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Erhaltungstherapie zur Optimierung der Palliation

Ziele:
" Toxizitdt einsparen
" Lebensqualitit erhalten

" Behandlungserfolg bewahren




Erhaltungstherapie zur Optimierung der Palliation

Fragen:
" Welcher Zeitpunkt?
- Stop and Go tiber prddefinierten Behandlungsphasen oder
Maintenance nach Induktion bis zum Progress

" Welche Patienten sind geeignet?

- CR, PR, SD, Resektabilitdt definitiv nicht gegeben




OPTIMOX-1 und OPTIMOX-2

OPTIMOX-1
FOLFOX 4 until disease progression

= 0S=19.3
N=620
12 cycles
il 0S=21.2
b Week 0 Week 12 Week 36 Week 48
OPTIMOX-2 OPTIMOX.1 reci
-1 regime
emen 0S=23.8
LV + 5-FU
N=202 12 cycles or until progression
OPTIMOX-2 regimen
Chemotherapy-free interval
until progression
0S=19.5

Week 0 Week 12 Week 36 Week 48

OPTIMOX-1: Tornigand et al., JCO 2006
OPTIMOX-2: Chibaudel et al. JCO 2009
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MACRO TTD Study Design

Capecitabine
Oxaliplatin
Bevacizumab
X6 cycles q3w

Capecitabine
Oxaliplatin
Bevacizumab
until progression

Capecitabine
Oxaliplatin
Bevacizumab
X6 cycles gq3w

Progression

Diaz-Rubio et al., The Oncologist 2012



Survival probability

+ Censored ——XELOX + bevacizumab — Bevacizumab

1.00 4 Subjects Event Censored Median (95% Cl)
XELOX + bevacizumab 239 72%(173) 28% (66) 10.41(9.36-11.88)
Bevacizumab 241 76% (184) 24% (57) 9.66 (8.30-10.58)
Log-Rank 0.3811
Hazard Ratio 1.098 (0.891-1.352)
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0.00 b

45 48

Time (months)

MACRO trial

+Censored ——XCLOX + bevacizumab —— Cevacizumab
1.00 Subjects  Event  Censored Median (95% Cl)
XELOX + bevacizumab 239 73% (175) 27% (64) 23.20 (19.79-26.01)
Bevacizumab 241 T2% (174) 28% (67) 19.09 (17.08-23.25)
Log Rank 0.6503
| lazard Natio 1.05 (D 851-1.295)
0.75 1

050{ ————=-—=--————-m-- -

025 1

0.00 1
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Deeskalation oder Behandlungspause nach
Fluoropyrimidin/Oxaliplatin/Bevacizumab
basierter Induktionstherapie



SAKK 41/06, CAIRO3 and AIO 0207:

SAKK 41/06*

Induction Maintenance
Previously Bev + CT
untreated mCRC —>
(n=?) (16-24 weeks) No therapy
N=131

* Primary endpoint: non-inferiority in TTP (from randomisation) Reinduction

CAIRO33
Cape + Bev
. XELOX + Bev N=278
Previously
untreez:]e_d’);nCRC — (18 weeks, x6)
o With CR/PR/SD No therapy

N=279

* Primary endpoint: superiority in PFS2 (maintenance and reinduction treatment)

AIO 02077

FP + Bev
FP + N=158
Previously oxaliplatin +
untreated mCRC 3> Bev
(n=852%) (24 weeks)
With CR/PR/SD No therapy

N=158

* Primary endpoint: non-inferiority in TFS (maintenance and reinduction treatment)
1. Koeberle et al., Ann Oncol 2015

2. Hegewisch-Becker et. Al., Lancet Oncology 2015
*Assessed for eligibility; FP = 5-fluorouracil, folic acid, or capecitabine 3. Simkens et al., Lancet 2015



DREAM trial: Maintenance mit Bev vs. Bev/Erlotinib N=700)

