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Surgery — Surgery p = value
Chemo/XRT

3 year OS 50%

Relapse Free 48%
Survival (RFS)

Heme Toxicity 54% (> Grade 3)
Gl toxicity 33% (>Grade 3)




Median

n Events (months)
== FU + leucovorin + RT 282 209 35
== Observation 277 229 27

F= 0046

Table 2. Patterns of Failure by Arm

Overall Survival (%)

Control
Radiochemo-  (surgery
therapy alone)

L L Relapse Status No. % No. %
No relapse” 85 48

Relapse” 147 52 76
Median Sites of relapse (% of those randomly

n__ Events (months) q .
= FU + leucovorin + RT 282 21 27 aSSlgned)

~ Observation 77 237 19 Local 7 2 211 8] 28 b5

P<.001 Regional 62 22 39 31

Distant 46 16 49 18 95 17

Unknown site 32 11 31 11 83 11
Total 282 277 559

Time Since Registration (months)

“Indicates statistically significant comparisons. P < .001 for relapse v no
relapse (x°); P = .012 for sites of relapse (among those with sites reported, x*
test for trend).
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Fig 2. (A) Overall survival by arm; (B) relapse-free survival by arm. FU,
fluorouracil; RT, radiotherapy:.




MAGIC; Medical Research Council on Adjuvant
Gastric Infusional Chemotherapy

Surgery akone
/ﬂ MN=253
ECF: 3 cycles pracp
\ and 3 cycles postop
TOTAL TIME: 3.5 ma
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Cunningham NEJM, 3565: 2008,




Perioperative
chemotherapy

Progression-free Survival

Perioperative
Chemotherapy Surgery Alone
Variable (no. of deaths/total no.) Hazard Ratio

Age P for trend=0.43
<60 yr 61/108 75/104
60-60yr 56/91 59/95

No. at Risk =70yr 32451 3654

250 Total 149/250 170/253

Sex

253 Male 126,205 127/191
Female 23/45 4362
Total 149/250 1707253

WHO performance status
0 93/169 1127173
1 56/81 58/80
Total 149/250 170/253

Site of primary tumor
Lower esophagus 23/37 25/36
Esophagogastric junction 1328 23/30
Stomach 113/185 122/187
Total 149250 1707253

Perioperative
chemotherapy
Surgery

P for interaction=0.50

P for interaction=0.63

P for interaction=0.25

Perioperative
chemotherapy Perioperative

Chemotherapy
Better

Overall Survival

Figure 2. Tests for Heterogeneity of Treatment Effect According to the Baseline Characteristics of the Patients.

The hazard ratios show 95 percent (inner tick marks) and 99 percent (outer tick marks) confidence intervals.

Months

No. at Risk
Perioperative 250 168 111 79 52 ig

chemotherapy
Surgery 253 155 80 50 3l 18

Figure 1. Kaplan-Meier Estimates of Progression-free Survival (Panel A)
and Overall Survival (Panel B).
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Disease-Free Survival

~— XPIXRT/IXP
—XpP
P = .0862

36 48
Time (months)
Treatment M 48

XPXRT/IXP 230 49 53
XP 228 56 67

B 1.0

0.8
0.6
0.4

0.24 -~ XPXRT/XP
—XP
P =.0365
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24 36 48

Time (months)

#
Treatment N event 12 24 36 48
XPXRT/XP 203 49 19 42 45 47
XP 193 66 14 37 51 62

Fig 2. Disease-free survival in (A] all patients and (B] lymph node—positive
patients. XP, capecitabine plus cisplatin; XRT, radiotherapy with capecitabine.
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« ECCx3-> %ZEXN= >ECCx3
« ECCx3~> &A= > CRT

« ECC: O m|FH| &, A|AFEHEl 7 ZHH| M EFE
« CRT: 45 Gy, 7| M| EFE1 1} 25 fx
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— Chemaotherapy group
— Chemoradiotherapy group

HR 101 {§5% C1 0-84-1.22); p=0.-90

1]
Mumber at risk {number censored)

12 24 36 48 60 72 84

1
96

Chematherapy group 393(0) 298(0) 230(6) 176 (31) 127(64) B8 (94) SB(120) 36(142) 23 (154)
Chemoradictherapy group 395(0) 298 (1) 237(4) 176(25) 123(62) 84 (89) SB(111) 35(132) 17 (149)
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Event-free sunvival (%)

20—

1]

HR 0-99 [95% C1 0-82-119); p=0-52

1]

Mumber at risk {number censored)

2 24 36 48 60 72

Time since randomisation (months)

B4

96

Chematherapy group 393(0) 249(0) 199(5) 153(27) 112(61) 81 (83) 55(107) 34(127) 22(138)
Chemoradiotherapy group 335(0) 254 (1) 197 (4) 159(21) 114(56) 81 (80) 55 (101) 33 (122) 17 (138)

Figure 2: Overall survival (A) and event-free survival (B)

HR=hazard ratio.

5year OS  40.8 40.9
(7o)
Median OS 3.5 3.3

(yts)

5 year 38.5 39.5
PFS(%%)
Median PFS 2.3 2.5

(yts)




13



OIAFA| Induction ChemoRT Path CR Median
Chemo Survival

34 5-FU/LV/cis X2 45 Gy
+ 5-FU

4] >-FU/ cis/ 45 Gy 20% /8% NR at 36 m

paclifaxel X2 + 5-FU/paclitaxel

RTOG 9904 49  5-FU/LV/cis X2 45 Gy 26%
+ 5-FU/paclitaxel

Ajani, JCO, 2004
Ajani, JCO 2005
Ajani, JCO, 2006
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Fig 1. Simulation film for T3 antral tumor with two of five peritumoral lymph nodes metastatically mvolved. Simulation
film shows areas at risk of locoregional relapse. Preoperative tumor bed 1s identified by preoperative CT scan; staple
lines help locate duodenal stump and area of gastric transection. Regional lymphatics are identified from CT scans

Splenic nodes are included with tolerable kidney volumes. Note proximity of splenic hilar nodes to residual stomach and
perigastric nodes.







FIGURE 2: Dosimetric Colorwash Comparison of Conventional Radiotherapy and
Volumetric Modulated Arc Therapy (VMAT)

Two patients, each with resected pT3N3IMO adenocarcinoma of the stomach, were treated with
4500 centigray (cGy) in 180 ¢Gy fractions prescribed to the planning target volume (yellow line)
with concurrent capecitabine. Conventional plans (A,C) are shown in the left column; VMAT
plans (B, D) are shown in the right column. There is substantial liversparing in the first patient
(top row) and kidney-sparing in the second patient (bottom row) with VMAT.

Repka et al. Role of

Radiotherapy in

18 management of Gastric
Cancer
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