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« Selected secondary endpoints include: Table 1. Algorithm-based approach to assess the impact of AE management on treatment adherence

& Peter Mohr | peter.mohr@elbekliniken.de BaCkg round and ObjeCtiveS ~ Impact of TRAE and pyrexia management level on treatment adherence: TRAE management level was based on a self-developed o
. o ORI sty @ i (st o e tinib (D+T) sianificantly reduced algorithm and pyrexia management level was based on an algorithm adapted from COMBI-APlus* (Table 1). Event Management level Definition
receurrescszz risk When- ivei uaf’?ler i(r)nrﬁnlse’rs ?esec?io?] ij: Vaart]ientzr\?vligt)rl] V;/’:a ee:llrglgzllz VGBa()rr]SLj?a:nt(mela)nsc)I?r?eI\ I1C_38 EEE — Voluntary use of a patient app (CANKADO PRO-React, CANKADO Service GmbH), which includes a digital diary to record
) 9 _ . P _ _ P J . _ . medication intake and current well-being via patient-reported outcomes, and the impact of app use on treatment adherence. High TRAE managed by dose reduction, or any TRAE that did not lead to treatment discontinuation

C O M B I - E U . Ad ve rs e Eve nt - DIENER 20 OF PEHEIS [ CRLAIERAD) elEERmaLEe] DF Ele e ERHOSEE SIS (NES), IElEing s — HRQoL, based on the European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire

I'!'re.?tglter}t adherer]:cte ISt paﬂ[(cul?riydre'al\%van;gige adjuvant setting; where patients oiten have no evidence of disease ana (EORTC-QLQ-C30), documented in the CANKADO app for app users and on tablets provided by CANKADO during in-person visits TRAE Low Grade 1-2 TRAE or any pyrexia event managed by treatment interruption

. imited tolerance of treatmen -r.e ate . S ( . S). . . . for NON-USETrs.

M a n a g e m e nt Of Adj u v a nt Tg_e phatsgf_ll?4COMBl-APlus trial provided evidence that better management of AEs like pyrexia could improve adherence to — Efficacy endpoints included recurrence-free survival (RFS), distant metastasis-free survival (DMFS), and overall survival (OS). NA No AE, grade 1 TRAE not affecting treatment delivery, or grade 23 TRAE requiring treatment

adjuvan : discontinuation

_ _ _ Digital apps allow patients to track their health and have the potential to enhance care by detecting early changes in Figure 1. Design of COMBI-EU, a non-interventional, real-world study | | | | |

D a b rafe n I b P I u S I ra m etl n I b symptoms, health-related quality of life (HRQoL), AEs, or treatment adherence that may prompt timely interventions.>?® High Pyrexia managed by dose interruption, after which full-dose treatment resumed

In this study, we present the data from the COMBI-EU study, which aims to evaluate the use of adjuvant D+T in clinical _’

practice. In addition, the impact of TRAE management and the use of app-based documentation on treatment adherence are Eligible patients (N = 250) Low Pyrexia managed by 1) no change in treatment or 2) treatment discontinuation

Primary endpoint
« TOT/FTOT

also assessed.

Pyrexia*

Age 218 years

Adjuvant D+T therapy, according Pyrexia managed by dose reduction or treatment interruption, after which treatment resumed at a lower

(D+T) in Patients with

(C::c?r:?irPrI:é?:IIS;traegSeeclz;fA(\j-ITII[S)tcc);Il(J)tglr?gg{Js to local prescribing practices, e.g. - Key secondary endpoints Partly managed e
M melanoma * Dabrafenib 150 mg BID Impact of TRAE management, including pyrexia
B RA F V6 0 O M t t ethods BRAF V600-mutation + Trametinib 2 mg QD management, on treatment adherence NA No pyrexia
| u a n . « Maximum 12 months Patient app use for recording PROs

COMBI-EU (NCT03944356) is a prospective, non-interventional study conducted by the EUMelaReg consortium from July 2019 to
December 2023 at 31 treatment centers in Germany; the data cut-off for this analysis was 13 December 2023.

M I « Eligible patients were aged =18 years with complete surgical resection of histologically confirmed clinical stage [lIA-IIID BRAF
e a n O m a V600-mutated cutaneous melanoma who had planned treatment with D+T or who had started D+T within 4 weeks of study entry.
« Treatment with D+T was given according to the local prescribing practices (Figure 1).

« The primary endpoint was median time on treatment (TOT).
— The median TOT censored for recurrence (rTOT) was calculated to reflect treatment adherence.