Induction therapy Maintenance with
3 months chemotherapy 3 months
mFOLFOX plus Fluoropyrimidines Bevacizumab
bevacizumab plus bevacizumab N=228
5
£ 2
Post-protocol ‘E' N ﬁ Maintenance without
amendment | © KELD}t{E plus Flunmpyn!‘mdmes. £ chemotherapy until
£ bevacizumab plus bevacizumab -§ progression ar toxic effects
&
Bevacizumab plus
FOLFIRI plus bevacizumab erlotinib N=224

Chibaudel et al., Lancet Oncol 2015



Grinde fur Randomisierungsversagen nach Induktionstherapie

Total 42 % 35 %
Progression wahrend 35% 40%
Induktion

Metastasenchirurgie 11% 11%
Toxizitat 15% 20%
Patientenwunsch 15% 1%

Prifarztentscheidung 8% 10%
Tod 8% 5%

Andere Grunde 8% 10%



PFS

SAKK 41/06

A CAIRO-3

100 —— Observation 4.1 months
E — Maintenance 8.5 months
2 08 Stratified HR=0-43 (95% Cl 0-36-0-52)
g - BEV no BEV = 30 Stratified log-rank p=0-0001
g No. of events 124 123 = Adjusted HR=0-40 (0-33-0-48)
>
b 0.6 : Median 4.1 months 2.9 months T 60+ p<0-0001
=) (95%Cl) (3.15.4) (2838) 2
= g
= 04 A HR 0.74 =
s - : 95%Cl {0.57-0.95) & 404
*é Non-inferiority p=047 g
(o]
s 02 & 20
0.0 0 T T T T T
18 24 30 0 12 24 36 48 60
No. at risk Time (months) Number at risk
BEV 131 40 14 8 6 5 3 Observation 279 18 7 5 2 1
Maaintenance 278 96 36 10 4 3

no BEV 131 22 10 7 5 1

AlO KRK 0207 DREAM

5 100 - Events(n) Median (95% Cl)
g
1004 n Events Median (95% Cl) o —Bevacizumab 228 187 4.9 (41-5.7)
Fluoropyrimidine plus bevacizumab 58 49 6-4 months (4-5-8-3) E — Bevadizumab pluserlotinib - 224 169 54(43-62)
804 Bevacizumab alone 61 59 4-1months  (3-2-5-3) 2 754
® No treatment 67 65 3.6 months  (2:8-5-1) £ Stratified hazard ratio 0-81 (0-66-1.01)
= E =0-059 (log-rank
£ E E SSﬁ( dgh ; io 078 (0-68-0-96
g 604 S nstratified hazard ratio 0.78 (0-68-0-96)
5 g
o = p=0-019 (log-rank)
B g 50 Restricted mean survival (maximum follow-up 24 weeks)
-§ el Log-rank test: p=0-0047 5 p=0.023
g g
g <
204 é 25
g
Y + = t ; é"‘
0 T T T T T T T T T T T 1) - T T 2 1 a.
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0
Months from randomisation 0
Number at risk
Fluoropyrimidine 58 30 14 5 9) 2 1 1 Number at risk
plus bevacizumab X
Bevacizumab alone 61 19 7 4 4 2 2 1 Bevac!zumab 228 79 16 8 2 0
Notreatment 67 19 4 2 1 1 1 0 Bevacizumab 224 83 30 12 5 2

plus erlotinib
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Number at risk
Bevacizumab
Bevacizumab
plus erlotinib

Overall survival from maintenance (%)
w1
o
1

Overall Survival DREAM

n Events (n) Median (95% Cl)

—— Bevacizumab 228 177 22.1(19.6-26-7)
—— Bevacizumab plus erlotinib 224 154 24.9 (21-4-28.9)

Stratified hazard ratio 0-79 (0-63-0-99)

p=0-036 (log-rank)

Unstratified hazard ratio 0-79 (0-64-0-98)

p=0-035 (log-rank)

Restricted mean survival (maximum follow-up 24 weeks)
p=0-024

T T T T 1
0 12 24 36 48 60
Time (months)
228 168 a5 41 12 3
224 172 a5 49 22 8



Auszug aus der Stellungnahme der AlO-
KRK Leitgruppe zu
Deeskalationsstrategien nach FP/Ox/Bev

Eine aktive Erhaltungstherapie verlangert das PFS-1 signifikant.

