Clinical outcomes with split-dose cisplatin-based regimens METHODS
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RESULTS

CO N CLUS I 0 NS e Among 2,881 records identified in the database search, 120 publications of 113 unique studies Figure 3. Efficacy of split-dose cisplatin vs standard chemotherapy regimens
met the prespecified inclusion criteria (Figure 1) A ORR. %
This systematic literature review (SLR) aimed to characterize the efficacy and safety of split-dose cisplatin regimens and * 63 studies reported effectiveness and safety outcomes, including 16 studies in patients with la/ s " " Splitdose GC wGC = GCa
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treatment criteria in locally advanced or metastatic urothelial carcinoma (la/muUcC) mMUC freated with splif-dose G - LRI 2 > 52 46 22 39 39
e Only 1 randomized trial compared the efficacy and safety of split-dose GC and GCa (Figure 2A) “ 32 I I I l . .
The comparative effectiveness of split-dose gemcitabine + cisplatin (GC) was examined in a network meta-analysis (NMA) vs * Among the 16 studies, split-dose GC was administered in 1Lin 10 studies and in 1L or 21 a/mUC, 1L, eGFR Metastatic urinary aUC, 1L, unfif for la/mUC unfit for a/mBC, eGFR la/mUC, 1L, unfit_ a/muC la/mUC, eGFR la/muC, 1L, la/mUC; relapsed or did a/mUC, CrCl
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In this NMA, split-dose GC, which is often used in cisplatin-ineligible patients (per Galsky criteria), provided survival and response days 1 and 2 of the cycle (in 50% and 25% of studies, respectively) (Figure 2C) B. Median PFS, months = Split-dose GC  #GC = GCa
rates comparable to standard-dose GC and methotrexate + vinblastine + doxorubicin + cisplatin (MVAC), and notably showed * Renalimpairment, poor performance status, older age, and comorbidities were associated with 9.9 8.1 9.2 8.9 s 8.0
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a trend toward improved outcomes compared with gemcitabine + carboplatin (GCa) administration of split-dose GC (Figure 2D) l5.3 .. 44 I 3.5 i
, , , , , , Figure 2. Characteristics of studies investigating split-dose cisplatin regimens in the SLR a/mUC, eGFR la/mUC, 1L aUC, 1L, unfif for la/mUC, CrCl la/mUC ineligible la/mUC, 1L, a/mUC
Split-dose GC may be a viable frontline treatment alternative to standard GC and may allow more patients with 40-60 mL/min, 1L/2L standard cisplatin, 35-59 mL/min, for cisplatin, 1L Karnofsky PS >70,
. . . A. Type of studies investigating split-dose C. Split-dose cisplatin regimens | CrCl40-60 mL/min IL/2L CrCl>60 mL/min
la/mUC to receive msplahn-based Chemofherqpy cisplatin regimens lzumi 2019 Cote 2020 Mourey 2020 Morales 2012 Gonzalez 2015 von der Maase 1999 Sellers 2016
C. Median OS, months
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Further investigations and prospective studies are required to determine the optimal use of split-dose GC and the " Somo/miondays Ton = a1 o
T . . - : m 35mg/m?ondays 1 and 15 15.6 15.2 :
characteristics of patients who may derive the most benefit " Randomized frals 7 12.5 130 14.0 133 127 13.9 12.5 13.3
m Nonrandomized trials 35 mg/m?on days 1 and 2 9.1 8.5 9.8 8.5 10.5
Observational studies 35 mg/m? on days 2 and 3
10 (or days 2 and 9)
" 35mg/m?ondays 1,8 and 15 la/mUC, eGFR la/mUC, 1L Metastatic urinary la/mUC, eGFR aUC, 1L, unfit for la/mUC, CrCl la/mUC, relapsed or did la/mUC la/mUC ineligible la/mUC la/mBC, eGFR
, 40-60 mL/min, 1L/2L tract cancer, 1L 50-60 mL/min cisplatin due to CrCl 35-59 mL/min, not respond after MVAC, Karnofsky PS 270, for cisplatin, TL >40 mL/min, 1L
P L AI N L A N G U AG E S U M M A RY B 25 mg/m*on days 2-5 (94% urothelial) 40-60 mL/min 1L/2L ECOG PS <1, 42%in 1L CrCl >60 mL/min
lzumi 2019 Cote 2020 Lindberg 2022 Als 2009 Mourey 2020 Morales 2012 Gondo 2011 von der Maase 1999 Gonzalez 2015 Sellers 2016 Hussain 2004
° quﬁnum - bqsed Combinqﬁon Chemoll.herq py thqf inCIUdes Cisplqﬁn or quboplqﬁn is a Stqndqrd trequent for people w"h 1L, first line; 2L, second line, aUC, advanced urothelial carcinoma; CrCl, creatinine clearance; eGFR, estimated glomerular filtration rate; GCa, gemcitabine + carboplatin; GC, gemcitabine + cisplatin; la/mBC, locally advanced/metastatic bladder cancer; la/mUC, locally advanced or metastatic urothelial carcinoma;
o MVAC, methotrexate + vinblastine + doxorubicin + cisplatin; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PS, performance status.
