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Bac kgrou nd Adverse events Scenario C - Chair time & HCP time
* The model considers injection-site related AEs, rash and pruritus, as user options for costs.'” In  The model estimates total time savings for HCPs of 63,540 hours between the scenario
« Nivolumab (NIVO) is a programmed cell death protein 1 (PD-1) inhibitor.’ the. pase case, they were not considered as .there was fqund to 'be no significant differgnce in with NIVO+Hyal SC and the reference scenario, and considered nurses, pharmacists,
 While NIVO is currently administered as a 30-minute intravenous (IV) infusion at dosing levels and toxicity between the IV and Hyal 5C formulations of NIVO in the pivotal CheckMate 67T trial. pharmacy technicians, and physicians (Table 2).

frequencies that vary across indications?, fixed-dose subcutaneous (SC) NIVO in combination with Table 1. Summary of budget impact model scope * The chair time saved for patients is estimated to be 26 minutes per dose received,
resulting in total savings of 30,363 hours across indications in Canada (Table 2).

hyaluronidase (NIVO+Hyal) represents an alternative mode of administration and has the potential
to improve the administration burden, tolerability, and patient and provider convenience. Component Description Results per province
e |In May 2025, Health Canada approved NIVO+Hyal SC in 17 solid tumour indications. Results per province for the base case and the three scenarios are presented in Table 3.

