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Background _ Table 2. Pooled results of progression-free survival in 22L, 2L-only,

. . and 3L and higher treatment of advanced CRC
* Colorectal cancer (CRC) is the third most common type of cancer and the Systematic literature review

: ) o :
second leading cause of mortality worldwide * The database search identified 32,968 relevant records for screening, and a ZL:;tE:Igher 9L setti 3L and hiah ti

. . . . . : = O 00 | : TS TV g setting and higher setting
gutcomes in ald\/fa?gsd C'EC S‘SCZRC) patients remain poor, with an estimated total of 611 citations met the screening inclusion criteria (Figure 1) (N = 4725) (N = 3582) (N = 1143)

-year survival o in the : . : : : :

oy y t ’ q ns to identif | treatment oofi il * The final screening stage resulted in the inclusion of 23 randomized controlled Number of studies 29 17 5

thoweverl,aan UTT.G nebe ‘ remains ot et?ml 3l/Dnovde rea tmer: gp 'glgscs' t'ln t trials (RCTs) into the evidence base that were eligible for meta-analysis (Table
esel S#J p0|_3tlrj]a |c:(ns . S_ven rr;(ore?!g © broader pretreated a patien 1). Of these, 18 studies investigated relevant chemotherapy plus targeted Number of arms 29 24 S
popuiation With uhkhown blomarkers= - | | therapy regimens in the second-line setting, and 5 studies investigated Number (%) of events 3913 (82.8) 2932 (81.9) 981 (85.8)

» Conventional first-line treatment of aCRC includes fluorouracil plus leucovorin regorafenib or TAS-102 in the third-line or later setting 5 hea 231307 25 390.0 27607
and irinotecan (FOLFIRI), fluorouracil plus leucovorin and oxaliplatin . A neluded studies in thi : ted ORR qf 0.9% t ST S 2l '
(FOLFOX), and capecitabine plus oxaliplatin (XELOX), while newer treatment 4?7%;19 ne dl.J © OSSU ©S 'g ¢ 'S r%letw,srcaepéor © i rgxnge di rorFr)1FS. 0 10 q Event rate per 100 person- 134 "5 95 9
strategies incorporate targeted therapies (VEGF or EGFR inhibitors) in frdm °2 (r)nteo |2a1n 4 mor:}[?]ge rom £.110°55.5 months, and median range months ' ' '
combination with chemotherapy | | Median PFS, months (95% CI)o 6.1 (5.5, 7.0) 70 (6.4, 7.4) 2.3(2.0,2.8)

* However, continuation of care with treatment options following disease TE—
progression or failure of response to initial therapies remain limited. Currently, Figure 1. PRISMA flow diagram Rate at 6 months IrT %P (95% Cl)  50.4 (44.3,574)  56.7 (52.5, 61.3) 217 (14.7, 32.0)
regorafenib and trifluridine plus tipiracil (TAS-102) are recommended for use Rate at 12 months in %P (95% CI) 20.3 (16.8,24.6)  23.8 (204, 27.8) 6.1(3.4,10.9)
beyond the second line and may help to prolong survival by a few months - Records identified through Rate at 18 months in % (95% Cl) 7.2 (5.4, 9.6) 8.9 (6.9, 11.5) -

* Study objective was to conduct a systematic literature review (SLR) and o database searching Rate at 24 months in %® (95% Cl) 2.4 (1.5, 4.1) 3.2(19,5.3) B
perform a meta-analysis of clinical studies to quantify clinical response and "§ (n=32,968) S R
survival outcome benchmarks of C|inica||y relevant treatment Options in a = « Embase (n=1 3,91 O) Fi’rrsotgression-free survival is defined as time from date of first dose to disease progression or death by any cause, whichever occurs
preViOUSIy treated aCRC pODUIation E ° MEDL| NE (n=1 2, 1 27) aCalculated as the total time-at-risk (in months) for all individuals across all studies.

§ . CENTRAL (n=6,931 ) bEstimates derived from the random effects pooled survival curve using the methodology from Combescure et al (2014).

Svstematic literat . Duplicate records removed (A) progression-free survival and (B) overall survival in 22L
ystematic fiterature review | o (n=10,138) treatment of advanced CRC

* The SLR was conducted from January 2000 through July 2021 in accordance =
with PRISMA guidelines (PICOTS criteria in Table 1) E l A. B.