Peter I\/Iohr,1 Dirk DebUS,2 Imke von WaSieleWSki,3 — Completion rate was defined as the proportion of patients completing 12 months of treatment, censoring for recurrence.
Thomas Tuting,* Christoffer Gebhardt,> Markus V. Heppt,°

Planned D+T adjuvant treatment

(or started within last 4 weeks) Impact of app use on treatment adherence

HRQoL
Impact of TRAEs and pyrexia on HRQoL

‘Pyrexia was defined as 21 episode of fever, chills, flu-like symptoms, or any combination of these events. NA, not applicable; TRAE, treatment-related adverse event.

Statistical analysis

« TOT and other time-to-event parameters were calculated by Kaplan-Meier analysis; all other parameters were assessed in an
exploratory and descriptive manner.

« Statistical significance between variables was assessed by chi-squared text, while numerical differences were calculated by
Wilcoxon rank sum test (2 groups) or Kruskal-Wallis test (>2 groups).

» Correlations were analyzed using Spearman and linear regression models.

Data collection: July 2019-December 2021
Data cut-off: 13 December 2023
Median follow-up: 14.5 months (95% CIl 14.3, 14.8)

BID, twice daily; Cl, confidence interval; D+T, dabrafenib plus trametinib; HRQoL, Health-related Quality of Life; PRO, patient-reported outcome; QD, once daily; rTOT, TOT
censored for recurrence (treatment adherence); TOT, time on treatment; TRAE, treatment-related adverse event.