e Approval was granted based on the results of the phase Il trial - CheckMate 67T, comparing Perspective Base case: Public drug plan perspective h ) ) . .
NIVO+Hyal SC to NIVO IV, which met pharmacokinetic non-inferiority endpoints. Population Adult patients with: Table 3. T !'ee-year incremental impact for base case and per scenario in Canada
e Currently, the Canadian healthcare system is facing increasing strain due to limited resources to - Unresectable or metastatic melanoma (monotherapy) and by province
manage the growing burden of cancer care’. »  Unresectable or metastatic melanoma (combination) —— ) )
e Given the large volume of NIVO patients, any opportunity to increase efficiencies would have an . Resectable melanoma as an adjuvant therapy All indications 3-year incremental impact
important effect in alleviating healthcare resource utilization (HCRU) strain in the Canadian . Metastatic NSCLC after progression on chemotherapy Base Case
healthca.re system.. . . o . o » Resectable NSCLC in the neoadjuvant setting Canada® 650,718,198
e To help inform various stakeholde.rs, mclu.dmg but not llmltgd to patlents,.healthcare practitioners . Recurrent or metastatic squamous cell carcinoma of the head and neck anada /10,
(HCP) & payers, on the effect of integrating NIVO+Hyal SC into the Canadian healthcare system, a (SCCHN) after chemotherapy Alberta -$5,785,722
budget impact analysis (BIA) was developed. : British Columbia -$7,188,302
» Advanced renal cell carcinoma (RCC) .
* Intermediate- or poor-risk advanced RCC Prince Edward Island 3222,202
Methods . Advanced RCC post-TKI treatment m\a“'t;ba L '21’322’322
Objective » High-risk urothelial carcinoma (UC) as an adjuvant therapy Ns\\;va Srcuor]c?z;m 1 ’ 35 3’ 478
e To develop a BIA to quantify the economic impact, and the effect on select HCRU, of reimbursing ] Eﬁg?:;feal or gastroesophageal junction cancer (GEJC) as an adjuvant Newfoundland and Labrador -$693,392
NIVO+Hyal SC from a Canadian dr lan perspective, including from national & provincial levels. i ]
i ! US pian perspective, inctuding ] provinci Y « Advanced or metastatic gastric cancer (GC), GEJC, esophageal Ontario 519,944,108
Model structure adenocarcinoma (EAC) Quebec -$11,108,681
* The BIA assessed the impact of switching NIVO IV patients to NIVO+Hyal SC over 3 years across Intervention NIVO+Hyal SC Saskatchewan -$1,443,892
Canada.
* The BIA included drug acquisition costs, as well as exploratory analyses on chair time differences Comparators NIVO IV S;enac;'lo A- NI\LO d(c)]se usmgta weight-
and healthcare practitioner (HCP) time savings related to drug preparation, administration, and ase afproac and no wastage
monitoring. Time horizon Baseline + 3-year forecast period Canada -$30,998,118
* A top-down incidence-based epidemiology approach was used in this analysis. . . : : : All?grta : 53,536,137
_ _ . . Discounting No discounting applied British Columbia -$4,393,371
The BIA compares the followmg two scenarios (F.lgure 1): | Prince Edward Island -$135.806
— A “reference scenario”, where NIVO+Hyal SC is not available Scenario analyses Scenario A: NIVO dose using a weight-based approach and no wastage Manitoba -$1,078,919
— A “scenario with NIVO+Hyal SC”, where NIVO"‘Hyal SC is available Scenario B: Healthcare perspective New Brunswick '$650,260
. . . S : — : Nova Scotia -$827,193
Fisure 1. Conceptual framework of the budget impact analvsis Scenario C: Healthcare perspective for chair time & HCP time ’
g P g P y Costs Base case: Drug costs Newfoundland and Labrador -$423,790
piminstratio cots, and AE mangerment costs quebe “Se.789.141
Reference scenario Scenario with NIVO+Hyal 5C administration costs, and AE management costs Quebec -$6,789,441
Outcomes Total costs in the “world with NIVO+Hyal SC” and “world without Saskatchewan -$882,483
o Target population: Patients treated for the listed indications NIVO+Hyal SC” & incremental budget impact
E Scenario analysis C: Chair time and HCP time & incremental difference Scenario B - Healthcare perspective
%‘ Market shares of available treatments Market shares of available treatments AE: adverse event; CRC: colorectal cancer; EAC: esophageal adenocarcinoma; GC: gastric cancer, GEJC: gastroesophageal junction Canada -561 ,828,100
(NIVO 1V) (NIVO IV & NIVO+Hyal SC) cancer; HCP: healthcare practitioner; Hyal: hyaluronidase; IV: intravenous; NIVO: nivolumab; NSCLC: non-small cell lung cancer; RCC: Alberta -$7,225,397
renal cell carcinoma; SC: subcutaneous; SCCHN: squamous cell carcinoma of the head and neck; TKI: tyrosine kinase inhibitor; UC: British Columbia -$8 976.985
urothelial carcinoma. ) ’ ’
o Cost per patient*, including: Cost per patient*, including: Prince Edward Island -$277,493
g + Drug administration* + Drug administration* ) ’ ’
&8 « Adverse events* - Adverse events* Resu lts New Brunswick -$1,328,677
I’ » Chair time* « Chair time** .. . : )
; * HCP time* e Eligible population Nova Scotia 31,690,204
* The total number of NIVO+Hyal SC-eligible patients in Canada was estimated to be 5,895, Newfoundland and Labrador -$865,931
6,013, and 6,132 patients in years 1, 2, and 3, respectively. Ontario -$24,906,848
Total expenditures Total expenditures * For all indications, the number of patients on NIVO IV and NIVO+Hyal SC in the “scenario Quebec -$12,362,453
with NIVO+Hyal SC” scenario were: Saskatchewan -$1,803,179
e — — NIVO IV: 5,178, 4,552, and 3,896 patients for years 1, 2, and 3, respectively
(Budget impact) — NIVO+Hyal SC: 718, 1,460, and 2,236 patients for years 1, 2, and 3, respectively Scenario C - Chair time & HCP time 3-years Chair time saved 3-years HCP time saved
*Costs considered only in scenario analyses from broader healthcare perspective. **Time considered only in an exploratory Base case results - Public Drug Plan perspective (m hOUI'S) (m hOUl'S)
