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« Following treatment, many patients experience recurrence of their cancer over time, resulting in a « Among the selected studies in the clinical review (n=81), studies that reported recurrence rate, median OS (mOS), and OS rate data were * Availability of data for recurrence rates according to stage of disease at initial diagnosis varied by tumor type, as well as across patient subgroups within each
detrimental impact on patients and health systems. However, the frequency of recurrences is not primarily identified for patients with BLA (n=19), HNC (n=6), MEL (n=20), and TNBC (n=16). Limited evidence was available for patients type of cancer (Table 1)
well understood across different early-stage tumors with NSCLC (n=7) and RCC (n=2), and no evidence was available for GC (Figure 1) » An overall trend was observed for increased likelihood of recurrence in patients diagnosed with more-advanced stages of disease vs earlier stages of disease.
- A narrative systematic literature review was conducted to assess the recurrence rates and overall However, similar values were reported among some patient subpopulations, suggestive of comparable risk of recurrence among some patient subgroups
i i i i - . . despite differing stages of disease at diagnosis, including BLA: poorly differentiated vs undifferentiated; HNC: Stage Il vs Stage Ill and T2 vs T3; MEL:
survival (OS) of patients diagnosed with early-stage cancers Table 1. Summary of recurrence rates by tumor type and stage at diagnosis Stage IIC vs St%ge I?I; RCC: T1a vs T1b d g poorly 9 9
Tumor Early-stage criteria Stage at Recurrence - - -
Methods type defined in SLR diagnosis rates (%) Recurrence-related survival by tumor type and stage at diagnosis
Ta 28.0-78.013 . ) . . L L . .
» Among the selected studies, reporting of OS data in patients experiencing recurrence after an initial diagnosis of early-stage disease was sparse (Table 2)
" The systematic literature search was conducted following the Preferred Reporting [tems for Talow grade 35.9-53.446 + Where available, mOS was the most commonly reported endpoint, although there was substantial heterogeneity among the patient subpopulations
Systematic Reviews and Meta-Analyses [PRISMA] methodology . A - ! '
» The Embase® and MEDLINE® databases were searched to identify observational studies Tahigh grade 30970.147 investigated
published in English between May 2012 and May 2022, that reported recurrence rates an‘d os Tis 70.67 « Indicators for improved overall survival included an absence of progression (vs disease progression), earlier stage of disease at initial diagnosis (vs later
) h = ) o N stage), and locoregional recurrence (vs distant metastases). In TNBC, brain metastases were associated with reduced mOS vs other distant metastases
among adult patients with bladder cancer (BLA), gastric cancer (GC), head and neck cancer BLA Stages | to Ill, excluding unresectable Stage III (muscle invasive and nonmuscle invasive) Tla< 75-888 ge) 9 ( )
(HNC), melanoma (MEL), non-small cell lung cancer (NSCLC), renal-cell carcinoma (RCC), and
triple- negative breast cancer (TNBC) Low-grade Tt 46.8¢ . .
) ) N ) . _ Hioh-arade T1 34.5-77 247910 Table 2. Summary of recurrence-related OS data by tumor type and stage at diagnosis
« Titles/abstracts of the identified literature were first screened to select potentially relevant studies, 9n-g rihems . . “
followed by full-text screening to define the final list for inclusion. At each stage, 2 independent Poorly differentiated 74.27 Tumor Patient population
;g\\:ilgvv\\/lgrrs conducted the initial sereening, with ciscrepancies being resolved by a tird independent Undifferentiated 45 type Stage and subtype of disease . .