 Embase, MEDLINE, and the CENTRAL electronic databases were searched g 1004 1004
\2/|§118\gg,2\(/)wth furlther manual screenlng_s of ASCO I?0191[-hZO%J1Sa(|;|c_i ESIIVI'I? | n el S S YA TR . Records excluded _

- oncology congress proceedings, as well as the inical Tria (n=22,830) (n=21,654) 2 75 -
Registry g S

* To evaluate a benchmark of clinical outcomes from standard-of-care : (% §
treatments for the population of interest, eligible studies for meta-analysis Full-text articles excluded 2 50 2 50
were further restricted to interventions (Table 1) relevant for HTAs and clinical o (”=_636) ) | 2
guideline recommendations of continuum of care systemic therapy for aCRC = Full-text articles assessed * Study design (n=78) 2 o

= . * Population (n=354) O | = S & |
2 for eligibility —> . Intervention (n=32) o 25 5 25

Table 1. PICOTS criteria to identify trials for the systematic = (n=1,176) ) 2 a g
) i T Outcome (n=159) 1=y SSome

literature review - Other (n=1) 0 e 0 - SR

: o : o » Not retrieved (n=12) |Heterogeneity I’(%): és.s,lbvafue:f <1e-05 | | Heterogeneity I2(%): 35.4, Pvalue:|<'1e-05_ |
Category Inclusion criteria Exclusion criteria 5 10 20 30 40 5 20 40 50
Adult patients with: Studies exclusively in patients Additional records identified Time in Months Time in Months
. Histologically proven |0Ca||y advanced, with: - - - h h h gl/\g neztiirﬁz’;ecs o;‘ EFS ameongjj:1 59 stﬂg)r/earr;nsreznedn fsr %Seimgngfg V\itlljdyoarr(ranefc.Thceogjrreesy Iémesi,nre;;risent the KM estimates for survival
unresectable, or metastatic (unresectable « ECOG2or hlgher Citations InCIUd.ed : rOl.zg:?(qt) Sr SOUrees The tthick bla:k I;[n:):e:esl;tskthg randorr? effectts :(]Joleddsu];\fivl.lal curSef estim:te for PIFzS :r gS tOL(th}c/:.omes with 95% confidence
stage IIl or stage IV) colorectal cancer + Stage | or Il disease (n=611, representing  <«— Conf 47 bands (dashed lines). |
Population ~ + Previously treated for advanced disease with + CNS metastasis 5 517 unique trials) onterences (n=47) P value refers to Cochran's Q test for heterogeneity.
standard therapies + Prior treatment with anti-PD-1 = * Registry (n=20)
» Recurrent disease when disease stage not or anti-PD-L1 ‘_é Y * Hand search (n=4) Table 3. Pooled results of overall survival in 22L, 2L-only, and 3L
specified - Studies included in and higher treatment of advanced CRC
+ ECOGOorf meta-analysis oL or hich 3l and hich
Relevant for inclusion in study selection: ~ « Radiation without (n=47, representing 23 trials) ortt':'ng of a1 settin an tt'nlg er
* Any pharmacologic treatment licensed by the ~ chemotherapy NSS 4'3597 N fe:,,2'1 49 Nsi 1'133
FDA or EMA for any indication (including off- + Surgical intervention without Note: n refers to number of unique records or citations. L =) L=k L=
label treatments) systemic treatment Number of studies 21 16 5
Relevant for meta-analysis: * Other nonpharmacologic )
Population 1: patients with at least 1 prior treatments (eg, hyperthermia) Meta-analyses Number of arms 21 22 S
| line of treatment. | | » Treatments targeting liver *ORR Number (%) of events 3241 (74.4) 2448 (76.2) 793 (69.4)
Interventions  + FOLFOX + (bevacizumab or aflibercept or metastases —There were 30 treatment arms (22 studies) included in the meta-analysis of Person-months? 57018.0 181295 8588.5
ll;a(;nLchlllgTTaE or cgtuxmsb orfﬁ?snltum?mab) =2l chemotherapy and targeted therapies among RCTs. The random effect | |
RI + {bevacizumab o aflibercept or ORR pooled estimate was 17.6% (95% Cl 12.6-23.3). The corresponding Event rate per 100 person- 57 5 1 8.9