zﬁzzzziaonzgzlsysis. HCRU: healthcare resource utilization; Hyal: hyaluronidase; IV: intravenous; NIVO: nivolumab; SC: * In the “reference scenario”, the drug acquisition costs were estimated to sum up at Canada* 30,363 63,650
: $575,545,080 in year 1, $586,997,221 in year 2, and $598,677,236 in year 3, amounting to Alberta 3,464 7,261
Model parameters a 3-year total drug acquisition costs of $1,761,219,538. British Columbia 4,303 9,021
* Model parameters (Table 1) were obtained from various sources: CheckMate trial (67T and * In the “scenario with NIVO+Hyal SC”, the drug acquisition costs were estimated to be Prince Edward Island 133 279
indication-specific), BMS’ internal data, and published literature. $567,296,622 in year 1, $570,219,264 in year 2, and $572,985,454 in year 3, amounting to Manitoba 1,057 2,215
a 3-year total drug acquisition costs direct drug cost of $1,710,501,340. :
* Epidemiology and HCRU inputs were sourced from published literature. y . 8 acq . 8 > New Brunswick 637 1,335
. Base case incremental budget impact Nova Scotia 810 1,699
Perspective * From the base case Public Drug Plan perspective, the incremental budget impact of Newfoundland and Labrador 415 870
* The base case analysis was from the public drug plan perspective in Canada at the national and NIVO+Hyal SC was estimated at -$8,248,458 in year 1, -$16,777,958 in year 2, and - Ontario 11,940 25,030
provincial levels. $25,691,782 in year 3. Quebec 6,650 13,941
* Broader perspectives including select HCRU were considered in sensitivity analyses. . ﬁgr_f’;;oa;l118r\11;§tion5, the cumulative 3-year incremental budget impact was estimated to Saskatchewan 864 1,812
Discounting PR . : :
e A d A ouideli d i : L b : id di . A .tOtal of 4’41.4.pat]ents were e.St]mated. to ref:elve NIVO+Hyal 5C in Canada across 3 years *Canada is the sum of all presented provinces and additional territories which are not presented in the table.
s per INESSS and CDA guidelines, and international best practices guidance, no discounting was with 36% of eligible NIVO IV patients having switched to SC by year 3. HCP: healthcare practitioner; NIVO: nivolumab.
applied in the BIA.4>
Time horizon Table 2. Base case and scenario results by year in Canada
* Budget impact was.modeled over a 3-year horizon, using 2025 as the baseline year and with 2026, All indications Year 1 Year 2 Year 3 Total .
2027, and 2028 desighated as years 1, 2, and 3, respectively. - . ConCIUS]on
) .. .. SC-eligible patients 5,895 6,013 6,132 18,040
Patient clinical characteristics
* The target population aligned with the Health Canada-approved NIVO+Hyal SC indications which are SC-treated patients 718 1,460 2,236 4,414 : :]-hel ShC oA e Pfgs.the.poyelglal EO BB el Syl T ee G e &
also funded with NIVO IV. ealthcare system efficiencies in Canada.
* Mean weight was informed by INESSS’, Quebec’s health technology assessment agency, June 2025 Base case . e The adoption of NIVO+Hyal SC would also drive significant savings to the payer’s drug
submission guide, which in Appendix IV recommends to use an average weight of 76 kg & body Costs reference scenario 5575,545,080 | 3586,997,221| 5598,677,236 | $1,761,219,538 budget.
surface area (BSA) of 1.85 m2.5 Costs scenario with $567,296,622 |$570,219,264 | $572,985,454 | $1,710,501,340
Patient pobulation NIVO+Hyal SC e NIVO+Hyal SC represents a paradigm evolution regarding the optimization of healthcare
n pop . o | | Incremental costs -$8,248,458 |-$16,777,958/ -$25,691,782  -$50,718,198 resources beyond drug .ach.Jisition costs, specifically, it reduces chair ti.m.e., reduges
* Eligible patient population size was determined using: Scenario A - Weight- preparation and monitoring time, and allows for greater human resource flexibility, easing
— Population of Canada® based only g the burden in a strained healthcare system, especially when considering the large patient
— Annual incidence rate of cancer in Canada’ and published literature for specific tumor type Costs reference scenario $552,051,469 | $563,036,136 | $574,239,376 | $1,689,326,981 Ml
— Proportion of patients receiving NIVO IV per indication? Costs scenario with e In the clinical trial setting, patients generally preferred SC to IV administration for NIVO,
Market shares NIVO+Hyal SC 3547,010,056 | 5552,781,822 | 3558,536,986 | 51,658,328,863 further demonstrating its value beyond drug cost savings and gains in system efficiencies.
Incremental costs
* In the “reference scenario”, the share of NIVO+Hyal SC was set to 0% for all three years as it is not -$5,041,413 |-$10,254,315 -$15,702,390| -$30,998,118 e Additional real-world studies would further validate these findings.
reimbursed, thereby limiting patients to NIVO IV as the only available option (100% over 3 years). Scenario B - Healthcare
* In the “scenario with NIVO+Hyal SC”, the average NIVO+Hyal SC market share uptake across perspective _ $599,231,370 | $611,154,819| $623,315,520 | $1,833,701,709
indications was 12%, 24%, and 36% in years 1, 2, and 3, respectively. It should be noted that Costs reference scenario
NIVO+Hyal SC uptake differed by indication, with slightly higher uptake in monotherapy indications Costs scenario with $589,176,082 |$590,701,614 | $591,995,912 | $1,771,873,608
& slightly lower uptake in indications with concurrent chemotherapy. NIVO+Hyal SC
Treatment duration Incremental costs -$10,055,288 |-$20,453,205 -$31,319,608| -$61,828,100 References
* Treatment duration varied by indication and was according to NIVO-specific published literature but Scenario C.' Chair time 1. Subcutaneous Nivolumab (nivolumab and hyaluronidase) Shows Noninferiority Compared to Intravenous Opdivo (nivolumab) in
remained consistent between NIVO IV & NIVO+Hyal SC.10 and HCP time Advanced or Metastatic Clear Cell Renal Cell Carcinoma in CheckMate -§7T Trial [Internet]. [ci'ted 2025 Jan 16].. Ava.ila.ble from:
. ) ) Chair time reference 46,793 hours 47,724 hours | 48,674 hours 143,191 hours https:/ /news.bms.gom/pews/detaﬂs/2024/Subcutaneous-vaolumab-nlvolumab-and-hy.alurom'dase-Shows-Nomnfenpnty-Compared-
* To determine appropriate treatment costs, the treatment duration was used to calculate number of <cenario to-Intravenous-Opdivo-nivolumab-in-Advanced-or-Metastatic-Clear-Cell-Renal-Cell-Carcinoma-in-CheckMate--67T-Trial/default.aspx
doses receved. Chair cime scenario with | 41,855 hours | 37,679 hours | 33,293 hours | 112,828 hours | o o . oo i o
Cost inputs NIVO+Hyal SC 2021;152:223-32.
: : : 3. RuanY, et al. Long- jections of incid d lity in Canada: The OncoSim All C Model. P j
e All cost inputs are presented in 2024 Canadian dollars (CAD). Chair time saved 4,938 hours 10,045 hours| 15,381 hours | 30,363 hours MLJeZ?Cin:tZ%Z3.o\r;cgmtjen:em&rso-]ect1onso cancer incidence and mortality in Canada: The OncoSim ancers Model. Preventive
* For all indications, an average body weight of 76.0 kg was applied as per INESSS guidance.> 4. Guidelines for Conducting Pharmaceutical Budget Impact Analyses for Submission to Public Drug Plans in Canada [Internet].
s S y S S PP P S . Government of Canada; Available from: https://www.canada.ca/en/patented-medicine-prices-review/services/reports-
Drug acquisition costs HCP t]m? reference 184,786 hours 188,462 hours| 192,212 hours 565,460 hours studies/budget-impact-analysis-guidelines.html#a6_1
« The cost per 600 mg single-dose vial of NIVO+Hyal SC was $4,107.00. H(S]C)e:ano S 5. Lr:(s;:ut National d’Excellence en Santé et en Services Sociaux. INESSS Drug Submission Guidelines [Internet]. 2025. Available
e The cost per 100 mg vial of NIVO IV was $1 ,955_56 and per 40 mg vial of NIVO IV was $782.22.11 NIV(])TIinaCleggno Wi 174’435 hours 167’405 hours 159’970 hours 501 ’810 hours h;tapzs;/f/i\rr]v:l/v;.c}?esss.qc.ca/fileadmin/doc/INESSS/Inscription medicaments/Fiches_inscription/INESSS_Submission_Guide_update
Dosing and Cost Incremental HCP time 10,351 hours [21,057 hours| 32,243 hours 63,650 hours 6. Population estimates, quarterly [Internet]. Statistics Canada; Available from:
. . . . i https://www150.statcan.gc.ca/t1/tbl1/en/tv.action?pid=1710000901
The dosmg schedules of NIVO I1\(/) and NIVO+Hyal 5C Were, based on their respective Health ,Canada ) " : ) ) : - e 7. Canadian Cancer Society. Canadian Cancer Society. [cited 2025 Jan 16]. Canadian Cancer Statistics. Available from:
approved product monographs.'® In the base case analysis, the NIVO |V flat dose was used since the HCP: healthcare practitioner; Hyal: hyaluronidase; NIVO: nivolumab; SC: subcutaneous. https: //cancer.ca/en/research/cancer-statistics/canadian-cancer-statistics
flat dose is available across all relevant indications whereas the weight-based dose is not, however, 8. BMS. Canadian chart audit report - Data on file.
a weight-based NIVO IV dose approach across all indications was explored in a sensitivity scenario, Scenario analyses 9. BMS. US chart audit report - Data on file
i i i ° s SO . . 10.Bristol Myers Squibb. Product monograph: Opdivo® [Internet]. Bristol Myers Squibb; 2024. Available from:
which als?o allo.wed v1.al sharing. | | In addition t(? the drug acquisition costs in the base case, three scenario analyses were el e fol gt
* NIVO IV is available in Q2W, Q3W & Q4W dosing schedules, with a 240 mg, 360 mg & 480 mg, flat implemented: 11.PC0253 Opdivo [Internet]. CDA-AMC; Available from: https://www.cda-amc.ca/sites/default/files/DRR/2022/PC0253%200pdivo%20-
dose respectively, depending on the indication (see product monograph for available dosing — The dose of NIVO IV was assumed to be weight-based for all indications for which this %20CADTH%20Final%20Rec%20Final. pdf
schedule by indication). In the weight-based dosing scenario this corresponds to 3.0 mg/kg, 4.5 was app[icab[e. Full vial sharing was allowed (no wastage) 12.Fee Code Table 1: Ipcreasgs by Fee Schedule Code - Physiciap Services [Internet]. Ontario Mini.st.ry of Hgalth; 2025. Available from:
/kg & 6.0 mg/kg, respectivel — A broader healthcare perspective with additional costs such as drug administration costs nttps:/Jurww.ontario. ca/flies/ 2024-12/moh-fee-code-table-increases-feeschedule-code physiclanservices.bdt
Mg/Ke ’ ! P y- . . P E) . g 13.Manuel des médecins spécialistes - Rémunération a l’acte [Internet]. [Internet]. RAMQ; 2024. Available from:
* NIVO+Hyal SC is only available as a fixed dose at Q2W, Q3W & Q4W schedules corresponding to 600 (including cost of provider’s time) and AE management costs http§:{./\IEVW\/N.ramqigouv..qi.cta/SiteCollecttianoc;Jmsth’s/z;ofessionnels/manuels/svra/medecins-specialistes/150-facturation-
. — Cons-lderat-lon Of Cha]r t]me and HCP t-lme specialistes/manuel-specialistes-remuneration-acte- .p
me, 900 ms & 1200 me, respethely° S io A: NIVO d . iaht-b d h d ¢ 14.Aguiar-Ibanez R, Scherrer E, Grebennik D, et al. Time and productivity loss associated with immunotherapy infusions for the treatment
* The cost per Q2W cycle per patient was $4,107.00 for NIVO SC, $4,693.32 for NIVO IV flat dose & Cena”o. : .Ose us.mg a weig ase. app'joac an n? wastage of melanoma in the United States: a survey of health care professionals and patients. BMC Health Serv Res. 2023;23(1):136. Published
$4,458.65 for NIVO IV weight-based dose (full vial sharing, 76 kg patient weight). * The first scenario considered a conservative dosing assumption where NIVO IV was dosed as 2023 Feb 9. doi:10.1186/512913-022-08904-4
, ’ 3.0, 4.5, & 6.0 mg/ kg for QZW, Q3W & Q4w, respectively. Full vial Sharing was assumed. 15.De Cock E, Kritikou P, Sandoval M, et al. Time Savings with Rituximab Subcutaneous Injection versus Rituximab Intravenous Infusion: A