Eine Deeskalation auf FP/Bev ist Standardvorgehen und ist effektiver als Bev

mono.

Eine Therapieunterbrechung ist moglich ohne signifikanten Einflu3 auf OS.

Auf das signifikant kiirzere PFS miissen die Pat. hingewiesen werden.

Die optimale Dauer der Induktionstherapie 1st nicht abschlieBend geklart und

sollte ausserhalb von Studien vom individuellen Verlauf abhingig gemacht

werden.



Gibt es Entscheidungshilfen?

" Ansprechen
" Lebensqualitat
" Einfluf3 klinischer und molekulargenetischer Faktoren

®  Tumorlokalisation



CAIRO3 Quality of life during 4
maintenance/observation

g =)
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A1
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s Between-group difference:
o 0 ey 3.9 (95%Cl 1.2; 6.5) p=0.004
§ 38 r—— - _._—><;<; (not clinically relevant, < 10)
N
2 5
g 4w ~+—observation
£ 30 -=maintenance
Q 20
= 10

0

0 10 20 30 40 50 60

248 186 112 57 40 14 10 0O
243 164 114 92 76 50 36 M

* QoL was maintained during maintenance treatment, and was clinically not
inferior compared to QoL in observation arm

Presented By Miriam Koopman at 2014 ASCO Annual Meeting




AlO KRK 0207
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Mean GHS/QoL*

p-values** for mean GHS/QoL

55,0 (FP/Bev), 58,0 (Bev), 57,5 (no therapy)

FP/Bev vs Bev: p= 0,198
EP/Bev vs no therapy: p= 0,296

Bev vs no therapy: p= 0,820

—_— e ————
!
0 6 12 18 24
week of maintenance
57,2 (SD 20,9) 58,5 (SD 22,4) 54,1 (SD 23,3) 56,7 (SD 23,3) 56,3 (SD 21,6)
n=128 n=129 n=124 n=114 n=106
54,3 (SD 22,8) 59,0 (SD 20,1) 58,3 (SD 20,1) 58,0 (SD 21,1) 55,4 (SD 20,7)
n=132 n=138 n=120 n=123 n=112
55,1 (SD 19,1) 58,3 (SD 19,4) 58,5 (SD 22,0) 58,7 (SD 22,9) 57,0 (SD 23,4)
n=128 n=128 n=124 n=120 n=112

— FP/Bev
= Bev

~ notherapy

Figure 1: Mean global health status and quality of life score at different maintenance assessment timepoints

* analyzed according to protocol: mean value, calculated as the average of all available time points after randomization (week 6, 12, 18, 24)

**analyzed by t-test



AlO KRK 0207

Mean appetite loss*: p-values** for mean appetite loss
70 26,2 (FP/Bev), 18,8 (Bev), 24,5 (no therapy) FPiBevvs Bev: p=U,Ulo
60 H _ FP/Bev vs no therapy: p= 0,620
a Bev vs nd therapy: p= 0,054
o 50
g
< 40
o
=1 30 - ——FP/Bev
Y _/ —Bev
o
v 20 ——no therapy
S
o 10
S
<5} 0 +
-10 | :
Week
-20 e
0 6 12 18 24
FP/Bev 30,7 (SD 32,9) 23,1 (SD 32,9) 26,7 (SD 33,9) 26,6 (SD 34,1) 25,3 (SD 30,6)
Bev 29,6 (SD 35,7) 18,5 (SD 26,5) 15,2 (SD 22,8) 17,1 (SD 26,2) 19,8 (SD 28,4)

no therapy 32,3(SD33,7) 21,4(SD30,6) 23,5(SD 30,5) 22,4 (SD 31,6) 21,6 (SD 32,5)

Figure 2c: Mean appetite loss score at different maintenance assessment timepoints

* analyzed according to protocol: mean value, calculated as the average of all available time points after randomization (week 6, 12, 18, 24)
**analyzed by t-test



