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Abstract
PURPOSE: Retrospective study of patients treated for high-grade glioma, with or without biodegradable carmustine wafers and according to the Stupp protocol.

METHODS AND MATERIALS: Between May 2007 and June 2008, 65 patients underwent surgery for high-grade glioma, 28 had implantation of Gliadel and 37 patients did not.
Patients received radiotherapy with concomitant temozolomide followed by 5 consecutive days of temozolomide every month for 6 months.

RESULTS: Overall median follow-up was 17.1 months; the median relapse-free survival (RFS) was 14 months with a RFS of 54% at 12 months, and 38% at 24 months. For
patient with and without Gliadel, median and 1-year RFS were 12.9 months and 52% vs. 14 months and 42%, respectively (p = 0.89). According to pathology, Gliadel did not
influence RFS of patients with Grade Il or glioblastoma. However, for all patients, in multivariate analysis, non-methylated methylguanine methyltransferase (MGMT) was the
only unfavorable prognostic factor of RFS (p = 0.017; HR 2.8; CI [1.2-7]). Median overall survival (OS) was 20.8 months; the OS rate at 12 months was 78.5%, and at 24 months
35.4%. For patients treated with and without Gliadel, median and 1-year OS were 20.6 months and 78.6% vs. 20.8 months and 78.4%, respectively. According to pathology,
Gliadel did not influence OS of patients with Grade Ill or glioblastoma. For all patients, in multivariate analysis, unfavorable prognosticators for OS were non-methylated MGMT
(p =0.001; HR: 6.5; CI [2-20]) and irradiation dose <60 Gy (p = 0.02; HR: 6.3; Cl [2-20]). With carmustine wafers, before irradiation, median gross tumor volume plus edema

was 84 mL (27-229), whereas it was 68 mL (10-362) without carmustine (p = nonsignificant). Four cases of Grade 3 thrombopenia occurred, all in the carmustine wafer group.

CONCLUSION: In patients with high-grade gliomas, adding Gliadel before performing a Stupp protocol did notimprove survival.
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Implantation (Carmustine) After Initial Surgery in Patients With Newly Diagnosed High-Grade Gliomas.

Noél G, Schott R, Froelich S, Gaub MP, Boyer P, Fischer-Lokou D, Dufour P, Kehrli P, Maitrot D.
Radiation Oncology Department, Centre de lutte contre le cancer Paul Strauss, Strasbourg, France.

Abstract
PURPOSE: Retrospective study of patients treated for high-grade glioma, with or without biodegradable carmustine wafers and according to the Stupp protocol.

METHODS AND MATERIALS: Between May 2007 and June 2008, 65 patients underwent surgery for high-grade glioma, 28 had implantation of Gliadel and 37 patients did not.
Patients received radiotherapy with concomitant temozolomide followed by 5 consecutive days of temozolomide every month for 6 months.

RESULTS: Overall median follow-up was 17.1 months; the median relapse-free survival (RFS) was 14 months with a RFS of 54% at 12 months, and 38% at 24 months. For
patient with and without Gliadel, median and 1-year RFS were 12.9 months and 52% vs. 14 months and 42%, respectively (p = 0.89). According to pathology, Gliadel did not
influence RFS of patients with Grade Ill or glioblastoma. However, for all patients, in multivariate analysis, non-methylated methylguanine methyltransferase (MGMT) was the
only unfavorable prognostic factor of RFS (p = 0.017; HR 2.8; CI [1.2-7]). Median overall survival (OS) was 20.8 months; the OS rate at 12 months was 78.5%, and at 24 months
35.4%. For patients treated with and without Gliadel, median and 1-year OS were 20.6 months and 78.6% vs. 20.8 months and 78.4%, respectively. According to pathology,
Gliadel did not influence OS of patients with Grade Ill or glioblastoma. For all patients, in multivariate analysis, unfavorable prognosticators for OS were non-methylated MGMT
(p =0.001; HR: 6.5; CI [2-20]) and irradiation dose <60 Gy (p = 0.02; HR: 6.3; Cl [2-20]). With carmustine wafers, before irradiation, median gross tumor volume plus edema
was 84 mL (27-229), whereas it was 68 mL (10-362) without carmustine (p = nonsignificant). Four cases of Grade 3 thrombopenia occurred, all in the carmustine wafer group.