ramucirumab or cetuximab or panitumumab) . ) - o _ months
. statistics for heterogeneity were 12=95.2%, 12=0.133, and P<0.0001
« CAPEOX + bevacizumab Fi 5 Median OS i
F.’opulation 2: Patients with at least 2 prior (Figure 2) (9§°/Ia(r3]|)b S 13.3 (11.7, 14.6) 14.9 (13.6, 16.1) 8.2 (71,9.1)
lines of treatment: o —2L-only treatments — Based on 25 treatment groups (17 studies), the random ’
* Regorafemb or TAS-102 (trlflurldlne/tlplraC|I) effects ORR pOOled eStima.te was 22.5% (95% Cl: 181, 272, 12: 892%) Ratoe at 6 months in %P 78.4 (742’ 828) 815 (785, 847) 64.4 (587, 706)
Comparators  + Unrestricted = among 3463 participants (figure not shown) (95% Cl)
At least 1 of the following outcomes: —3L and higher treatments — Based on 5 treatment groups (5 studies), the Rate at 12 months in %" 55.3 (49.7, 61.4) 611 (57.2, 65.3) 33.3(27.8, 39.8)
’ %).veratll survival; PFOQBGSSitQ”'frie survival; random effects ORR pooled estimate was 1.7% (95% ClI: 0.8, 2.7) among (95% Cl) R R R
ime to progression; Duration of response; 1101 L fi h T
Objective response rate (including CR. 01 participants (figure not shown) g%t(‘,j ""5&8 S I % 354 (304,413  409(366,458) 154 (11.0,217)
Outcomes PR, SD, PD); Drug-related adverse events; — ’
Grades 3-5 adverse events (all, drug- Figure 2. Forest plot and pooled results for objective response Rate at 24 months in %p® 5
S C oY : oY _ _ _ 3.3(19.5, 27.8) 274 (24.0, 31.3) 3.7 (11, 13.0)
related); Discontinuation due to adverse rates in treatments from clinical trials in advanced CRC patients (95% Cl)
events; Serious events; Patient-reported Overal survival is defined as o from date of firet dose o death
u rm esponders ota % % verall survival IS aetined as time 1rom aate of 11Irst dose 10 aea Yy any cause.
outcomes (eg’ EQ-SD’ EORTC QLQ-C30) Gi . .St o (Arm) Respond Tota! OR % (35% €1 aCalculated as the total time-at-risk (in months) for all individuals across all studies.
. . . . iantonio, 2007 (Bevacizumab + FOLFOX4) 65 286 —— 22.7 (18.0, 28.0) ) _ _ _
 Randomized controlled trial . Observat|ona| Stud|es’ Van (_:ustem, 2012 (FOLFIRI + Aflibercept) 105 531 - 19.8 (16.5, 23.4) bEstimates derived from the random effects pooled survival curve using the methodology from Combescure et al (2014).
Study design  * Nonrandomized clinical trials, including noninterventional studies, case Bonson 2013 (Bovacistinab + FOLFIR) o e I 235 (1.6, 37 5)
single-arm interventional studies reports/series Bendell, 2013 (Bevacizumab + FOLFOX) 7 35 — 20.0 (8.4, 36.9)
Cunningham, 2013 (Bevacizumab (10mg/Kg) + mFOLFOX6) 18 66 —a— 27.3 (17.0, 39.6)
Time » Published year 2000 or later » Published year 1999 or earlier ONeil, 2014 (Bevacizumab + mFOLEOXG) 17 49 LT 34.7 (217, 49.6)
. . Pectors, 2014 (Panitumumab + FOLFIRI, KRAS WT) w27 - 30 (306, 41 Conclusions
Language * English * Non-English Xie, 2014 (FOLFIRI + Panitumumab + Bevacizumab) 55 137 — - 40.1(31.9, 48.9)
CNS, central nervous system; CR, complete response; ECOQ, eastelrn coopergtive oncology group; PD,_ progressive disease; PD-1: 322;15021051 éB(?:\gEE;JRTibB;\f;?_zTEgb, KRAS MU) 311 gg - 47373(3281 ?gg; e ThlS StUdy haS prOVided Clinical Outcome benCh markS fOr Standard
programmed cell death protein 1; PD-L1: programmed death ligand 1; PR, partial response; SD, stable disease. ::g:t 5812 EEgtE:E: : E:xiﬁlétnr;z%, I}((RI;AASSV'\\A/L)) 1f gi 1?13é1(;g 33451; treatments Used in the advanced CRC patient pOpulation
Hecht, 2015 (FOLFIRI.+ Panitumumab, KRAS WT) 28 87 - —— 32.2 (22.6,43.1)
\wamoto, 2015 (Bevacisumab (5mgiKg) » FOLFIR) 20 180 ~ 1169,166) - Results indicate limited efficacy with these treatments in the