Resultate einer gepoolte Analyse von
CAIRO-3 und AIO 0207
FP/Bev vs. Beobachtung

Cave: unterschiedliche Studiendesigns

Analysierte Faktoren:

Interaktion mit Geschlecht, Alter, WHO-PS, SD vs PR,

Tumorlokalisation, Stadium, Zahl der Metastasenlokalisationen, Resektion
des Primarius, TZ-Zahl, CEA, RAS/BRAF Mutationsstaus



Pooled analysis: PFS, CAIRO-3, AIO 0207

Events (n/M) HR (95%CI) Pinteraction
Observation  Maintenance
Sex
Male 2471251 2477288 - 0.41 (0.34-0.49) 0.828
Female 139142 1184129 - 0.39 (0.30-0.51)
(44) [4B) '
Ange at randomization !
<70 26B/273 281/301 L 3 0.38 (0.33-0.47) 0.624
=70 118120 as:a7 - 0.43 (0.32-0.57)
{44) [46) .
WHOECOG performance slalus i
0 218221 212229 - 0.38 (0.31-0.48) 0.407
1-2 168172 154/159 | 0.43 {0.34-0.54)
{44) (48] '
Response to induction treatment !
CR/PR 251/257 23B/254 - 0,40 (0.33-0.48) 0.756
S0 136/136 128134 - 0.42 (0.32-0.54)
{44) [46])
Site primary tumour '
Calon 2200223 1897206 - 0,38 (0.31-0.47) 0,500
Rectum ¢ rectumsigmoid 166170 177182 - 0.43 (0.34-0.54)
(44) (46) :
Mumber of metastatic sites !
1 153156 158170 - 0.44 (0.34-0.55) 0.397
=1 2330237 208218 - 0.36 (0.31-0.47)
(44) [48) .
Stage of disease '
Synchronous, resaction 147151 143160 - 0.35 (0.27-0.45) 0.282
Synchronous, no resection 139/139 14B/148 - 0,42 (0.33-0.53)
Metachronous 100103 TTi80 i 0.48 (0.35-0.65)
(44) (46) :
LOH elevated at randomization |
Mo 180/194 1686176 - 0.43 {0.34-0.53) 0.491
Vs 197199 200212 i 0.368 (0.31-0.48)
{AA:! {.dFt] .
Platelets at start of induction treatment '
< 400*10°%L 233/236 242/256 - 0.45 {0.37-0.55) 0.042
= 400"10%L 1311135 101109 - 0.32 {0.24-0.42)
{B6) (58] :
CEA at start of induction treatment !
= 20 ng/mL 103106 116126 - 0.41 0 0.865
= 20 ngfmlL 108/202 17EM 84 - 0.40 (0
(129) [124) '
Mutation status ,
RAS!BRAF wild-type a7/99 106113 - 0,36 (0.26-0.47) 0.378
RAS mutant 174176 1441153 E = 0.43 (0.34-0.55)
BRAF V&00 mutant 1820 1821 - (.20 (0.15-0.59)
(142) (147} '
Owersll 386/393 366/388 {> 0.40 (0.34-0.47)
(44) [46) )
I T T 1