0, 0, 0,
GC Patients diagnosed with early gastric cancer/gastroesophageal junction, Stages I-IVA N/A N/A ety () () ()
With progression 18.210 43.7510
- 1 PRISMA flow di Stage 0 1313412 NMIBC: T1 high-grade
ljgure 1. ow daiagram Stage I 22-32 411,12 Without progressmn 45210 = = 84.7310
identif i Stage Ill 25-34.21112 GC - - - - - -
- Records taentifed Tn':éjegag)database searening HNC Head and neck cancer (Stages I-IVA, including locally advanced) 2
.% Embase (n:6700() - T1 13.5-16.612'14 HNC - - - - - -
S MEDLINE-In-Process (n=:
g T2 22.7-44 41214 Stages L Late recurrence 312 71.9% 4432 37,53
g ages |-
} Duplicates (n=309) T3 24.7-69.21214 g Early recurrence (early metastasis) 323 72432 47232 39.3%
15
. d'lse';;)zds3i;CIUded (n=6032) Stage | 146 Postrecurrence 10.5-2722.34 - - -
Record: d by title/abstract e (= Stage IB 5.5-8.016.17 .
. ecords screz(e::esszgg itle/abstract ;:?ra‘;laf?nev(i:fgzdy e Stagge T 14.5:20,0156.8 Stages [-I1l Reglonal |ymph node metastases 46.816 - o o
e Di not of inter n=602) ROAVA thid]
g_ l p:fi:f:cs%:n)te et e Stage IIA 1361691718 Intralymphatic metastases 33.616 = = =
Study desi t of int t (n=1066 .0-10.! ,
Full-text studies screened Outc)r;m: ?‘r;lnsf it:“e:]e::e(sn:(;gm) ) 9 Locoregional recurrence 16.522 - 5 o
(n=t51) , Stage IIB 191047171923 9 :
MEL Stages | to Ill, excluding unresectable Stage Il Stage IIC 24 440011925 Stages I-lll Mixed locoregional and distant 622 - - -
ecords excluded (n=394) .
) ggg;zii(;roi‘alo 9 s . Stage Il 22 6-67.6151620-22 MEL Distant alone 62 - - -
H e terest (n207) Stage llIA 46.5-83.3198 Postlocoregional metastasis melanoma-specific survival 53.76% - - -
i} iatri =
‘ Includ(?]igl;e)cords ‘ ;fj;;‘g:ig; 2“ ) Stage IIB 88.919 Cutaneous melanoma: Stage I-Ill Postmixed recurrence melanoma-specific survival 11.763% - - S
Stage IIC 97.119 Postdistant metastasis melanoma-specific survival 10.9235 - - -
— § Records deprioritized ~(n=45) Stage | 22-36% Cutaneous melanoma: Stage | Postrecurrence melanoma-specific survival 29.043% - - 88.215
g?r:zz:s:ys ::rac’}fh(ngzgz)) Stages I-IV without relevant subgroup reported Stage IA 102
3 (=) S 9 A Cutaneous melanoma: Stage IB Postrecurrence melanoma-specific survival 22.816
2 tage IB 2-2025,
E M it e foy G @iE =) ‘ NSCLC (squamous and nonsquamous), including: 2 Cutaneous melanoma: Stage Il Postrecurrence melanoma-specific survival 18-27.241635 - - 75.115
L studies Trom B9 publeatons -Surgically treated early-stage patients with Stage IB-IIIA NSCLC (AJCC V7), corresponding to Stage lIA 22.3-50252
b . -Spec i -00.416,35 - - 15
l NSCLC  Stage Il IA, and resectable IIIB (T3-4N2) NSCLC (AJCC V&) Stage IIB 25 5.302526 Cutaneous melanoma: Stage lll Postrecurrence melanoma-specific survival 13.2-20.4 429
. SUElED g mOS, medan overall suvival; OS, overal suial -Surgically ineligible early-stage patients receiving radiation therapy in Stage I or Il (T1 to limited Stage Il 672 NSCLC - - - = s s
ecurrence ra&esl,1=70 rates, and m ;I::-V\:\:\,aly:erjerred Reporting Items for Systematic Reviews and T3’ NO’ MO) NSCLC (AJCC VB)
D) Stage IlIA 312:70.82527 RCC - - - - - -
Stage lIIB 73.8-10025.27 Stage | Post-brain metastases 7.7%
Stage I-lll 3028 Stage Il Post-brain metastases 9.8%
Ta 542 TNBC  Stagelll Post-brain metastases 5,83
T1b 15.3% Post-brain metastases 7.23%
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