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Flowchart of patient inclusion and missing data

310
patients included in
the PLAN-A trial

20 patients had no acute
toxicity scoring

- 2 never started treatment
+ 15 withdrew consent

*  3inclusion failure

Y

¥

290
patients included in ) —
N 34 patients had no toxicity
cute diarrhea scoring at one year follow-
up
* 5 patients died from other
causes
* 1 patient withdrew from the
study
= 10 patients had local
il recurrent disease prior to

one year follow-up

256 = 7 patients had systemic
patients included in disease prior to one year
analysis of follow up

= 11 patients was lost to
follow-up

late diarrhea




PLAN-A study overview

Inclusion criteria:

s Age 218

* Squamous cell carcinoma of the
anus, and indication for curatively
intended radiotherapy

* Written and oral consent

Patients

Patients Data collection:

Diagnosed M'-_flth + At specific timepoints (timeling)

anal cancer in +CTCwv. 4.0

Denmark from * PRO guestionnaires

2015-2021 = Quality of life questionnaires
Exclusion criteria:
Other malignant disease within 5
years except from basal cell
carcinomas

Patient timeline
Baseline End of treatment 3 months 1 year 3 years

Mid-treatment 2-4 weeks 3 years




Cisplatin+5-FU/Capecitabine | 5-FU/Capecitabine only | Weekly Cisplatin No Chemotherapy
(n=142) (n=36) (n=43) (n=69)
60/48 or 49.5 Gy/30F | 132 (46) 28 (10) 3(1) 36 (12)
(n=199)
64/51.2 Gy/32 F 6 (2) 3(1) 38 (13) 26 (9)
(n=73)
54/48 Gy/30 F 2(0.7) 1(0.3) 1(0.3) 1(0.3)
(n=5)
54 or 60 Gy/30 F 2(0.7) 1(0.3) 1(0.3) 5(2)
(Tumor only) (n=9)
48-54 Gy/27 F 0 3(1) 0 1(0.3)
(Tumor only) (n=4)

Table 4. The different radiotherapy and chemotherapy regimens during the study period, and number (percentage) of patients receiving the different
combinations.



Table 5. Dosimetric variables and the correlation with late diarrhea grade 0 and 1 or
higher using Wilcoxon rank test

Median [IQR] (n=256) Grade 0 (n=200) Grade 2 1 (n=56) P-value
Bowel cavity (cm3)

V15Gy 920.5[601.0;1174.1] 890.4 [650.2;1066.4] 0.11
V30Gy 554.2 [336.6;786.0] 576.8 [398.7;730.8] 0.21
V45Gy 313.9 [164.3;446.9] 341.4[210.2;451.2] 0.41
Bowel bag (cm3)

V15Gy 598.2 [374.9;823.7] 599.0 [415.6;813.9] 0.31
V30Gy 362.6 [192.9;535.2] 365.5 [196.4;522.2] 0.44
V45Gy 157.1[63.1;280.0] 172.3 [73.4;287.5] 0.80
Bowel loops (cm3)

V15Gy 437.6 [268.7;587.9] 411.1[267.7;627.6] 0.63
V30Gy 267.5[130.8;383.8] 211.1[120.1;401.2] 0.99
V45Gy 124.1 [50.2;227.4] 117.7 [57.1;228.3] 0.77
Terminal ileum 1 (cm?3)

V10Gy 106.6 [21.1;165.3] 102.9 [8.1;163.7] 0.77
V15Gy 88.2[9.0;151.7] 91.0[4.3;151.5] 0.75
V20Gy 71.3[3.1;134.7] 71.5[1.2;128.3] 0.84
V25Gy 55.8 [0.9;115.2] 53.2[0.3;95.4] 0.92
V30Gy 36.1 [0;88.6] 41.8 [0;73.5] 0.80
V35Gy 24.2 [0;65.9] 25.7 [0;52.2] 0.73
V40Gy 17.0[0;50.2] 16.6 [0;42.9] 0.75
Terminal ileum 2 (cm3)

V10Gy 19.5[0;52.0] 13 [0;60.9] 0.87
V15Gy 10.3 [0;48.4] 5.7 [0;57.7] 0.85
V20Gy 3.6 [0;36.1] 2.6 [0;43.4] 0.91
V25Gy 1.1[0;28.4] 0.6 [0;27.5] 0.84




ROC plot for Bowelbag V30 + Concomitant chemo
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AUC [95% Cl] for the NTCP model of Bowelbag V30: 0.646 [ 0.582 - 0.71]
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Calibration Plot of NTCP model
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Error bars represent 95% confidence intervals (binomial exact)



Bowelbag V30 + Concomitant chemo
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Goodnes-of-fit model of the NTCP model for bowelbagvsosy and chemotherapy regimen, plotting predicted vs observed risk. P-value=0.1056.