CONCLUSION: In patients with high-grade gliomas, adding Gliadel before performing a Stupp protocol did not improve survival.
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Radiosensitization by the poly(ADP-ribose) polymerase inhibitor 4-amino-1,8-naphthalimide is specific of the S phase of the
cell cycle and involves arrest of DNA synthesis.

Noél G, Godon C, Fernet M, Giocanti N, Mégnin-Chanet F, Favaudon V.

INSERM U 612, Institut Curie-Recherche, Laboratoires 110-112, Centre Universitaire, 91405 Orsay Cedex, France.

Abstract

Radiosensitization caused by the poly(ADP-ribose) polymerase (PARP) inhibitor 4-amino-1,8-naphthalimide (ANI) was investigated in 10 asynchronously growing rodent (V79,
CHO-Xrs6, CHO-K1, PARP-1+/+ 3T3, and PARP-1-/- 3T3) or human (HeLa, MRC5VI, IMR90, M059J, and M059K) cell lines, either repair proficient or defective in DNA-PK (CHO-
Xrs6 and M059J) or PARP-1 (PARP-1-/- 3T3). Pulse exposure to ANI (1-hour contact) potentiated radiation response in rodent cells except in PARP-1(-/-) 3T3 fibroblasts. In
contrast, ANI did not significantly enhance radiation susceptibility in asynchronously dividing human cells; yet, single-strand break rejoining was lengthened by ca. 7-fold in all
but mouse PARP-1-/- 3T3s. Circumstantial evidence suggested that radiosensitization by ANI occurs in rapidly dividing cells only. Experiments using synchronized HeLa cells
consistently showed that ANI-induced radiosensitization is specific of the S phase of the cell cycle and involves stalled replication forks. Under these conditions, prolonged
contact with ANI ended in the formation of de novo DNA double-strand breaks hours after irradiation, evoking collision with uncontrolled replication forks of DNA lesions whose
repair was impaired by inhibition of the PARP catalytic activity. The data suggest thatincreased response to radiotherapy by PARP inhibitors may be achieved only in rapidly
growing tumors with a high S-phase content.
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Radiosensitization by the poly(ADP-ribose) polymerase
inhibitor 4-amino-1,8-naphthalimide is specific
of the S phase of the cell cycle and involves

arrest of DNA synthesis

Georges Noél, Camille Godon, Marie Fernet,
Nicole Giocanti, Frédérique Mégnin-Chanet,
and Vincent Favaudon

INSERM U 612, Institut Curie, Laboratoires 110-112, Centre
Universitaire, 91405 Orsay, France

Abstract
Radiosensitization caused by the poly(ADP-ribose) poly-
merase (PARP) inhibitor 4-amino-1,8-naphthalimide (ANI)

was investigated in 10 asynchronously growing rodent
(V79, CHO-Xrs6, CHO-K1, PARP-1*'* 3T3, and PARP-

inhibitors may be achieved only in rapidly growing tumors
with a high S-phase content. [Mol Cancer Ther 2006;
5(3):564-74]

Introduction

Poly(ADP-ribose) polymerases (PARP) are present in
higher eukaryotes only (for a review, see ref. 1). PARP-
1, the founding family member, has been the most
extensively studied. PARP-1 is a nuclear 113-kDa enzyme
that detects and binds DNA single-strand breaks (SSB)
through a zinc-finger domain located at its NH,-terminal
end (2). PARP-1 is involved in manv important cellular
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Abstract

