.
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DNA interstrand crosslink formation after chloroethyfation of
guanine in DNA. dR, deoxyribose residue.
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MECHANISM OF ACTION: alkylation O%-Guanine




ATase expression in tumour tissues®

Tumour tissue Number of ATase (fmol/mg protein)
samples Mean (SD) Range

Breast 9 1071 (374) 444-1470
Stomach i 400-689
Lung (small-cell) 5 265867
Lung (non-small-cell) 0-89
Renal cell 5 49-713
Oesophagus 5 O-747
Brain 0-520
Colon O-761
Melanoma 2 87-315




VOLUME 28 - NUMBER 14 - MAY 10 2008

JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Phase II Study of Extended-Dose Temozolomide in Patients
With Melanoma

Wo »'«;I W Swesan Krown, Scott Gerst, Achion A. Jungbluth, Klavs Busam,
wi, Katherine Panageas, and Pawl B. Chapman

J Clin Oncol 26:2299-2304 2008

Purpose
We conductad 3 phas= |l trial of extended-doss temozolomide (TMZ) in patients with malanoma
1o test the hypothesis that the epproximatsly 30% response rate cbesrved in patients treated with
sxtended-dose TMZ with antiangicgenic agents was caused by TMZ dons. We I".-'—c‘“e'.:-:—: that
sxpression of methylguanine methyitransierasse (MGMT! in the tumor waould correlate with drug
resistancs to TMZ.
Patients and Methods

atients with stags IV or *";ec‘ab'e staos |l malanoma wers tre
for 6 weeks followed by veek rast pericd. Cycles were repestad
were stratifisd by Mlc o se or not. The primary end point was objactive |
MGMT =xgression wa | by 1 .._'..-f,fa'.:-:-‘-c—‘* ific pyrosequencing of the peo
by immunchistochemi "".-.

ated with TMZ 76 mgim*id

! wvtil e...,

- Ul

Results

Forty-nins patients (25 with M1c dissassl were assassable. Three patients (12 Sl,n in each cohort
experiencad partial responsss; '.I*. re wers no complete responses. Ten patients (21% ~"=c stable
disease lasting more than 24 wesk edian ime to progression was 3.3 months. Mec survival
was 10.1 months; surviva was lar in the two cohorts. The estimated 18-month sur c. Was
27%. There was no correlation between response and ei ither immunohistachemistry staini "g far
MGMT or for MGMT promoter methylation. Seventy-five percent of patients dewvelopasd CD4™
wmphogenia after three cycles.

Conclusion

Extendad-doss TMZ therepy did mot resudt in @ 30% responses rats, which has been observed
using extended-dose TMZ with antiang ric R-.—eoo**, s= did not correlats with MGMT
Sxgression or promotser methylation : variable, sugpgasting that other rasistance

meachanisms are important.




TENOZOLOMIDE




Temozolomide for the Treatment of Brain Metastases Associated With
Metastatic Melanoma: A Phase Il Study
Sanjiv S. Agarwala, John M. Kirkwood, Mattin Gore, Brigitte Dreno, Nicholas

Thatcher, Beate Czarnetski, Michael Atkins, Antonio Buzaid, Dimosthenis
Skarlos, and Elaine M. Rankin

Table 2 Summary of Best Regponsa to Temozolomide in Brain Metastases

No Prior Chemotherapy (h = 117) Prior Chemotherapy [n = 34| Total IN = 161)

Parameatar No. of Patients % No. of Patients % No. of Patients %

- Objective response 8 7 | | 9 ( 6 ﬁ
: Complate 1 1 - - 1 1
ol Partid 7 e | 1 8 b
Stable disaase 34 29 B 18 40 26
Progressive dissase 64 46 19 ) 3 48
Missing' 20 17 9 i 2 19

"Indcates patients who did not have a best cbjective responsa recorded by the investigator. Pimary reasons were diseass prograssion identified bafore
scheduled scans; investigator decided not to perform scan; patients refused schedued scans; or patients progressed mare quickly than anticipated and died,
or were not medicaly stable to undergo scan procsdures.