HR maintenance vs observation

Goey et al, BJC in print



Pooled analysis: Overall survival CAIRO-3, AlO 0207

E-'U'E“'ts {n,f"} HH {ES%CI} Plrbﬂm:ll:n
Cbservation Maintenance

Bx i I
Male 229/253 245/264 ; 1.07 {0.85-1.28) 0.003
Femnale 132143 121132 —— 0.67 (0.52-0.86)
{41) (38) '
Age at randomization 3
= 70 252276 2825306 —- 081 (0.76-1.08) 0.938
=70 102/120 84590 —— 0.90 {0.67-1.20)
{#1) (38] ;
WHOVECOG performance status !
0 203222 211/233 n 0.92(0.76-1.12) (1.958
1-2 158174 155163 —— 0.91 (0.73-1.15)
(41) [38) !
esponse 1o induchion Trealment !
CR/PR 233/258 231/256 - 0.80 {0.67-0.97) 0.035
50 128138 138140 Y 1.12{0.88-1.43)
141) (38) '
St primETy T .
Caolon 206/226 180:212 —— 0.79(0.65-0.97) 0.052
Rectum ! rectumsigrmoid 165170 176184 i 1.07 {0.85-1.33)
41) (38 :
Number of metastatic sites |
1 136158 158175 —a— 0.98 (0.77-1.23) 0,425
=1 225/238 20722 —. 0.86(0.71-1.058)
{#1) 138] ;
Stage of disease '
Synchronous, resaction 131152 146166 - 0.73(0.57-0.83) 0.077
Synchronous, no resecticn 135141 145148 I 1.06 ({0.83-1.35)
Metachronous 85103 7581 1.00 {0.73-1.37)
41) 138) :
LOH elevated at randomization )
Mo 176197 166179 —— 0.92 (0.74-1.14) 0,882
Yes 185/199 2000217 —- 0.80(0.73-1.11)
(41) (38) !
Flatelets at start of inducfion treatment [
= 400101 215238 2400262 . 0.99 (0.82-1.20) (203
= 400710%L 124136 102110 — 0.80 {0.61-1.05)
(63) 62) [
CEA at start of induction treatment '
= 20 ng/mL B9/ 06 112128 —— 0.80 (0.67-1.21) 0.941
= 20 no/mlL 191/205 1791886 —-—— 0.91 {0.74-1.13)
(128) [118) !
Mutation status :
RASI BRAF wild-type 88/100 102116 —1 0.79(0.59-1.07) 0.205
BAS mutant 166177 146155 - 0,85 (0.75-1.19)
BRAF VG000 mutant 18/20 19/22 L 0.51 {0.26-1.00)
[140) [141) ;
Cwerall 361/396 AREADE <> 0.9 {0.78-1.08)
{41) [38) i
T T * T 1

0 05 10 15 20

Goey et al, BJC in print

HR maintenance vs ocbservation



AlO 0207
Einfluld der Lokalisation des Primartumors:

Rechts: Zo6kum, Colon ascendens, Colon transversum bis
zur splenischen Flexur

Links: Splenische Flexur, Colon descendens, Sigma,
Rektum

Reinacher-Schick et al. ASCO 2017



rate without event

PFS wahrend der Maintenance in Abhangigkeit von der Tumorlokalisation (AIO 0207)

1.0

o
™
L

o
[o)]
!

o
=
|

0.2

0.0 7

Links Rechts

0 L 10
months
PFS (Monate) Links Rechts
FP/BEV 6.8 52
BEV mono 5.0 4.1

Keine Therapie 3.9 2.9

maonths

30



OS seit Randomisierung in Abhangigkeit von der Tumorlokalisation (AIO 0207)

Links Rechts
10 1 =& FlliBev: n = 33, 74 events 1.0 7 H FUBev: n =42, 44 EEM"'E“E
kU — Ry 5. Hgvﬁ‘gf;g E W3 events
057 0.8
E =
506 7 06
2 3
= E
£04 7 204
02 0.2
---------- + -— -
a0 - Logrank test: p = 0.7 0o - Logrank test: p = 0.81
0 5 10 15 20 25 30 35 40 45 50 S5 60 65 70 0 5 10 15 20 25 30 35 40 45 S0 55 60
manths
OS (Monate) Links Rechts
FP/BEV 24.0 15.3
BEV mono 25.3 17.0

Keine Therapie 23.3 18.3



Deeskalation oder Behandlungspause nach
Fluoropyrimidin/lrinotecan/Bevacizumab
basierter Induktionstherapie



PRODIGE 9: Bevacizumab-Erhaltung vs. Behandlungspause wahrend der
Chemotherapie-freien Intervalle nach 12 Zyklen FOLFIRI-Bev Induktion

Alternate sequences of
maintenance and re-induction

Aparicio T et al, Dig Liver Dis. 2015 ; 47

12 cycles 8 cycles . .
T O sy Bweeks T until progression under CT,
nd . . .
e Bleon than 2"? [ine if appropriate
progression