PURPOSE: To determine how the omission of whole brain radiotherapy (WBRT) affects the neurocognitive function of patients with one to four brain metastases who have been treated with stereote
radiosurgerv (SRS). METHODS AND MATERIALS: In a prospective randomized trial between WBRT+SRS and SRS alone for patients with one to four brain metastases, we assessed the
neurocognitive function using the Mini-Mental State Examination (MMSE). Of the 132 enrolled patients, MMSE scores were available for 110. RESULTS: In the baseline MMSE analyses, statistica
significant differences were observed for total tumor volume, extent of tumor edema, age. and Kamofsky performance status. Of the 92 patients who underwent the follow-up MMSE, 39 had a base
MMSE score of < or =27 (17 in the WBRT+SRS group and 22 in the SRS-alone group). Improvements of > or =3 points in the MMSEs of 9 WBRT+SRS patients and 11 SRS-alone patients (p =
were observed. Of the 82 patients with a baseline MMSE score of > or =27 or whose baseline MMSE score was < or =26 but had improved to > or =27 after the initial brain treatment, the 12-, 24
36-month actuarial free rate of the 3-point drop in the MMSE was 76.1%, 68.5%. and 14.7% in the WBRT+SRS group and 59.3%. 51.9%, and 51.9% in the SRS-alone group, respectively. The ¢
duration until deterioration was 16.5 months in the WBRT+SRS group and 7.6 months in the SRS-alone group (p = 0.05). CONCLUSION: The results of the present study have revealed that. for n
brain metastatic patients, control of the brain tumor is the most important factor for stabilizing neurocognitive function. However, the long-term adverse effects of WBRT on neurocognitive function mi
be negligible.
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radiosurgery (SRS) for the control of brain-tumours outweighs the potential neurocognitive risks. We proposed that published Online
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undergo SRS alone. We did a randomised controlled trial to test our prediction. DOEI0A06R 7S
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Methods Patients with one to three newly diagnosed brain metastases were randomly assigned using a standard Pz;eioz 2 R —
permutated block algorithm with random block sizes to SRS plus WBRT or SRS alone from Jan 2, 2001, to Sept 14, -

2 R T SRR % R 2 . epartment of Radiation
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[loyemy cTaTUCTUKA?

* [loTOMY 4TO 3TO OCHOBa aHanu3a!

 CNNCOK Nose3HbIX CTaTUCTUYECKUX
cpencTB Ans nyonukaumm orpaHn4yeH!

* 1/ KypCbl CTaTUCTUKU
e 2/ KOMNbIOTEPHaA NporpamMmma
e 3/ X Ucnornb3oBaHue!



CtaTncTuka v ctatTucTuka

* HekoTopble Ansa npodeccMoHanoBs,
CTaTUCTUKOB

A HeKOTOpPbIe NMOHATHbI ANA CTYAEHTOB
N Hay4HbIX UccrneagoBareneun



Kakou Bug ctatTuctukmn?

* Professional — randomized trials

Adjuvant Whole-Brain Radiotherapy Versus Observation After
Radiosurgery or Surgical Resection of One to Three Cerebral
Metastases: Results of the EORTC 22952-26001 Study

Martin Kocher, Riccardo Soffietti, Ufuk Abacioglu, Salvador Villa, Francois Fauchon, Brigitta G. Baumert,
Laura Fariselli, Tzahala Tzuk-Shina, Rolf-Dieter Kortmann, Christian Carrie, Mohamed Ben Hassel,
Mauri Kouri, Egils Valeinis, Dirk van den Berge, Sandra Collette, Laurence Collette,

and Rolf-Peter Mueller

Clinical neurological outcome and quality of life among
patients with limited small-cell cancer treated with two
different doses of prophylactic cranial irradiation in the
intergroup phase lll trial (PCI199-01, EORTC 22003-
08004, RTOG 0212 and IFCT 99-01)

C. Le Péchoux™, A. Laplanche®, C. Faivre-Finn®, T. Ciuleanu®, R. Wanders®, D. Lerouge®,
R. Keus’, M. Hatton®, G.M. Videtic®, S. Senan'®, A. Wolfson'", R. Jones'?, R. Arriagada’®,
E. Quoix'® & A. Dunant® on behalf of the Prophylactic Cranial Irradiation (PCI) Collaborative

Group' 68



Kakou Bua ctTatTUCTUKKN?