=

™ *x . g V8 r -J\Q - &

. J Clin Oncol 22:2101-2107, 2004
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Temozolomide for the Treatment of Metastatic Melanoma:
A Clhinical Practice Guideline

and
s Initatve of e
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Report Date:- March 20. 2008

Quslitying Statemanis

¢ Dacarbazine Is the only chemotherapy arug currantly approved for the treaiment of patlents
with metastalic malgnan: melanoma, with response rates ranging from 6% to 15% observed
In large randomized trials. Virually all responses are .mf"l’-, with median durations of
respense of only seven to eight months. Given these overal disappeinting results, there Is
CONSENsUS among mos: "1',5 clans trealing patients with metastatic malignant melanoma
that It Is appropriate to recommend more convenient treaiments or expermeantal treatmenss
to these patients
Due to oral dosing. temozoic a raasonable choice, particulary r allents who would
have gfficulty traveliing ¢ cancer centres for Intravenc LE chemotherap
Temozolom dc— has demonsirated an eficacy egual to that of ‘3c3rt3_ ne In 3 rancomizad
pnasa |l rial. However, unllke dacarbazine, temozolomide 15 @ convenlent oral reatment
Ihat penatratas he blood-bralr parrier and Nas shown actlvity 3galrst brain melastases,
Althcugh surgery Is the preferrsd treatment modality for patients with so litary brain
metastasas from melanoma, temozolomiie Is the preferrad chemotherapy for patients with
braln metasiases who require systemic traatment

*Trattamento conveniente per la sua formulazione orale
*Di efficacia uguale a quella di DTIC
*Supera la barriera EE




Temozolomide (TMZ) as prophylaxis for melanoma brain metastases (BriM): Results from a phase
lll, multicenter study.

V. Chiarion-Sileni, M. Guida, R. Ridolfi, A. Romanini, S. Brugnhara, P. Del Bianco, E. Perfetti, R.
Cavallo, J. Pigozzo, D. Donati, G. De Salvo

J Clin Oncol 26: 2008 (May 20 suppl; abstr 20014)

Background: Almost 170,000 patients developed CNS metastases in 2007 and melanoma is the 4th leading cause.
Some authors reported a possible role for TMZ in preventing BrM. In 2002, the IMI started a randomized study
with the primary end point of evaluating whether TMZ is able to reduce the expected incidence of BrM at 12
months from 30 % to 12 % (a= 5%, B= 80%, two talled test). Methods: 150 pts with untreated metastatic
melanoma were randomly assigned (1:1) to receive cisplatin 75 mg/m2 day 1, and IL-2 3 MU X 2/d on days 9-18
plus TMZ 200 mg/m2/d on days 1-5, or DTIC 800 mg/m2 on day 1 every 28. (arm CTI=75 pts, arm CDI=75). Brain
CT or MRI were planned every four months in the first 2- years and every six months after. Resulits: 147
patients (CTI=73 pts, CDI=74) were valuable. The two arms were well balanced for sex, PS, LDH serum level,
metastatic site. The overal incidence of BrM was 31% in CTIl and 40% in CDI arm (p=ns) with a median time to
BrM of 15 vs 13 mos respectively. The 1-year BrM progression free survival was 57/% in CTIl vs 53% in CDI.
Considering onlv resnonsive nts (13 in CTl and 16 _in CDI)_the overall incidence of BrM was 55%_ with a median
timeto BrM of 23 mosin CTl and 21.in CDI arm, The median PFS and OS for all patients were 4 and 8.4 mos in
CTl and 4 and 9.5 mos in CDIl. Conclusions: The BrM incidence was higher than previously reported, esp ecially
in responsive patients. The relative 22% reduction of BrM occurrence obtained using a TMZ-based CT was less
than planned and therefore did not translate in a significant benefit.

Pts # | schema | % inc. BrM | m Time to BrM | m PFS m OS
74 CDI 40 13 4 9.5

73 CTI 31 15 4 8.4




Randomized, comparative, phase lll trial

8 wleeks Maintenance therapy

(until progression)

nonprogressive

patients
—

nonprogressive
patients
—

Observatiol ysi Observation/analysis

ﬁ'}.
Avril, et al. J Clin Oncol. 2004;22:1118-11

-




Main findings

= Higher ORR in the fotemustine arm
— 15.5% vs 7.2% with DTIC (P = .053) (odds ratio = 2.35)
— 15.2% vs 6.8% (P = .043) (Intent-to-treat group)

— 17.8% vs 7.6% (P =.040) (no brain metastases at
inclusion)

= Qverall survival favored fotemustine (P = .067)
— 7.3 (95% ClI, 6.01-8.84) vs 5.6 months (95% ClI, 5.03-6.54)

= Extended median time to brain metastases (P = .59)

— 22.7 months (95% ClI, 9.62-23.33) for fotemustine
— 7.2 months (95% CI, 6.28-11.70) for DTIC
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Metastatic Melanoma Meta-analysis: CT or bio vs bioCT

