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ACT | - Randomised trial of radiotherapy alone versus
radiotherapy, 5-fluorouracil and mitomycin

Multi centre trial launched in December 1987
Trial was closed in March 1994

585 patients were randomised from 53 UK and 3
overseas (Cape Town, Lisbon and Naples) radiotherap
centres

Original results were published in the Lancetin 19 96
Follow up data up to the end of 2007 is now availab le

Overall survival, death from anal cancer, timeto|l  ocal
relapse and relapse-free survival can now be examin  ed
for this period




ACT | - Trial Design

Pts with epidermoid anal cancer

Randomisation

N

Radiotherapy Radiotherapy +
: 5FU + MMC
(45Gy in 20/25#)

/

Assessed at 6 weeks

—

Poor response — 50% response

salvage surgery — boost
radiotherapy

585 randomised

290 pts

radiotherapy
alone (RT)

295 pts

chemoradiation
(CMT)

285
eligible

iIneligible

| | |
5 292 3
eligible ineligible



ACT | - Demographics

Radiotherapy (n=285) CMT (n=292)

Male
Female

135 (47%)
150 (53%)

125 (43%)
167 (57%)

Median age (range) years

65 (26-88)

63 (26-85)

Canal (75%)

Nodes palpable
M1

n=218
T1: T2: T3: T4
32: 73: 88: 23

36 (17%)
4 (2%)

n=213
T1: T2: T3: T4
25: 61: 88: 32

48 (23%)
6 (3%)

Margin (23%)

Nodes palpable
M1

n=062

T1: T2: T3: T4
4:30: 20: 7
14 (23%)

2  (3%)

n=72

T1.T2: T3: T4
10: 27: 24: 11
17 (24%)

3 (4%)




Cause of death

RT alone
N=285

Anal cancer

125

New cancer

17

Treatment related

5

Other

o1

Unknown

Z

Total




Type of event by treatment

RT alone
N=285
-irst event: relapse or death

_ocal relapse 162
Distant relapse 21
Death 56
Any event




Overall survival

100

Median overall survival
RT alone === 5.4 years
——=— /.6 years

75

HR 0.86, p=0.12
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Overall survival - absolute risk difference
for 5, 10 and 12 years

100

RT alone
— T — CMT

S-year
+5.1% (95% CI: -1.4 to +10.9)

75
I

10-year
+5.7% (95% CI: -1.5 to +12.7)

12-year
+5.6% (95% CI: -1.4 to +12.8)
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Time to first local relapse

HR 0.46, p<0.001

RT alone
— —— CMT
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Time to first local relapse - absolute risk
difference for 5, 10 and 12 years

RT alone
— — — CMT

50
|

25
|

+25.3% (95% Cl: 17.5 — 32.0)

having a local relapse (%)
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5-year +25.3% (95% Cl: 17.5 — 32.0)

+24.8% (95% Cl: 17.1 — 31.3)
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Time to death from anal cancer

75
|

HR 0.67, p=0.004
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Time to death from anal cancer — absolute
risk difference for 5, 10 and 12 years

75
J

12-year
10-year +12.5% (95% CI: 4.3 —19.7)
5-year +12.4% (95% CI: 4.2 — 19.4)
+11.3% (95% CI: 3.9 — 17.5)

25

RT alone
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Relapse-free survival

Median relapse-free
survival

RT alone == 1.3 years
CMT ——— 4.6 years

75
|

HR 0.70, p<0.001
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Relapse-free survival - absolute risk
difference for 5, 10 and 12 years

RT alone
— T CMT

75
|

S-year
+12.9% (95% CI: 6.2 — 19.4)
10-year
+12.7% (95% CI: 6.0 — 19.5)

12-year
+12.0% (95% CI: 5.5 - 18.8)
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Overall Survival by subgroup

Subgroup analyses

Male
Female

25 - 65 years

6o+ years
Anal canal

Anal margin
T Stage 1
T Stage 2
T Stage 3

T Stage 4
Impalpable nodes

Palpable nodes

Overall <]

HR (95% CI) no. of deaths/N

1.06 (0.81-1.39)
0.72 (0.54-0.95)
0.86 (0.64-1.14)
0.85 (0.65-1.11)
0.83 (0.66-1.04)
0.95 (0.63-1.43)
1.05 (0.57-1.93)
0.72 (0.50-1.04)
0.97 (0.72-1.33)
0.44 (0.26-0.76)
0.78 (0.63-0.98)
1.09 (0.70-1.69)

0.86 (0.70-1.04)

| T T i
026033 05 067 1

209/261
196/316
185/305
220/272
300/433
95/133
43/72
120/191
164/222
62/73
309/446
64/115

405/577




ACT | - Conclusions

CMT is associated with a clear and sustained benefi
In patients with squamous carcinoma of the anus.

The magnitude of the benefit seen in the first few
years is maintained as long as 12 years later.

Death from anal cancer is reduced by 12%.

CMT is confirmed as the standard of care for patien
with anal cancer.
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