Jessica C. Hassel,” Fabian Ziller,® Michael Weichenthal,® Results Figrl;lre 2. Estimated time on trealtlrln:nt (A) ar;dbtrealtment adherence (time on treatment censored for recurrence; B) in patients App use
: ith primary or recurrent stage isease at baseline . : 0/ indi : - 0
10 11 12 wi Only 79 patients (35%) indicated they intended to use the electronic app and 33 (15%) used the app.
Manar Aoun,'® Gaston Schley," Jens Ulrich,' Jochen i
_ o _ y’ _ ’ R Patients and tre?tment adherence _ A 10— B 10 —+— Primary » Baseline characteristics were similar between app users and non-users, except that users were significantly younger than non-users
Utlka|,13 Frledegund Meler,” Patrick Andres Maximilian * Atotal of 225 patients were enrolled (149 primary, 76 recurrent) (Table 2)-_ | 0o 0o L ?(ft‘:l‘”e”t (median age: 55 years [range: 20-75] vs 59 years [range: 24-87)).
Terhe den 15 Ralf Gutzmer 16 Dirk SChadendorf 17 ° 138 (61%) Completed a 12-month course of adjuvant D+T and 37 (16%) discontinued treatment due to TRAES. = . = ' o The Comp|eti0n rate was 75% in app users and 71% in non-users (Figure 3C)
y ) ) «  With a median follow-up time of 14.5 months (95% confidence interval [Cl]: 14.3, 14.8), most patients (151; 67%) received > 9 months GE’ 0.8 — GE’ 0.8 — Figure 3. Treatment adherence (rTOT) according to TRAE management (A), pyrexia management (B), and app use (C)
of study treatment, including 83 (37%) who had 12 months of treatment; only 28 (12%) had <3 months of treatment. = 07 - 07 9 ' 9 9 » PY 9 ’ PP
- QO N e o N B
'Dermatologic Center Buxtehude, Buxtehude, Germany; “Department of »  The most common reasons for early discontinuation were AEs (16%), disease progression (11%), and patient preference (6%). b= E A —— High level management
n ] . n (L} . ] . . . m m
Dermatology, General Hospital, Paracelsus Medical University, Nurnberg, Germany; « TOT and rTOT (treatment adherence) are shown in Figure 2. The overall completion rate, censoring for recurrence, was 72%. £ 0.6 £ 0.6 _ 10 : L;;:;e;’;:czz;;agemem
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Medical Center, Magdeburg, Germany; 6Unlverslty Medical Center Hamb.urg. Characteristics (n = 149) (n = 76) P value (N = 225) 2 > High-level TRAE and pyrexia management were = 0.7
Eppendorf (UKE), Hamburg, Germany; *Department of Dermatology, Uniklinikum 5 0.3 5 0.3 iated with i d treatment adh £ 06—
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Erlangen, Friedrich-Alexander University Erlangen-Nurnberg (FAU), Erlangen, _ ’ | | | | 2 15 2 4o_ compared with low-level management; app use 2 05—
Germany; “National Center for Tumor Diseases (NCT), Department of Dermatology, Median age (range), years 57 (24-83) 60.5 (20-87) 0.073 58 (20-87) & & had a limited effect on treatment adherence. . 0.4 —
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Sareay G el e Lierst Caneer Carns [Sesden 2el Netens] Cemier Cutaneous melanoma, unspecified 19 (12.8) 12 (15.8) 31 (13.8) « Atotal of 98 patients received high-level TRAE management and 32 had low-level management; all remaining patients were included in 10 —+— Low level management —— Not applicable 10 —+— App not used
: the ‘Not applicable’ group. - -
: . 15 Melanoma of unknown primary 11 (7.4) 1(1.3) 12 (5.3) = _ S 09 -
Mimer Diseses, Dre.Sden.’ Germgny, eI O.f Dermatplogy, ~letgeiog) « High-level TRAE management was associated with improved treatment adherence compared with low-level AE management (hazard = 09 =
and Venereology, University Medical Center Schleswig-Holstein Liibeck Campus, Other cutaneous subtype 8 (5.4) 4 (5.3) 12 (5.3) ratio [HR]: 0.74: 95% Cl: 0.49, 1.14: Figure 3A) £ 0.8 — = 0.8 -
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lliuieCLlJ(, _Gem_][ang, hDepantment OI]:/Ipedrmatls/ll'o%y’ Jogannes Wils:;mg “{:ed'cf" ?enter, Ulceration of primary tumor, n (%) «  Among patients with relevant and manageable TRAEs, the completion rate was 69% with high-level management and 49% with = 0.7 = 0.7 7
uhr University Bochum Campus Minden, Minden, Germany; '""Department o Yes 69 (46.3) 31 (40.8) 0.0162 100 (44.4) low-level management. £ 0.6 £ 06 -
. . . @)
(@) (@)
g:;ng::%%%ﬁo\:teigﬁqr?gl}ggﬁf 22?Als:%oilggg;genrlveEr;tgnHOeseﬁlrfgfjsen and German NG 69 (46.3) 41 (53.9) 110 (48.9) Table 3. TRAESs occurring in >5% of patients (grades 1-2) or in 21 patient (grades 3-4) S 0.5 = S 0.5 -
, , Unknown 0 (0) 3 (3.9) 3(1.3) 5 0.4 — % 0.4
N =225
Not applicable* 11 (7.4) 1(1.3) 12 (5.3) . E‘ 0.3 — HR (95% Cl) E‘ 0.3 -
AJCC stage (8 edition) TRAEs, n (%) Any grade Grades 3-4 S (0.2 — Highlevel vs low level 0.52 (0.29-0.93) € 02 4
A 28 (18 8) 0 (O) <0.001 8 (12 4) Patients with 21 TRAEs 181 (804) NR '8 01 — High level vs partly managed 0.7 (0.42-1.18) '8 01 -