Au'’y # pts | # studies years %RR m$S

Allen’98 7711 168 up to 1990 29 vs 41~
Tomsu ‘97 5392 74 1974 to 1995 -

Huncharek ‘01 3273 20 1970 to 1999
lves ‘07 2621 (k' 1966 to 2006

Lui ‘07 7135 43 1966 to 2006

Sasse ‘07 2625 18 1982 to 2006 46°

Allen °97 17 vs 41*

Maral ‘98 9vs 33*
Keilholz ‘98 631 21 vs 45*

* Statistically significant
° increase over single agent DTIC




Complete responses better with |IFN

Response Pationts Statistics OR and 95% CI
Trials Chemethoerapy Regimen BCT cT 10-E) Vananwe (BCT:CT) OR (6% Cl)

Chomotherapy +/- IFN:

Kidwood (1560) {Data not available)

Galvez (1501) . 06 o 0.14(0.00t0 6.52)

Thomson (1863) : J v . 0.33(0.0810 147)

90/0 VS 30/0 Bajetta (1984) 2 - 085 (0.22t0 121)

Vorobiof (1994) 'g.-l;‘;)“ A- 0.7 0.12 (0,010 1.24)
Falkson (1566 ; ; 5:;93:' 0 0.18 (0.06 to 0.49)
Falkson (156@) C 8 4128 7 042(0.14t0 1.28)
3.1%) it -
Gorbonova (2000) Ararozaldisplatin F!vll:I 0. T (0.08 to 18.55)
Young (2001) one 0 0128
10.0%)
Danson (2003) ™z 0/56 0.9 0. 0.16 (0,01 to 242)
" : 10.0%)
Kaufmann (2005) ™ o S 0.31(0.11t00.20)
B Subtonal: SR/662  16/583 0,33 (0.20 to 0.53)
18.8%) 2.7%) 2P «<.00001

Tost for heterogeneity between tngls: 3, =6.3; P =7

Chomotherapy +/= IFN and IL-2:

Jobhraton (1998) Cigplatin/OTIC carmustine ui:i' 0.5 0. 0.18 (0.00 to 7.88)
Rosenberg (1953) CisplatinOTIC l:g\ﬂbl Q .8 1.30 (0.28to 6.58)
Anpodion (2002) Cigplatin OTIC oarmustine l IZ)‘.E;A' 6 0.7 1.26 (0.43t0 357)
50/ VS 40/ Ridolfi (2002 CisplatinOTIC |33.§'36' / .5 058019104 56)
(1] o Eton (2002) CisplatinDTICvinblaztine . ::Jo' 0 : 0.35 (0.08 10 1.44)

Atking (2003) CisplatinDTIChvinblaztine |;|}’.;3*§" 2 4 ! 2.21(0.64 to 8.08)
Del Veachio (2003) Cisplatin'DTICvindezine Ijiff‘o' R .0 0.33(0.06 to 242)
B Subtotal: 26/527

4.7%) 0.93 (052 to 1.65)
2P

Tost for herogeneity betweon tids: i, =5.6; P = &

B ot 831,189 401,147 3, 0.50 (0.35 to 0.73)
70/0 vs 3_50/0 7.0%  (3.5% T ‘.'.
BCT cT

Tost for hetrogeneity (16 trials): 3, = 18.1; P = 3 Better Better
Tost for heterogeneity between subibotals: 3 =7.2; P = 007 Effoot 2P= 0003 Ives [] 2007

Fy ). Complato respensa in tnals of Bochemethempy BCT) varsus chemcthempy ICT) for metastatic mekinema O-E, observed mirus sxpactsd var, vanance; OR,
odds matio; DTIC, dacarbazine; TMZ, semazolemide




Partial responses better with IFN+ [L-2

Response Pationts Statigtics OR and 95% CI
Trals Chomotherapy Regimen BCT cT 10-E) Varance (BCT:CT) OR (=% Cl)

Chemotherapy +/=IFN:

Kirkwood (1990) ome {Date not avalabl)

Gahez (1521) omc 39 29 05 1.0 0.52 (0.08 to 4.90)
B o 133.3%)  122.2%)
omeon (1993 mic 12182 1281 0. 5 3

(14.6%)  (14.8%) 1.01 1043 10 2.41)

Bajotta (1564) ome 281 60 1282 6 A 510 1.63
(17.5%)  (14.6%) 0.81 (040 to 1.63)

Vorcbiof (1964) Vindssine 520 1120 . . 23 (0.04 1o 1.20
) R 125.0%)  (5.0%) 0.22(0.04 to1.20)

Falkzon (1938) omc 434 534 1.22 (0.32 10 5.18)
(11.8%)  (14.7%)

Falkzon (1938) ome 12122 12128 z 710
16% vs 14Y% -
0 (1) Gorborova (2000) Aranczaokzplatin 314 214 0. .