Aparicio et al., ASCO 2016



494 patients randomized

Arm A - Maintenance
247 patients

Arm B - No Maintenance
247 patients

n=1
—‘ n°40 withdrew his consent

ITT population
n=246 patients

n=2
n°104, n°234 withdrew
their consent

— n=245

ITTm population

- n°372 never treated
- n°19 for other reason

ITT population
n=245 patients

ITTm population
n=243

- n°22 and n°446 never
treated




PRODIGE 9:

Treatment

received

Progression during
induction CT

At least one
re-induction

At least two
re-induction

At least three
re-induction or more

Second line treatment
Chemotherapy alone
Anti-VEGF
Anti-EGFR

RO surgery

Bevacizumab

N=245

39 (15.9%)

124 (50.6%)

46 (18.8%)

16 (6.5%)

150 (61.2%)
49 (20.0%)
69 (28.2%)
30 (12.2%)

13 (5.3%)

Observation

N=243

46 (18.9%)

137 (56.3%)

61 (25.1%)

35 (14.4%)

150 (61.7%)
54 (22.2%)
72 (29.6%)
24 (9.9%)

10 (4.1%)

Aparicio et al., ASCO 2016

N=488

85 (17%)

261 (53.5%)

107 (22%)

51 (10%)

300 (61.4%)
103 (21.1%)
141 (28.9%)

54 (11.1%)

23 (4.7%)



PRODIGE 9: Ergebnisse

Bevacizumab Observation

Intent to treat modified [ N=245 N=243 ]

Tumor control duration (months) 1501 14.98 1.09 [0.87 ; 1.37]; p=0.43
First progression free survival (months) 9.20 8.90 0.92[0.76 ; 1.10]; p=0.34
Overall survival (months) 21.65 21.98 1.05 [0.86 ; 1.28]; p=0.65
Time to treatment faillure (months) 11.07 1242 1.14 (0.95; 1.37); p=0,14
First CFl duration (months) 4.30 4.34 =
Overall tumor response rate 119 (48.6%) 129 (53.1%) ;

Per protocol: Pat. mit > 1 Re-Induktion

Per protocol [ . N-137 |

Tumor control duration (months) 17.77 23.26 1.18 [0.87 ; 1.59]; p=0.29
First progression free survival (months) 9.86 9.49 0.89 [0.69; 1.13]; p=0.33
Overall survival (months) 2747 28.58 1.09 [0.82; 1.45]; p=0.56

Aparicio et al., ASCO 2016



Deeskalation oder Behandlungspause nach
FOLFOX/Cetuximab
basierter Induktionstherapie



COIN-B

Intermittent chemotherapy and intermittent cetuximab

FOLFOX FOLFOX FOLFOX
Cetuximab Cetuximab Cetuximab
| | |
12 weeks A 12 weeks A 12weeks
Randomisation PD PD
Intermittent chemotherapy and continuous cetuximab
FOLFOX FOLFOX FOLFOX
. Cetuximab . Cetuximab .
Cetuximab maintenance Cetuximab maintenance Cetuximab
| | | | 1
12 weeks A 12 weeks A 12weeks
PD PD

Figure 1: Trial design
Treatment cycles continued until progressive disease (PD) with maximally tolerated treatment, or patient choice.
FOLFOX=folinic acid and oxaliplatin followed by bolus and infused fluorouracil.

Wasan et al. Lancet Oncology 2014



COIN B: PFS und OS In KRASY! Patienten

A KrASwild-type
100 — Intermittent cetuximab
— Continuous cetuximab
E ?5 .
g
£
.
£ 50
=
3.1vs 5.8 Mon
e 70 -
0 T T T T T I T
0 5 12 18 24 30 36 42
Time (months)
Number at risk
Intermittent cetuximab 64 19 a3 2 1 0 0 0
Continuous cetuximab 66 32 13 a8 1 1 0 0

LA EREN UM Al [ )

75

504

25—

OS

—— Intermittent cetuximab
—— Continuous cetuximakb

16.8 vs. 22.2. Mon.

