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I\/Ianagement of resected stage Il1/IV melanoma with adjuvant immunotherapy
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Background Treatment Discontinuation and Surveillance Management of Recurrence

Table 2: Toxicities leading to discontinuation Of those who recurred with LR disease only, most (46/56, 82%) underwent surgery.
Organ System  Total, Grade 1/2 Grade 3/5 18% (10/56) patients who recurred with LR disease subsequently recurred distantly.

Adjuvant therapy with anti-PD1 reduces the risk of recurrence in resected stage IlI/IV
melanomal-2. It has been well tolerated in trials, with discontinuation rates of less than
10% for toxicity?.
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The timing, nature and management of recurrences is being explored, with recent m Discontinued - Recurrence TOtal 28 (32%) 59 (68%) o
findings describing different management strategies for recurrences developing ON and = Discontinued - Other - - o
OFF adjuvant treatment*. No comparative data exist regarding imaging surveillance Gastrqmtestmal 28 22 o
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Australia for resected stage Ill and IV melanoma between August 2018 and March 2020.  njedian duration of treatment was 10.4 Ne.urological : = 2 Post-surgical management (BRAF mt)  Post-surgical management (BRAF WT)
months. 18% of patients discontinued Iil;llgumatologicalg z ;l B Adjuvant radiotherapy M Second' Adjuvant BRAF/MEK ® Active Surveillance
treatment early for toxicity. Ocular ; , . Figure 7: Management post resection of LR recurrence
Retrospective analysis of patients from 11 Australian centres who received adjuvant Endocrine 6 1 5 >8 patients recelt\)/ed syc/jstfemlg_“:cze;apyplgolr unreiictable for dlstarlt recurr.enc(e).NNo
nivolumab for resected stage IlI/IV melanoma were included in this study. Efficacy, =« Renal 4 1 3 E)eFSIE)ogtses WETE DRSEIVE z-or OS- or920/ MONGINErApy Tor PAtiEnts Tectrring o
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Table 1: Patient and disease characteristics Figure 3: Frequency of ultrasound surveillance, SLNB+ :::
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Age (years) Only 25% of SLNB without CLND patients had routine
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Median (range) 64.0 (17.0, 94.0) survelllance.of the I.ymph node basin. Most patients crinasool criaa o1 ik © o
Sex had systemic surveillance every 3 months. 15% of  ®3monthly =4monthly = 6monthly Investigational &
Female 153 (32.5) 140 patients had SCans every 6 monthS. F/gure 4 Systemlc scan frequency B ORR -recurred ON B No response -recurred ON B ORR - recurred OFF B No response - recurred OFF
Male 318 (67.5) Figure 8: Management of distant recurrence: Figure 9: Management of distant recurrence:
: 120 - recurrence ON adjuvant PD1 recurrence OFF adjuvant PD1
AJCC8th ed Stage Timing and Pattern of Recurrence
A 28 (5.9)
B 194 (41.2) ’ | Conclusion
C 175 (37.2) ' o _LL
*Intransit only *64 (13.6) - % — Distant Recurrence
111D 11 (2.3) ® . —IlIA § Locoregional (LR) * Despite higher rates of discontinuation due to toxicity (18%) compared with clinical
\Y, 63 (13.4) . 2 —IIB 3o Recurrence trial cohorts, the efficacy data appear similar.
§ 5 —||IC E o4
Molecular status 0 | - —ip £  Most early recurrences are distant
BRAF Mutant 128 (272) Lyé)rir;zzcl:c;:e Metastatecomy rlg;c(rai:isoi:\ SLNB SLNB + CLND 03 IV g— -
Wildtype 278 (59.0) Figure 1: Types of surgical resection "—\_\_\_\‘\_\— * Many with LR recurrence soon recur distantly thereafter.
Unknown 65 (13.8) o ’ 5 . ; .  Second line adjuvant BRAF/MEK inhibitors are frequently used for resected LR
Melanoma Subtype . N . Time (months) Time (months) recurrence.
Cutaneous 387 (82.2) 152 patients had a positive sentinel Figure 5: Kaplan Meier RFS by AJCCv8 Substage Figure 6: Recurrence-free survival by site (LR v Distant) y
- lymph node biopsy (SLNB), of which onl * Both CTLA-4+PD-1 and BRAF/MEK inhibitors appear to have activity after distant
Occult Primary 72(15.3) \(, P psy ) : Y 117 (25%) patients had disease recurrence. 65% recurred while ON treatment and 35% CTLA-4 H had P i this d y
Acral 10 (2.1) 6% went on to have a completion lymph . _ recurrence. -4 monotherapy had no response in this data set.
node dissection (CLND) (figure 1) OFF treatment (>1 month after last treatment dose). 24-month RFS was 69%. Median
Mucosal 2 (0.4) ' time to recurrence was 6 months.
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