A% 1.00 10.17 10 5.89)
Young (2001) oTic 422 826 34 o £.33

" ¢ 182 (231%) _ 1.34 10.34 105.33)
Dareon (2003) ™Z 262 |95|§~so- E 3 0.60 10.20 10 1.83)
Kaufmarn (2008) ™Z 7 ':'; L}:' . . 0.63 (0.33 10 1.32)

B subtonl 108662  79/583 : ' 0.81(0.53 to 1.11)
(16.3%)  (13.6%) Pw2

Tezt for heterogensity betwesn triaks:

Chemotherapy +/=IFN and IL-Z

Johnston (1568 CisplatinOTICoamusting 738 X 0 45 1046 10.4.66)
120.0%) 6.7 %! Ab (0458 10 4.65
Rosenbsrg (1969) Cigplatin DTIC |3|::?;,. 2 . . 0,40 (0.17 10 0.94)
Atzpodien 12002) CisplatinOTICcamnustine 15/64 8 . 0.63 (0.27 o0 1.58)
123.4%) .65 (0.27 10 1.68

27% VS 1 7(yo Ridolfi 12002) CigplatinDTIC 'z‘z} ,. o 075 1054 10163
; : —

Eton (2002) Cizplatin DTICvinblastine 042 0,23 10075
141.8%) A210.23100.78

Athire (2003) Cieplatin DTICvinblastine 23138

(16.9%) 0,47 10.24 100.93)

Dsl Vocohio (2008) CigplatinDTICvindesine I;: ;:4_ 569 5.6 T 0.57 (0.27 10 1.23)
2.8%) -l

B subtonl 142527 ’ : 0.55(041 t0 0.74)

126.9%) 8. 2P = 20007

Tezt for heterogensity betwesn triaks: 3%, = 4.9, P= &

. Total: 25071183 1731147 -34.8 A 0.66(0.52 t0 0.82)

21% vs 15% .

BCT cT
Teat for hoterogensity (17 trids k3 3P =7 Bettar Bettar
Tezt for hoterogensity betwesn subtotals: 3*, = 20; P = 08 Effeot 2P = 0001

Fy2.Paral respense o omcthempy |BCTI versus chemotherapy ICT) for metastatio mekinoma O-E, cbserved minus sxpocted; var, vanance; OR, odds
rati; OTIC, dacarbaane; TMZ, teem mide

Ives, 2007




Overall Response better with bioCT

Responsa/Patlonts Statkstics OR and 95 1
Trals Chamotherapy Ragimen BCT cT (O-El Varance IBCT:CT) OR (95% Q1)

Chematharapy +/- IFN:

Kirkwood (1930) oTIC fod “ 4 1.12(0.26 10 4.79)

Galvez (1581) oTIC : . 039 10.06 10 2.8

Thomson (1933) oTIC 4 8 -9 075(0.3410 15
Eajotta (1559 oTIC < 07423910 1.58)

25% vs 16_50/0 Vorobiof (1984} Vindsaine 3 ! 0.14":-.03100.—;|‘

Fakson [156€) oTIC -0 5 22(2.1010 0.75)

28

Fakson [155€) oTIC < < 07203910 1.35)

Gorbonova (2000) Aranczalcizplatin y . 5 1.00 (0,20 10 5.00)

Young (2001 oTIC ' o 20 1.34 (23410 5.33)

Danson |X ™ 042 (21710 1.32)

™Z

. Subtotal: 5 100607 L 0.69 (0.46 10 0.79)
116.5%) 2P = 002
Tost for heterogenelty batwesn trisls ¥, = 10.2; P= 4
Chematharapy +/=IFN and IL-2:

Johnston (1556) Claplatin/ DTIC carmusting 3 ! 122 (0.40 10 3.75)

Rozenbsrg (1983) Clsplatin'DTIC 152 X 2 042 (.21 10 1.07)

Arpodien (X Cloplatin/ DTIC carmusting 2 = — - 22003910 1.

320/0 VS 21 OA) . ClaplatinTIC I - A el 0.75 (0.37 10 1.52

Eton (2002) Chplatin OTICMNblastng 0.37 (0.2010 057)

—mt
Atkins (2003 ChplatinDTICANblasting ' . : - 052 (23310 1.18)
Dol Vecchlo (2003 ClsplatinDTICVINdesing v A . 051 (3.2410 1.07)
|
1

0.58 (0.4 10 0.77)
2F = 001

B s

Tost for heteragenelty betwesn trials:

0.59 (0.42 10 0.72)

T

.0 100

28% vs 19% R | e
BCT cT

Tost for heterogenelty (12 1ials): 3> =158, P = .5 Better Better
Tost for hetercgenelty batwesn subtotals: 3%, -9 Effect 2P « 01