Chemotherapy in non-small cell lung cancer: a meta-analysis using
updated data on individual patients from 52 randomised clinical trials

Non-small Cell Lung Cancer Collaborative Group

No of events/
No of patients entered
Trial Surgery Surgery  Observed  Variance
plus - expected
chemotherapy deaths
Long term alkylating agents:
MRC LUO2 415/428 209/215 18.22 143.32 -
VASAG : 2511291 128/152 4,50 86.00 ot —
EORTC 08741 38/71 36/75 5.82 18.06 —— ot >
VASOG 5 292/424 261/417 20.63 137.53 M
WPL 7351 25/36 1536 636 9.83 — o—
Subtotal  1021/1250 649/895 55.53 394.74 >
Other drugs: E
OLCSG la 30/163 28/158 -0.09 14.47 } ' . !
OLCSG Ib 27/41 21/42 6.59 1136 F . O—»
SGACLC ACTLC | 70/154 75/152 -6.10 36.12 = O——+—1
WISG 2 (2 and 3) 38/108 49/100 9.79 21.49 —+ O H-—
Subtotal  165/466 173/452 939 83.44 d—
Cisplatin based: :
LCSG 801 66/140 711143 -1.81 3421 [ O |
OLCSG lc¢ 5/12 716 0.19 293 — o >
FLCSG | 20/54 30/56 779 1221 H—a0 —
SGACLC ACTLC2 64/165 68/167 4.80 3288 = . {
IPCR Chiba 115 714 133 407 f—t ; . o
WJSG 2 (1 and 3) 44/115 49/100 -7.66 22.94 (o O —+—
LCSG 853 29/94 32/94 -1.65 1522 — ——1 {
JLCSSG 59/111 52/98 0.98 27.38 = =, i
Subtotal  298/706 316/688 -21.58 151.83 T
Total 1484/2422  1138/2035 24.57 630.01
J 1 1 I 1
0.0 0.5 1.0 1.5 20
Surgery plus chemotherapy Surgery (control)
better

better 6 9



PeTpocnekTuBHoe oby4yeHue

Actuarial data for axillary control. disease-free. distant me-
tastasis-free, overal ee survivals were calcu-
lated using tlie Kaplan—Meier method X11) and tests of
significance were ba og—Ttank statistic. The com-
pletion of radiotherapy was used as time zero. The signifi-
cance of differences between proportions was tested with
theThi-square statistic or with Fisher’s exacttest, as appro-
priate (12). Multivariate analysis was done with the propor-

tional tds model. using the log-linear relative hazard
functioief Cox (11). The expected survival curve Tor the
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Llenwu

* BblyunTb He CTaTUCTUKOB!

e A HAyYnTb CTYAEHTOB MeAULMUHCKUX
BY30B NOJfIb30BaTbCA CTaTUCTUKOMN
— Y CTaTUCTUKOB HET BPEMEHMU, YTOObI

npoBoAUTb «HEe3Ha4YUTeJibHbIe»
PeTPOCNneKTuBHbIEC UCClieaoBaHUA

— HekoTopble 60MbHULbLI U KITMHUKN HE
OTKPbIBaKOT Kadpeapbl CTaTUCTUKMU



OpraHun3auusa AaHHbIX

e [IpocTble npaBuna
— OavH BUA AaHHbIX Ha KOJTOHKY

— OgviH BUA AaHHbIX O NalMeHTe Unu
oone3Hun

e Knaccudgukauus
— OaHHbIe
— NMPOMEXYTOK/nHTepBan
— KaTeropum
— Hymepaumsa .../...
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StatView

Fichier Edition Vue Texte Analyse Présentation Gestion nétre  Aide
BD(=(E(@| (e (o] | w2 N] ~le[2]2]2]]
Données délai statview version 2 article.svd \ ol &)E=s :
’ Compact |  Décomp. | Critere: [étude avecboncrteres v | *
— — — e - - — - _— 1 1 - — -)
T dose RT  |dose par fract.. CH concomitante protocole concomitant djuvante protocole adju..{nombre de cu... état DDN Variables X délaiﬂ
369] 2 59,40 1,80 1 i 1 1 9,00 1 Afficher dix_
370] 2 52,00 2,00 1 1 1 1 2,00 2 Compact, dix
37| 2 60,00 2,00 1 1 1 3 3,00 1 Déconm dix
372] 2 40,00 3,00 2 . 2 . . 1 - dix
a73| 2 60,00 2,00 1 1 1 1 7.00 1 Données : | Données délai statview version 2arl v | | dix