CIdVCInCGd UI'Oi'he|ICI| cancer B. Line of Iherapy D. Reasons for not receiving standard cisplq’rin *Split-dose GC was significantly better than GCa. 'GC was significantly better than split-dose GC. *No significant difference was found between interventions.
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Cisplatin Is more effe.c’r.lve than carboplatin b.uI it causes more side effects, so many people cannot receive cisplatin, such — + Inthe NMA, a total of 9, 5, and 11 studies reporting ORR, HR for PFS, and HR for OS, Figure 4. NMA results: comparative efficacy of split-dose GC vs standard
as those with poor clinical status, reduced kidney function, or some other health problems mCinicatinal respectively, formed connected networks that allowed the comparison of split-dose chemotherapv regimens
m Observational studies 89% . . . py g
) ) . ) ) ) L o GC with other chemotherapy regimens (GC, GCa, or MVAC) (Figure 4)
Some studies suggest that instead of giving cisplatin on a single day, dividing the dose over 2 days, which is called e A.OS B. PFS C. ORR
split-dose cisplatin. might cause fewer side effects 0 339 339, e In the base case analyses, the best fit according to the deviance information criteria " " . ,
P P g - -_ . was obtained with the fixed-effects model for ORR and OS and the random-effects split-dose GCvs  HR (95% Cl) split-dose GC vs HR (95% CI) split-dose GC vs Odds ratio (95% CI)
In this analysis, researchers reviewed all studies reporting on the use of split-dose cisplatin in patients with advanced . model for PFS
. 1Lor 2L Not specified . Re.nql Poor performance Age Comorbidities GCa | - | 0.78 (0.48-1.27 GCa | - 0.77 (0.12-3.90 GC 1.97 (1.29-3.02)*
urothelial cancer impairment status e PFS and OS with split-dose GC were comparable vs GC, GCa, and MVAC (Figure 4A | | ( ) | | ( ) ° = ( )
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Most people treated with split-dose cisplatin in these studies had reduced kidney function, had poor clinical status, 1L frstine: 2L socond ine: SLR.systomatic ierarure review |
or were older o Split-dose GC was associated with a significantly higher probability of achieving an
L . _ ; GC — =1 0.91 (0.57-1.48) GC —=—|  0.86(0.14-4.23) GC = 1.12(0.74-1.70)
. . . e e e e . . e - In 12 studies reporting outcomes with split-dose GC, ORRs were 39-80% in 11 studies objective response than GCa (odds ratio, 1.97; 95% Crl, 1.29-3.02). The odds ratio for
Chemotherapy including split-dose cisplatin had similar effectiveness to standard cisplatin-based chemotherapy and . . . y : . objective response was not statistically significant between split-dose GC compared
d to be slight oot th boblatin-b d ch th (Figure 3A), median PFS was 3.5-92.9 months in 7 studies (Figure 3B), and median OS with GC and MVAC (Figure 4C)
seemeda 10 pe sligntly more ermecrtive thnan carpopidrin-pdsed chemoinerapy was 8.5-18.1 months in 11 studies (Figure 3C) g
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Overall, these findings suggest that chemotherapy including split-dose cisplatin might allow more people with advanced . Only 3 studies provided comparative efficacy analyses for split-dose GC: * In sensitivity analyses, split-dose GC was associated with significantly longer median MVAC 87— 0.87(0.53-1.43) - MVAC |——®——1.07 (006-16.19)  MVAC  ——a&—— 0.93(0.32-2.61)
urothelial cancer to benefit from treatment . L . . . . . PFS than standard GC, GCa, and MVAC in the fixed-effects model but not in the I . e - .
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More studies comparing split-dose cisplatin and standard cisplatin are needed to determine which patients might benefit o the fixed- and random-effects models _ Tavars Favors ~Tavars Favors Favors Favors
Split-dose GC vs GC: higher mortality and progressive disease (adjusted for age, baseline *pllrclose &F  compardler *pildose GF compardler comparalor spill-dose &€
the most from split-dose cisplatin e%FR o OrTanCe .sIo?us o er’renﬁion orpw)d giqbe’res)S ) I¢ « Reported rates of discontinuation due to adverse events with split-dose GC were
P YR he’rerogeneous, but generdlly consistent with those observed with other chemothera Py GCa, ge.mcifrobine+corboplo‘ﬂn; GC, gemcifobin§+cisplofin;HR, hazard ratio; MVAC, methotrexate + vinblastine + doxorubicin + cisplatin; NMA, network meta-analysis;
- Split-dose GC vs GC: no significant difference in OS in patients with eGFR 50-60 mL/min? regimens, and ranged from 5%-36% “Denotes  stafisicdlly signifeant diffarence, L oo oS Suival
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