I I I I I
12 18 24 30 36 42

Time (months)

Wasan et al., Lancet Oncol 2014



Phase Il study of first-line mFOLFOX plus
cetuximab (C) for 8 cycles followed by mFOLFOX
plus C or single agent (s/a) C as maintenance
therapy in patients (p) with KRAS wild type
metastatic colorectal cancer (mCRC): the MACRO-
2 trial

P. Garcia Alfonso, M. Benavides, A. Sanchez Ruiz, C. Guillén-Ponce, M.J. Safont, J.
Alcaide, A. Gémez, R. Lépez, J.L. Manzano, M. Méndez Ureiia, F. Rivera, J. Sastre, C.
Gravalos, T. Garcia Garcia, J.I. Martin-Valadés, E. Falc6, E. Gonzalez Flores, M. Navalén,
E. Diaz Rubio, E. Aranda

On behalf of the Spanish Cooperative Group for the Treatment of
Digestive Tumors (TTD)
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MACRO-2 trial

8 cycles of MFOLFOX-6

I II I I I I I Experimental
arm

/ Cetuximab I

WT KRAS* mCRC

=»Q

* KRAS mutation status determined (n: 129)
2:1 I I

Control arm

I MFOLFOX-6 (g2w) Cetuximab I

mFOLFOX-C | )

Cetuximab 250 mg/m2 weekly (n= 64) Maintenagce therapy

in exon 2

N=193

Sponsor: Spanish Cooperative Group for Digestive Tumour Therapy (TTD)
Study: TTD-09-04
Principal investigators: Dr. Eduardo Diaz Rubio & Dr. Enrique Aranda Aguilar

ClinicalTrials.gov identifier: NCT01161316
Garcia Alfonso et al., ESMO 2014
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MACRO-2 trial

Results: secondary endpoint

Progression free-survival sfa C FOLFOX-C
- N =129 N = 64
Events, n (%) 75 (58.1) 31(48.4)
Censored, n (%) 54 (41.9) 33 (51.6)
Median PFS, months 8.9 9.8
1001 (95%Cl) (7.8 t0 9.6) (7.2t014.2)
90 - Ta s/a C HR 0.690
- L (95%CI) (0.4498 to 1.0580)
Y = = FOLFOX-C P-value 0.09
o 704 Il
-2 60 by
b~ =y
8. 50+ L
O 40 -
o 1
30- = - |
204 I
I- LI
10- e e o e
0 5 10 15 2b 25 30 35

Time (months)

Median duration of follow-up was 13.9 months (range, 0-38)



MACRO-2 trial

Results: secondary endpoint

QOverall survival

sfaC

N =129

FOLFOX-C
N = 64

Events, n (%) 63 (48.8) 27 (42.1)
100 sla C Censored, n (%) 66 (51.2) 37 (57.8)
T ey =, — — . FOLEOX-C Median OS, months 23.6 (1 6"’;2—'fnot
N .
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- L HR 1.151
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Median duration of follow-up was 13.9 months (range, 0-38)



MACRO-2 trial

Results : secondary endpoint

Objective response rate (confirmed responses)

Odds ratio (95% CI) = 1.3565 (0.7372-2.4961)
P-value= 0.33
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Proportion (%)

s/aC mFOLFOX-C
(n=129) (n=64)



MACRO-2 trial

Conclusions

°* The results of the present hypothesis-generating phase |l
exploratory trial with a non-inferiority design suggest that
maintenance therapy with single agent cetuximab following
MFOLFOX plus cetuximab induction is not inferior to
continuing treatment with mFOLFOX plus cetuximab with
respect to PFS at 9 months.

* Analysis of RAS status (KRAS and NRAS exon 2,3,4) and its
predictive role in efficacy variables is ongoing.

° Analysis of resectability of the disease (RO),
hypomagnesaemia as predictor efficacy factor and CTC
enumeration is ongoing.