Fy 4 Overal razponze in trals of bio IBCT! varsus chamatherspy ICT) for metaztatic meknoma O-E, dbzerved minus expected; var, vanancs: OR,
odds muo; DTIC, dacarbazine; TMZ, tam

Ives, 2007




No difference in OS

Response Pationts Statigtics OR and 95% CI
Trals Chomotherapy Regimen BCT cT 10-E) Varance (BCT:CT) OR (=% Cl)

Chemotherapy +/=IFN:

Kirkwood (1990) ome {Date not avalabl)

Gahez (1521) omc 39 29 05 1.0 0.52 (0.08 to 4.90)
™ o 133.3%)  122.2%)
omeon (1993 mic 12182 1281 0. 5 3102

(146%)  (14.8%) 1.01 1043 10 2.41)

Bajotta (1564) ome 281 60 1282 6 A 510 1.63
(176%)  (14.6%) 0.81 (040 to 1.63)

Vorcbiof (1964) Vindssine 520 1120 . . 23 (0.04 1o 1.20
) R 125.0%)  (5.0%) 0.22 {0.04 to1.20)

Falkzon (1938) ome 434 534 1.22 0.32 10 5.18)
- ome (11.8%)  (147%)

zon (1968) mc 18122 18128 ’ £ (047 to

0148%) (14.1%) 0.95 (047 10 1.91)

Gorborova (2000) Aranczaokzplatin 314 214 0. . 3 (0.17 to & 83
214%)  (21.4%) 1.00 {0.17 to 6.68)

Young (2001) oTic 422 826 a4 10 £33
" - (18.2%)  (23.1%) _ 1.34 10.34 105.33)

Darzon (2003) ™Z 62 I‘?‘S‘So‘ d E 0.60 10.20 10 1.83)
Kaufmarn (2008) ™Z 7 ':'; L}:' . . 0.63 (0.33 10 1.32)

B subtonl 108662  79/583 : ' 0.81(0.53 to 1.11)
(16.3%)  (13.6%) Pw2

Tezt for heterogensity betwesn triaks:

Chemotherapy +/=IFN and IL-Z

Johnston (1568 CisplatinOTICoamusting 738 X 0 45 1046 10.4.66)

120.0%) 6.7%, A5 104510 4.55

Rosenbsrg (1969) Cigplatin DTIC |3|::?;,. 2 . . 0,40 (0.17 10 0.94)

122 vs 129 ™ a3 1w S
123.4%) .65 10.27 10 1.58

Vs Ridolfi 12002) CigplatinDTIC 1967 589 : 8. 075 1054 10163

121.8%) o

141.8%)

Eton (2002) Cieplatin DTICvinblastine =91 21192 7 . —i 042 (0.23 10 0.78)
Athire (2003) Cieplatin DTICvinblastine 23136 —

(16.9%) 0,47 10.24 100.93)

Dsl Vocohio (2008) CigplatinDTICvindesine I;: ;:4_ 569 5.6 T 0.57 (0.27 10 1.23)
2.8%) -l

B subtonl 142527 ’ : 0.55(041 t0 0.74)

126.9%) 8. 2P = 20007

Tezt for heterogensity betwesn triaks: 3%, = 4.9, P= &

. Total: 25071183 1731147 -34.8 A 0.66(0.52 t0 0.82)

220 vs 207 !

BCT cT
Teat for hoterogensity (17 trids k3 3P =7 Bettar Bettar
Tezt for hoterogensity betwesn subtotals: 3*, = 20; P = 08 Effeot 2P = 0001

Fy2.Paral respense o omcthempy |BCTI versus chemotherapy ICT) for metastatio mekinoma O-E, cbserved minus sxpocted; var, vanance; OR, odds
rati; OTIC, dacarbaane; TMZ, teem mide

Ives, 2007




REVIEW ARTICLE

Systemic therapy of disseminated malignant melanoma: an
evidence-based overview of the state-of-the-art in daily routine
D Nashan,*+ ML Muller,t S Grabbe, S Wustlich,§ A EnkY|

JEADV 2007,21, 1305-1318

Results Monotherapy with DTIC (dacarbazine) is the standard. Based on
overall survival data, polychemotherapies cannot be recommended. Combination
of polychemotherapy with the cytokines interferon-cz and interleukin-2
substantially augments chemotherapy induced response rates, but a meta-
analysis for survival does not support its therapeutic superiority. Biological
therapies such as vaccinations have not yet delivered results on a higher
evidence level. Thus, immunotherapies as well as chemo-immunotherapies
will have tobe-evailated in further studies.
Clusions Although the therapeutic efficacy is very limited, dacarbazi

cannot be rejected as standard therapy for disseminated melanoma, because no
other therapeutic regimen exhibits a survival benefit over DTIC in an evidence-
based analysis. This lack of therapeutic progress over the past 40 years clearly
calls for further clinical studies, and patients should be enrolled into clinical

~ ials whenever possible.