Meta-analyses Li, 2015 (Regorafenib) 6 136 - 4.4 (1.6,9.4) - : : : - -

Liu, 2015 (Panitumumab + Bevacizumab + FOLFIRI, KRAS MU) 12 27 = 44.4 (255, 64.7) second-line or later Settlng with worsening outcomes in later lines

Objective response rate (ORR) k/ilu, 2012% ng’a(r_wri'tA:JSmu1r32a)b+ Bevacizumab + FOLFIRI, KRAS WT) 1; 53;)02 = 46.71(56263,762.:;

ayer, - = . 7, 3. . 0 . c . . .

» Reported number of responders (partial or complete), number of evaluable [abernero, 2015 (FOLFIRI+ Remuoiumab) 72 536 - 134(107. 100 Given the burder} of CRC in terms of 'FS incidence gnd mprtahty,
participants, and/or ORR was preferred; however, when not reported in oore, 2616<m20LFox—6+Re;mucirdmams 2 52 — 3.8 (0.5,13.2) furthe_r research into r)ovel_and emerging therapeutic options
articles, ORR was derived by adding complete and partial response events SE:::Z: iglgéiqti:gIggﬁﬁﬁﬁfﬂfﬁﬁisvvvv% 2 o e 4ps(3226085) following treatment failure is warranted
and dividing by the total number of participants R et nA T namaae

 Clopper-Pearson 95% confidence interval (Cl) was computed for each é;g,z%?f(ﬁz;l?azfimb) > P - 220379
treatment group of a study, and the_ Freeman-Tl_JI_<ey double.arcsm_e Fxed effects model | 4564 oL 17625 253
transformation was used to normalize and stabilize proportion estimates I=squared: 95.2%, Tau-squared: 0.133, P-value: <0.0001 A References

* Results presented as forest plot of treatment effects, fixed and random effects Objective Response % ; EUT_Q H]f;tal' C‘: Cit”ief#ﬂc"’”/-/””i71<3)1209'/2‘:9t-f e eolorect b

. . . . . ational Cancer Institute. S://seer.cancer.gov/statracts/ntmi/colorect.ntm
pooled estimate of ORR with 95% Cl, |2 and 12 statistics, and P value for the Total participants refer to number of evaluable patients. o Ros ) ot ol Ther Ady Med Oneol. 2091131753835021992974.
COCh ran’s Q test for heterogenelty Responders denotes the number of participants who observed an objective response (complete response + partial response). 4. Lau DM, et al. Daily News.
Cl, confidence interval; OR, objective response. 5. Kopetz S, et al. N Engl J Med. 2019;381(17):1632-1643.

Progression-free survival (PFS) and overall survival (OS) 6. Diaz LA Jr, et al. Lancet Oncol. 2022;23(5):659-670.

» Analyses were conducted by pooling survival Kaplan-Meier (KM) curves via PFS and OS e o St o 2om a9 2537
methods described by Combescure et al® » There were 29 KM PFS survival curves (22 studies) included in the meta- e e e e &
conditional survival probabilities median PFS was 6.1 months (95% CI 5.5-7.0). The PFS rates at 6, 12, and 24

* Survival curves were manually digitized, and pseudo individual patient data of months were 50.4%, 20.3%, and 2.4%, respectively (Table 2 and Figure 3A)

. . : : Lo
trial sources were estimated by applylng.Guyots algorithm _ _ * There were 27 KM OS survival curves (21 studies) included in the meta-

* Meta-analyses were performed to combine results from multiple studies to analysis of 22L chemotherapy and targeted therapies among RCTs. The
obtain a precise estimate of overall treatment effect or resolve uncertainty median OS was 13.3 months (95% CI 11.8-14.7). The OS rates at 6, 12, and
around the efficacy of therapies'© 24 months were 78.4%, 55.3%, and 23.3%, respectively (Table 3 and

 Pooling of survival curves was estimated using the MetaSurv package with Figure 3B)

R version 4.0.1 * PFS and OS outcomes were worse in patients who received third or later lines

of treatment (Table 2, Table 3)
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