°* Phase lll studies are needed to confirm the benefit of
cetuximab as maintenance therapy following induction
chemotherapy
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Open-label, randomized, multicenter Phase II,
MCRC, RAS wt, 18t-line treatment

PD FOLFOX +
~ panitumumab
SD, PR, CR

N=280
FOLFOX +

PFS-1

)

PFS-2
panltumumab TES
{— 12 weeks =P
5-FU/LV PD FOLFOX +
~ panitumumab

Primary endpoint: PFS-1

Secondary endpoints: overall survival, PFS-2, response rates during induction and
maintenance, time to failure of strategy, QoL-health and skin, safety



Aktivierung des angeborenen Immunsystems



Toll like receptors: expremiert auf NK-Zellen und dendritischen Zellen

MGN1703 = Toll like receptor 9 agonist,
Verstarkung des angeborenen (innate) Immunsystems

|Radiation or chemotherapyl MGN1703
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Verstarkung des angeborenen (innate) Immunsystems

Antigen
IFNy, IL-2

— cD8* : 2
& _ oYy Cytolytic capacity
TLR agonists /
—
Th1 phenotype
IFNy, IL-2, MIP1a

Immature DC Mature DC




IMPACT trial

MGN1703 Placebo

(n=43) (n=16)
mPFS 9.1 months 8.5 months
[95% CI] [8.6-10.2] [7.5-8.8]

HR=0.50 [95% CI: 0.31-1.02]
Log rank p=0.02

- MGN170:
- Placebo

b ol
A

a 1.0- MGN1703 Placebo b 1.0-
(n=43) (n=16)
mPFS 2.8 months 2.6 months
0.84 [95% CI) [2.8-4.1] [2.5-2.8] 0.8+

HR=0.55 [95% CI: 0.3-1.0)

Log rank p=0.04
2 0.64 2 0.61
o o
(7)) w
[ L
0 0.4- - MGN1703 Q 04-

— Placebo
0.2 1 0.2+
0 L) Ll Ll T L Ll L L L L L L L 0
0 2 4 6 8 101214 16 18 20 22 24 26
Months
aSimilar results were obtained for the independent review assessment:
mPFS,
months (95% CI) HR
MGN1703 (n=43) | Placebo (n=16) (95% Cl) P

From 2.8 (2.8-5.6) 2.7 (2.5-2.8) 0.56 (0.29-1.08) | 0.07
randomisation
From start of 9.2 (8.7-12.4) 8.6 (7.9-8.8) 0.49 (0.26-0.94) | 0.03
induction therapy

0246 81012141618202224 26283032

Months

Schmoll et al., J Cancer Res Clin Oncol 2014



IMPALA Study Design

Standard First line
chemotherapy for

mCRC

Induction CT
(12-30 weeks)

Partial or
Complete
Response’

]

uoIsn|oul [eL |

Trial Treatment Period

L:] uolneziwopuey

aul puZ JO HelS

Maintenance Re-Induction?
Control Induction
] Group? N K CT NN
MGN1703
5| MGN1703 1> PD |» Wit —>{ PD |
Induction
CT

1. RECIST 1.1. Responses are assessed locally. No need of response confirmation or independent review
2. Control Group patients may either continue induction therapy or halt some of the agents or interrupt all therapies
3. Re-introduction of prior induction therapy mandated whenever feasible in all patients of the MGN1703 arm and in
those of the control group who reduced treatment intensity during maintenance

MGN21703 = Toll like receptor 9 agonist




Maintenance-Studien im Vergleich:
Bewertungskriterien

« Randomisierungszeitpunkt (zu Beginn oder nach Induktion)

« Artund Dauer der Induktionstherapie, Chemotherapie-Backbone
«  Wahl der zielgerichteten Therapie

. Folgetherapien

« Biomarker



Optionen in der Sequenz u.
Erhaltungstherapie

Deeskalation auf aktive Erhaltungstherapie oder Therapiepause ist

ohne Beeintrachtigung des OS moglich

Standardempfehlungen konnen nicht ausgesprochen werden. Die
Wahl einer Maintenance-Strategie sollte die Patienten-Praferenz

berticksichtigen.

Maintenance-Switch (z.B. Einfiihrung eines Immuntherapeutikums)
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