-~
LS program in
evidence-based care

2 CANCRY CANS OO

programme de soins
fondé sur des preuves
"o COTRS DY UN DIOGramme e ICLCN Carvcer COTtIrs

Evidence-based Series #8-3: Section 1

Bicchemotherapy for the Treatment of Metastatic Malignant
Melanoma: A Clinical Practice Guideline
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Figure1. Pooled response rates from randomized trials of biochemotherapy versus
chemotherapy for metastatic melanoma.
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Figure 2. Pooled mortality rates at 12 months from randomized trials of biochemotherapy
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NCCN Clinical Practice Guidelines in Oncology ™
Principles of systemic therapy for advanced or
metasttic Melanoma

First or second line chemotherapy
* Clinical trial preferred
Dacarbazine

*Temozolomide

*High-dose Interleukin-2
Combination CT or bioCT
*Paclitaxel

*Paclitaxel/Cisplatin
Pactilitaxel/Carboplatin

All raccomandations are cathegory 2B
High-dose IL-2 should not be used for patients with untreated/active brain
metastasis
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Advanced Cutaneous Malignant Melanoma: A Systematic
Review of Economic and Quality-of-Life Studies

Richard P. Cashin, PharmD,' Philip Lui, PharmD,' Mircio Machado, PhD,'?
Michiel E. H. Hemels, MSc, Drs,? Patricia K. Corey-Lisle, PhD, RN,* Thomas R. Einarson, PhD, FISPE'

'Leslie Dan Faculty of Pharmacy, University of Toronto, Toronto, ON, Canada; *Facultad de Ciencias Quimicas y Farmacéuticas, Universidad
de Chile, Santiago, Chile; *Bristol-Myers-Squibb, Brussels, Belgium; *Bristol-Myers-Squibb, Wallingford, CT, USA

13 QOL studies Different tests

5 economic studies ] ]
] Small number of patients with data
3 cost-effectiveness

2 cost-utility

Conclusions: Cost-<ffectiveness has not been widely demon-
strated for treatment of MM. Only two studies with unim-
pressive results exist for treatments. Screening was not cost-
effective_in_the United States or Germany. Generally, no_
significant improvements in QoL were found for any alter-
native for treating MM. A need exists for effective treatments

that improve duration and QoL.
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Compaison of
response rate and
overall survival in

metastatic melanoma

Eigentler TK et al.
Lancet Oncol 2003; 4: 748-59







‘;TNFO f O TNF ©

Nature Reviews | Immunology



High Dose |L-2 for Metastatic Melanoma
Atkins et af J Ciin Oncol, 7999

Number of Patients

270

Responders

43 (16%)

Complete Responders

17 (6%)

Durable Responses > 24 months

12 (4.4%)

Median Survival

12 months

Median duration of response

8.9 months

Durable Ongoing
Responses > 24 months

{in months)
(staging based on disease site only)

CR: 24,40,41,59,62,65,72,86,
103,106 (all M1a/b)

PR: 55,92 (both M1c)

+Salvage Surgery (4/5 M1c¢):
survival: $4,60,64,66,87,103

Treatment-related deaths
(all sepsis-related)

6 (2.2%)




Overall survival rates by peginterferon alfa-2a (PEG-IFN{alpha}-2a) dose, based
on Kaplan-Meier estimates

PEG-IFNa-2a (40KD)
—— 180 ug/week
- — — 360 ug/week
450 ug/week
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600 1,000 1,200
Time (days)

Dummer, R. et al. J Clin Oncol; 24:1188-1194 2006




METASTATIC MELANOMA
FACTS

There 1s no standardized treatment defined
through randomized phase IIlI trials (>40
published) with established prolungation of ovarall

survival

No drug combination, chemo-immunotherapy or

immunotherapy gave better survival than DTIC
alone 1n randomized trials

DTIC alone is a drug with very hmited clininically

meaninful activity

Investigational agents justified as 1°' line treatment




Leptomeningeal Metastases:

Still a Challenge

By Morris D. Groves, MD, JD

THE TERM leptomeningeal metastases (LM) refers to the dissemination of cancer to
the pia mater, subarachnoid space, cerebrospinal fluid (CSF), and arachnoid
membrane.