2 65,00 e 1 1 1 1 6,00 2 ) = ‘ dix

2 50,00 2,00 1 1 2 . . 1 Ordre : |Données =l dix

2 60,00 2,00 3] 1 1 1 2,00 . 2 Sexe H A dfx

2 60,00 2,00 1 1 1 2 - dix

Aide X age @ E——
|2 42,00 3,00 2 o — - - 1 hirurgi " dix
> =9 40 120 1 1 Welcome to the StatView dataset. New c - 3 WPE chirurgie . I ax

> 60'00 3'00 > = and rows are automatically created as you add 1 9|l§d§| | —a

> 60'00 2'00 > ~ data. Control each column's format, type, and class 1 chimio preRT L] &

2 y and view descriptive statistics using the Column dose RT @ —

1 60,00 2,00 2 . : ; 2 3 s s dix

> 50.00 200 1 1 Attribute pane at the top of the data window. Open 1 0S€ par fraction © e

2 — — - = the Attribute pane using the control at the top of the > CH con _ H — o |2

> 5920 T80 2 = right hand scroll bar. For more information on the 3 protocole concomitant 5 T

: : | | dataset, see your manual. s ch djuvante L} -

1 s:,oo 2,00 1 f 2 1 protocole adjuvant u | dx
= 2 51,00 3,00 I I nombre de cure adjuvant © —dPE
388] 2 60,00 2,00 2 . 2 s . 1 état DDN Al dix
389] 2 60,00 2,00 1 1 1 1 1,00 1 etat récidive ™ dix
??0 1 61,00 1,85 1 1 1 1 3,00 3 delai 1er signe-RT P d!x
391] 2 59,40 1,80 1 : 1 1 1 19,00 1 délai 1er signe-RT classe ] | dx
392 2 60,00 2,00 1 1 1 1 1 delai chir-RT & dfx

2 60,00 2,00 1 1 1 1 4,00 2 délai chir-RT classe H S

1 60,00 2.30 1 1 1 - 1 delai anapt-RT @ d?(

1 60,00 2,00 1 3 1 .00 1 délai anapat-RT classe L} dP(

I : : e : =

0 ) délai sim-RT classe o vl f—dx

1 43,00 223 1 1 1 1 16,00 2 delai Sim-RT @ | d?(

1 60,00 2,00 1 1 2 . . 1 dix
e
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Fichier Edition Vue Texte | Analyse | Présentation Gestion Jepdfe Aide
| B’*I ngl % I B Nouvelle vue Ctrl+M VA [} ‘
k- - Mise a jour liste des canevas R
Données délai statview vers [=lfE)fEs ~
= !Pour commencer »
’ Compact. | Décomp. 5
Analyse de survie > T 1
T dose RT |d Analyse factoriell o joncomitant chimioadjuvante protocole adju..|nombre de cu... état DDN etat r| |Variables X délail]
nalyse factorielle —
369] 2 59,40 1 1 1 9,00 1 Afficher dix_
370] 2 52,00 ANOVA & test t ’ 1 1 1 2,00 2 Compact, dix
31| 2 60,00 Contrdle qualité » 1 1 3 3,00 1 - dix
372] 2 40,00 o , . 2 . . 1 peco; dix
373] 2 60,00 ofre atiops 1 1 1 7.00 1 Données : IDonne’es délai statview version 2 ar ;] dix
374| 2 55,00 Graphes » 1 1 1 5,00 2 . - dix
375] 2 60,00 0 Vi . 1 2 - - 1 Ordre : |Données | dix
376 2 50,00 R B TAtE 1 1 1 2,00 2 = Bl dix
377] 2 60,00 Régression 4 1 2 age @ :| dx
212 42,00 e S » e - - 1 hirurai ™ dix
> 940 Statistiques descriptives 4 1 Welcome to the StatView dataset. New coumns ~ ~ | 3 NPE chirurgie =
~ 7 and rows are automatically created as you add gliadel H -
g0 2 60,00 3,00 2 * 2 1 himi RT l dix
=1l 2 50.00 500 > = data. Control each column's format, type, and class 1 chimio prel L ax
252 1 60.00 200 > - and view descriptive statistics using the Column > dose RT ) @ dix
Ty > 60IDO 2'00 7 Attribute pane at the top of the data window. Open 1 dose par fraction @ o
> o B 5 5 the Attribute pane using the control at the top of the > CH conc i N ax |2
2 59,40 1,80 2 . ;ig:nt hatnd scroll bar. For Irnore information onthe | [—3 D[?tQCO‘E concomitant l;-: s
| | dataset, see your manual. L ( juvant -
; :‘:gg ggg 1 f /4 : protocole adjuvant H :ux
: 5 I L nombre de cure adjuvant @ a
2 60,00 2,00 2 & 2 & s 1 état DDN ™ dix
1) T i 1 1 1 i S| gt ” i
J . . delai 1er signe-RT - P(
2 59,40 1,80 1 1 1 1 19,00 1 délai 1er signe-RT classe N de
2 60,00 2,00 1 r1 1 1 . 1 delai chir-RT @ dix
f gg'gg g-gg : L : : 4,00 2 délai chir-RT classe u dix
1 50,00 2,00 1 ; 1 . 4,00 : e e :’x
. J - - — délai anapat-RT classe L} X
T — : . | Py o=
: : délai Sim-RT classe H v S
1 438,00 223 1 1 1 1 16,00 2 delai sim AT @ |l dix
1 60,00 2,00 1 1 2 » ® 1 dix
T —
Ouvre une nouvelle fenétre Vue ol vous pouvez réaliser des analyses et des graphes [— ]