' ' ' General disorders o Ry — o
1B 46 (30.9) 25 (32.9) 71 (31.6) - 68 (30.2) 3(1.3) 0.0 I I 0.0 T T T T T T T T T T T T T T T
ever . .
ne 70 (47.0) 48 (63.2) 118 (52.4) | 012 3 456 _7 8. 9 10 11 12 13 14 15 16 17 0123456 _7 8_ 9 10 1112 13 14 15 16 17
Chills 47 (20.9) 0 Time in months Time in months
D 5(3.4) 3(3.9) 8 (3.6) Fatigue 61 (27.1) 0 High level management 36 36 36 36 35 31 31 30 29 28 27 27 16 3 2 1 1 1 App used 33 33 33 32 31 30 28 28 27 26 24 24 13 0 O 0 O O
Type of lymph node involvement _ Partly managed 30 30 25 25 23 20 17 17 16 15 14 13 9 1 0 0 0 O App notused 192186 171164 157 144 140 133129124 12412170 15 6 2 2 2
C O N C L U S I O N S Microscopic 112 (75.2) 0 (0) <0.001 112 (49.8) Gene.ral dlforder.s — other 16 (7.1) 3 (1.3) Low level management 20 18 14 14 14 13 12 12 12 11 11 11 5 1 0 0 0 0
VEeTesEaEe 28 (18.8) 43 (56.6) 71 (31.6) Gastrointestinal disorders Not applicable 139135129121 116 110 108102 99 96 96 94 53 10 4 1 1 1
_ _ _ _ Number of lymph nodes involved Naus.?a 43 (19.1) 0 Cl, confidence interval; HR, hazard ratio; TRAE, treatment-related adverse event.
High-level AE management, particularly for pyrexia, was associated 1 e e 0917 R Vomiting 14 (6.2) 1(0.4) HRQoL
with improved adherence to adjuvant D+T tollowing complete resection 2 25 (16.8) 9 (11.8) 34 (15.1) Diarrhea 28 (12.4) 2(0.9) « Experiencing a TRAE was associated with significant worsening in EORTC-QLQ-C30 summary score (P=0.0039; Figure 4A).
for stage lll BRAF V600-mutant melanoma. - 3(2.0) 2 (2.6) 5(2.2) Investigations There was no significant association of pyrexia and HRQoL (P=0.077; Figure 4B).
Optional use of an app did not affect treatment adherence. >4 10 (6.7 7 (9.2 17 (7.6 Liver enzymes increased 91(40.4) 11(4.9) Figure 4. Effect of experiencing a TRAE (A) or pyrexia (B) on HRQoL scores (EORTC-QLQ-C30)
. . (6.7) (9.2) . . .
Further research is needed to understand the impact of treatment Unknown 3 (2.0) 2 (2.6) 5 (2.2) Creatine phosphokinase increased 53 (23.6) 6 (2.7) A .
adherence on the effectiveness of adjuvant therapy. Size of largest sentinel lymph node, mm Musculoskeletal disorders 100 - 22 100 ‘
<1 | 31 (20.8) 0 (0) <0.001 31 (13.8) SUEEIS BT 14 (6.2) 0 i
. . . ‘. L T
> 1 70 (47.0) 0 (0) 70 (31.1) Nervous system disorders o 80 - o 80 - il
[J ; e 4 G I 2 Headache 30 (133) 1 (04) § * QoL before TRAE § . . * QoL before TRAE
nknown (9.4) (0) (6.2) ST ET—— 28 (12.4) 0 o 60— == QoL during TRAE o 60— . == QoL during TRAE
In-transit disease _ ' = (up to 7 days post = .~ (up to 7 days post
Yes 9 (6.0) 32 (42.1) <0.001 41 (18.2) Eye disorders ; 40 - TRAE resolution) g 10 :' : TRAE resolution)
. . Retinal detachment 2(0.9) 2(0.9) = = A
Yes + microscopic 4 (2.7) 0 (0) 4 (1.8) 7 P — s P = 0.0039* 5 % & e P=0077*
Yes + macroscopic 2 (1.3) 11 (14.5) 13 (5.8) a:cu ar |slor ers s 5 (25 g 90— n =297 g o0 n=19
No 134 (89.9) 33 (43.4) 167 (74.2) ypertension (2.2) (2.2) X
BRAF mutation Subcategories may be overlapping. NR, not reported; TRAE, treatment-related adverse event. 0 — . 0 - Jo
I?t doy/vgltola;ipatcolr\v/ly ﬁf :gggréosten visit the web at: V600E 126 (84.6) 58 (76.3) 0.657 184 (81.8) Treatment adherence assessed by pyrexia management
ps:/ibiLly/Feterivionr . - - - Each data point represents 1 TRAE/pyrexia/recurrence episode. *Wilcoxon matched pairs test. EORTC-QLQ-C30, European Organisation for Research and Treatment of
Scan to obtain: CoDi £ thi { btained th h quick V600K 12 (8.1) 10 (13.2) 22 (9.8) Occurrence of at least 1 pyrexia event was reported in 86 (38%) patients. Cancer Quality of Life Questionnaire; HRQoL, health-related quality of life; QoL, quality of life; TRAE, treatment-related adverse event.
OpIes OT IS poster obiained through quic - Atotal of 36 patients received high-level pyrexia management, 30 were partly managed, and 20 received low-level management:; _
response (QR) code are for personal use only and V600D 2(1.3) 1(1.3) 3(1.3) " . . . ) : , Efflcacy outcomes
may not be reproduced without written permission VEOOR 2 (1.3) 1 (1.3) 3 (1.3) all remaining patients were included in the ‘Not applicable’ group. _ | |
of the authors _ ' ' ' High-level pyrexia management was associated with improved treatment adherence compared with low-level pyrexia management * Median RFS, DMFS, and OS were not reached at the time of the analysis.
Other variant 6 (4.0) 5 (6.6) 11 (4.9) HR 0.52: 95% CI: 0.29. 0.93° Fiaure 3B). - A planned analysis to evaluate the relationship between treatment adherence and efficacy outcomes could not be conducted due to
( , 0.93; Fig )

*Patients with melanoma of unknown primary origin. AJCC, American Joint Committee on Cancer; ECOG PS, Eastern Cooperative Oncology Group Performance Status.
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