Incidenza fino al 25% dei casi di melanoma
Sopravvivenza mediana 8-26 sett
Causa di morte LM nel 24-34% dei casi
Sintomi neurologici centrali. Sensibilita diagnostica di un prelievo singolo di CSF:
44%, 2: 77%. Almeno 10,5 ml. Dianosi molto probabile se:
pressione > 150 mm H20
aumento GB
proteine > 50 mg/dL
glucosio < 60 mg/dL

RM diagnostica

Trattamento (RT) controverso: spesso non migliora la sintomatologia neurologica e
non impatta su sopravvivenza







MANAGEMENT DEL PAZIENTE CON MELANOMA
VALENZA E METODICHE DI FOLLOW UP

BACKGROUND E PROBLEMATICHE

SOPRAVIVENZA IN RAPPORTO ALLO STADIO

PROPORTION SURVIVING

1.0 1

0.9 4

0.8

0.7 1

061

0.5

0.4 1

0.3 1

0.2

0.1 4

0.0

Stage | (n=9175)

Stage Il (n=5739)
Stage Ill(n=1528)

e Stage IV(n=1158)

e

0 4 9 3.4 5 6 T 8 8. 104 42 13 13 1o
SURVIVAL (years)

Sopravvivenza a 5 anni

Stadio |-l 95-45%
Stadio I 70-24%
Stadio IV 5%

Balch, JCO ‘01 for AJCC




MELANOMA STADIAZIONE

Stadio % 5y Surv % 10y surv

IA (1 mm without 95 88
ulceration and Clark level
111111, T1aNOMO)

1=

1 mm with ulceration or
level IVIV (T1bNOMO);

1.01-2 mm without
ulceration (T2aNOMO)

lA:

1.01-2 mm with ulceration
(T2bNOMO)

2.01-4 mm without
ulceration (T3aNOMO)

IIB:

2.01-4 mm with ulceration
(T3bNOMO)

4 mm without ulceration
(T4aNOMO)

Balch CM, Buzaid AC, Soong SJ, et al. J Clin Oncol. 2001;19:3635-3648




MELANOMA STADIAZIONE

Stadio % 5y Surv % 10y surv

IIC 4 mm with ulceration 45 32
(T4AbNOMD)

lNA:

Single regional nodal
micrometastasis,
honulcerated primary
(T1-4aN1aMo);

2 to 3 microscopic regional

hodes, honulcerated primary
(T1-4aN2aMo)

Single regional nodal
micrometastasis, ulcerated
primary (T1-4bN1aMVo0)

2 to 3 microscopic regional
nodes, nonulcerated primary
(T1-4bN2aVD)

2 to 3 microscopic regional
nodes, nonulcerated primary 46 39

(T1-4a/bN2cMD)

lHcC: 29-24 24-15

Balch CM, Buzaid AC, Soong SJ, et al. J Clin Oncol. 2001;19:3635-3648




MANAGEMENT DEL PAZIENTE CON MELANOMA
VALENZA E METODICHE DI FOLLOW UP

OBIETTIVI DEL FOLLOWUP

1° OBIETTIVO:
Diagnosi di ricorrenze/ “second primary” melanoma

@ |struzione del paziente
- Autoesame per ricorrenze loco-regionali
- Rilevazione dei sintomi
(50-70% autodiagnosi)

@ Visita medica periodica
(25-50% di diagnosi)

%  Rxtorace/Eco addome e LN/Es. emato-chimici (??77?)
(<5% di diagnosi) Jillella et al, ASCO 1995



MANAGEMENT DEL PAZIENTE CON MELANOMA
VALENZA E METODICHE DI FOLLOWUP

“The German Society of Dermatology Guidelines”

3mesi 6 mesi 12 mesi 3 mesi 6 mesi

* in stadio Il ogni 6 mesi Orfanos et al, 1994



VALUTAZIONE PROSPETTICA DI UNA SCHEDULA DI FOLLOW-UP
IN PTS AFFETTI DA MELANOMA

Garbe et al, JCO 2003

a Conclusioni:
po RS m 1. Diagnosi precoce nel 48% dei casi che
P QT‘—\—‘ hanno avuto un beneficio significativo
o % in sopravvivenza

4 | = 11_ __________ 3

2| e 2. <1 mm: solo es. Clinico;
of > 1 mm: aggiungere ECO LN ed S100
5 e (onhe 3. In stadi I-ll: Es Clinico a intervalli

Overall Survival regolari fondamentale (25% delle dx)

" m Intensita ridotta e scarso apporto di

: Es. chimico-strumentali

i (Si Ecografia: 2% delle diagnosi)

= \\““‘---L ________ 4. Stadio lll: Intensita incrementata;

B BT R R R B R R R importante apporto di Eco (15% delle

S SRR diagnosi) e TAC (30% di diagnosi)




MANAGEMENT DEL PAZIENTE CON MELANOMA
VALENZA E METODICHE DI FOLLOWUWP
“The German Society of Dermatology Guidelines”