~ ) . I B . e ——— e — = -
=] /= B (& Microsoft PowerPor... @ TTunes - \' Sans titre - Paint & StatView R« H(Y 9 1553
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Créer analyse
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X
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Tableau de Survie résumé pour delai DDN
Variable censure : derniére nouvelle
Facteur : type chirurgie

1
2
3
Total

#0bs. #Evénements #Censurée 9% Censurée # Manquant # Non Valide
164 101 63 38,415 0 0
143 104 39 27273 0 0

S0 67 23 25,556 0 0
397 272 125 31,486 3 0

Le nombre total de # manguants (es) n'est pas en accord avec ceux qui figurent pour chague strates/groupes
du fait que certaines valeurs manguent pour les variables strates/groupes.

PacnpepneneHue Ha

Kaplan-Meier Graphe de Survie Cum. pour delai DDN
Variable censure : derniére nouvelle

KinaccCbl

Kaplan-Meier Statistiques de Survie pour delai DDN
Variable censure : derniére nouvelle
Facteur : type chirurgie

Estimation  Erreur Standard
1:25% 308,000 28,060
1: 50% 522,000 15,622
1: 75% 924,000 113,315
1: Moyenne 598,548 30,526
2:25% 148,000 60,412
2:50% 291,000 46,797
2:75% 498,000 53,089
2: Moyenne 432 709 36,873
3:25% 234,000 23,516
3: 50% 404,000 57,955
3:75% 624,000 149,151
3: Moyenne 459 646 32,354
NMpooomKntTenbHOCTb
BbIXKMUBaAHUA

Facteur : type chirurgie

1 @, K
2] - —— Survie Cum. (1)
£ @ Délais de Survie (1)
6] " —— Survie Cum. (2)
g ® Délais de Survie (2)
3 4 i Survie Cum. (3)
Délais de Survie (3)
2 -
0 - -
S .
0 200 400 600 800 1000 1200 1400
Temps
Cxema I
BbIXKUBaHUA
Logrank (Mantel-Cox) Test pour delai DDN
Variable censure : derniére nouvelle
Facteur : type chirurgie
Chi-2 DDL P
[15481] 2].0004] CtaTucrtunuyeckue

OOO3Ha4vYeHus 78



3aKnr4veHus

 OCHOBHbIE NporpamMmMHbIe cpeacTBa
HeobxoAuMbl, YTOObI yNy4llaTb 3HaAHUA

e XoTA1 cpeaCTB He TaK MHOro, YToObl He
Hay4YUTbLCHA NOSIb30BaTbCHA, TEM He
MeHee npenopaBsartenu u oyaywme
nonb3oBaTesiv cyfladbo BnaaernT uMmu



