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BACKGROUND RESULTS

* Programmed death-1 and programmed death-ligand 1 (PD- g Table 1: Descriptive characteristics of the included trials (n=7).
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(MRCC) and other cancers.

 Thereis alack of understanding regarding which patient
factors predict response to these therapies.

* Understanding which predictive factors influence ICI
treatments can aid in patient selection for PD-1/PD-L1
inhibitor therapy, and improve survival outcomes in mRCC.

OBJECTIVES

1. To conduct a systematic literature review of studies
examining factors that modify clinical efficacy of PD-1 or
PD-L1 inhibitors among patients diagnosed with mRCC.
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Figure 2: Baseline variables that demonstrated evidence of
effect modification on the efficacy of PD-1/PD-L1 inhibitors.

2. To quantitatively synthesize the magnitude to which each
predictive factor modifies the effect of PD-1/PD-L1
inhibitors.

METHODS

Sample Size (n)
Treatment Avs B HR Avs HR B HR A/HR B

Age (0S)

75 plus (A) Vs Under 65 (B)

1) Search Strategy it mwestwon mewm ——— rr - —
* Electronic databases MEDLINE and COCHRANE were searched on emasim e T AT T Sl
Se pte m be r 3rd 20 19 75 plus vs Under 65 (p = 0.04; I = 0.00; prediction interval[1.01:2.26]) . 1.51[1.01, 2.26]
, .
2) Inclusion Criteria MSKCC Risk Score (PFS)
¢ mRCC patlent pOpUIation. Intermediate (A) vs Poor (B)
. . . . JAVELIN Renal 101 Ave + Axivs Sun 576 vs 96 0.72vs 0.5 - 1.44 [0.81, 2.55]
° StUdles pUblIShEd N Enghsh from 2006 onwa rds. Mmation15° Atezo + Bevvs Sun 629 vs 107 0.9vs 0.48 L5 1.88 [1.13, 3.11]
. . IMmotion150 Atezovs Sun 139 vs 18 1.08 vs 0.68 | & | 1.59 [0.44, 5.75]
* Phase lI/Ill RCTs with subgroup analyses of any baseline Mmotion 150 Atezo + Bev vs Sur 132 v5 19 1,06 v5 091 e 116 034, 397
Cha racte riStiC Wlth res peCt to mMono- or com bo_ P D_l/P D_Ll Intermediate vs Poor (p = 0.01: = 0.00: prediction interval[1.14:2.29]) - 162[1.14, 2.29]
inhibitor therapies. £
3) Screening & Data Extraction P11 <185 v P13 158
* PRISMA reporting guidelines were followed. Mmeet50 Ao S S i T % & mres v
e Screening was performed by 2 independent reviewers. meimillieoittyonned G et a#7m 02 e~ Lausiin
* From an initial 662 studies, seven unique trials were included. IURSNEIE  E—— e PR i R IR T
PD-L1<1%vs PD-L121% (p = 0.00; I* = 0.00: prediction interval[1.10;1.68]) o 221[1.14, 4 .27]

4) Quantitative Analysis

PD-L1 < 1% (A) Vs PD-L1 > 10% (B)

* Randome-effects pairwise meta-analyses were performed on the Mmotion151 ~ Atezo-+ Bev vs Sun 553 vs 362 0.93v5 073 o 127{0.92, 1.77
. . . IMmotion150 Atezovs Sun NA vs NA 1.3vs 1.03 — . 1.26 [0.58, 2.76]

ratio of subgroup-specific hazard ratios, for commonly reported Mmoin'50  Atezo + Bev vs Sun NAvs NA 147vs 064 - . 230 [1.06, 498
baseline Va ria b|e5. PD-L1<1%vs PD-L1210% (p = 0.02; I* = 2.26; prediction interval[1.11;4.39]) - 1.36 [1.10, 1.68]

* Forest plots were constructed using “Metafor” (R v3.5.0). S (B

Figure 1: Six trials were included in the pairwise meta-analyses. § @« =®

IMmotion151 Atezo + Bev vs Sun 773 vs 142 0.92vs 0.56 —— 1.64 [1.07, 2.52]

o IMmotion150 Atezovs Sun 172 vs 30 1.12vs 1 ; . ; 1.12 [0.44, 2.86]
: Records 'de”ts'zzfct:‘;‘;“gh database IMmotion150 Atezo + Bev vs Sun 171 vs 29 0.98 vs 063 N — 1.66 [0.59, 4.12]
K !
é  MEDLINE (r(]rl :72?2) No vs Yes (p = 0.02; I = 0.00; prediction interval[1.07:2.21]) i 1.54[1.07, 2.21]
."2 - Cochrane (n =389)
Q
©
l [ [ | I R
Records after duplicates removed 0.2 1 5 10 20 40
(n=541) Records excluded Observed Outcome
b (n = 485) —~ In Favour of A In Favour of B =
< - Population (n = 24)
q:) - Intervention_(n =103)
Q - Outcome-(n = 10_)
3 ' / C unleate gy *Keynote-426 compared age subgroups of 65 plus and under 65.
- Non-English (n =5) - . .
e ~ Conference Abstracts =) **Missing subgroup sample size data was reported as “NA”.
; Full-text articles excluded, with C O N C L U S I O N
2 Full-text articles assessed Eﬁajzr;j
E for eligibility \ - No subgroup (n = 4)
- (n = 56) - Study design (n = 5) . . .
. - Noncogaln-3 * Older age, intermediate MSKCC risk scores, low levels of PD-
l - Conference abstracts and trials with - o o o o
Studies included in o asocitedsudes (135 L1 expression, and sarcomatoid tumour differentiation
qualitative synthesis . . . o o
(n=9) demonstrated reductions in PD-1/PD-L1 inhibitor treatment
3 l .
8 efficacy.
§ Studies included in

guantitative syntheses
(meta-analyses)
(n=6)

* Research on the predictive factors that modify ICl treatment
efficacy is needed to improve survival outcomes in mRCC.