Stadio I-1] Stadio Il

3mesi 6 mesi 12 mesi 3 mesi 6 mesi

In stadio Il e Ill +Es. emato-chimici (LDH, S100) Garbe et al, JCO 2003



MANAGEMENT DEL PAZIENTE CON MELANOMA
VALENZA E METODICHE DI FOLLOW UP

TAC IN STADIO 1l

Pro:
» Migliora lo staging (capacita di diagnosticare il 30%

delle metastasi) e quindi il trattamento nello stadio il

Contra: Garbe et al, JCO 2003
» Scarsa capacita di diagnosticare metastasi occulte
 Veri positivi circa 10%
* No beneficio prognostico

NO raccomandata (Sl in trials?)
 Falsi positivi 2-3 x dei veri positivi

» Se eseguita e positiva — conferma istologica
Buzaid et al, ASCO 1995
Autier el al. J. Clin. Oncol., 2003



MANAGEMENT DEL PAZIENTE CON MELANOMA

MAAL FRARA_F _RAAFTEARASLIE A AL L ANALLD.

Vit iVEai N b= TViEm § Wi i s =i § W imimYw YV Wi

FOLLOW UP INTENSIFICATO IN STADIO liI?
QUALI OBIETTIVI ?

- NO beneficio in OS

- Sl cambiamento di strategia terapeutica nel
10-15% dei pts

- Rapporto costi/benefici?

Tyler et al, Cancer 2000



MANAGEMENT DEL PAZIENTE CON MELANOMA
VALENZA E METODICHE DI FOLLOWUP

TAC versus PET

SENSIBILITA’ SOVRAPPONIBILE
(capacita di identificare i veri positivi):

85-90%

SPECIFICITA’ SOVRAPPONIBILE
(capacita di identificare i veri negativi)

45-50%

-Buzaid et al, J Clin Oncol 1995
-Kuvshinoff et al, Ann Surg Oncol 1997
-Johnson et al, Ann Surg Oncol 1997
-Tyler et al, Cancer 2000
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Confirm. Trial: Follow-up Schedule

Physical Lymph node Imaging Blood tests/
examination sonography techniques year (LDH,

[year Jyear fyear APS100)

= 1 mm Stage
Group A 2x 0x 0x 0x

=1 mm Shage 1=l

Group A dx | 0Ox 2x

Stage 11

Group A

Group A: Tiihingen, Group B: Kiel and Mannheim
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Confirm. Trial: Stages and Recurrences

Group A

Group B

Strata

Patients

Recurrences

Patients

Recurrences

=1mm tumor
thickness

1,588 (62 %)

8 (0.5%)

701 (56 %)

15 (2.1%)

>1mm tumor
thickness

741 (29%)

37 (5.0%)

391 (31%)

31 {8.0%)

Stage Il

248 (9%)

67 (27.0%)

164 (13%)

53 (32.3%)

Total

2 577
(100 %)

112 (4.4%)

1,256 {100 %)

99 (7.9%)
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Detection of first Recurrences hy Examindation Methods

Physical examination
LN Sonography

Chest X+ay

Abdomen Sonography
CTMRI

$100

Total

Group A

68
16
i |
0
15
9

60.7%
14.3%
3.6%
0%
13.4%
8.0%

Group B

71
7

{
0

71.7%
1%
1.0%
0%
17.2%
3.0%
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Overall Survival of Patients with Locoregional Metastases

- early detected
late detected

Probability of Overall Survival

T L L T ] L T 1 L] T T
000 600 1200 1800 2400 3000 35,00 4200 4300 5400 £0.00

Follow up time (month) &
As c® AMERICAN SOCIETY or CLINICAL ONCOLOGY

Overall Surwival of Patients with Distant Metastases

" garly detected
late detected

1

7

Probability of Overall Survival
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“Management of Melanoma Patients:
Benefit of Intense Follow-Up Schedule Is

Not Demonstrated’

Assenza di studi prospettici randomizzati

Autier el al. for the EORTC
J. Clin. Oncol., October 1, 2003; 21(19): 3707 - 3707



PROPOSITA DIFSTUDIO

[ STADIO IIB-1l1A J
|

{

\-

|
FU LEGGERO
X 5 aa

|
S
FU INTENSIVO
X 5 aa

[STADIO IIC-IIIB-IIC]
|

{

|
FU LEGGERO

X 5 aa X 5 aa

J|

|
X
FU INTENSIVO

»

L Rx torace 1xaa

EO: 2xaa
US: 2xaa

EO: 2xaa
US: 2xaa

TC torace: 2xaa )

EO: 3xaa
US: 3xaa
RX torace 2xaa

EO: 4xaa
US: 4xaa
TC tb: 3xaa