Administration costs Time and Motion Study in Eight Countries. PLoS One. 2016;11(6):e0157957. Published 2016 Jun 30. doi:10.1371/journal.pone.0157957

* The resulting budget impact from this broader perspective is presented in Table 2 and was

° P S . . : . ) ) ] 16.Waks AG, Chen EL, Graham N, Frey AM, Almeida K, Attaya V, et al. Subcutaneous vs Intravenous Trastuzumab/Pertuzumab: A Time and
PhyS]C.]an related adm]mStrat]on. costs for inpatient costs were sourced fr(.)m OHIP Schedule of estimated at -55,041,413 in year 1, -5$10,254,315 in year 2, and -$15,702,390 in year 3. Motion Substudy of a Phase Il Trial of Adjuvant Trastuzumab/Pertuzumab for Stage | HER2+ Breast Cancer (ADEPT trial). JCO Oncol
Benefits and assumed to I?e apphca!alg across Canada, except Quebec for which they were sourced * The cumulative 3-year incremental budget impact was estimated to be -$30,998,118 Pract. 2024 Jul 19:0P.24.00021
from RAMQ Manuel des medecins S[)GC]EI'.]Sl’.eS.12’13 (Table 2). 17.Wehler E, Zhao Z, Pinar Bilir S, Munakata J, Barber B. Economic burden of toxicities associated with treating metastatic melanoma in

y .. . . ight countries. Eur J Health Econ. 2017;18(1):49-58

Chair time & HCP time in scenario analysis * The weight-based NIVO IV dosing sensitivity scenario also demonstrated that the adoption ST cotiries. i SreaTh Reon "

e The BIA captured healthcare resource use beyond drug costs, including staff (physician, nurse, of NIVO+Hyal SC consistently results in drug cost savings.
pharmacist, pharmacy technician) time across pre-administration, administration, and monitoring Scenario B: Healthcare perspective
— NIVO IV: ~30 min administration vs. NIVO+Hyal SC: 3-5 mins (4 mins in model, CheckMate 67T).! * The resulting budget impact from this broader perspective was estimated at -$10,055,288 Acknowledgments
— Staff time inputs were sourced from the literature for oncologists and nurses time'4, as well as in year 1, -$20,453,205 in year 2, and -$31,319,608 in year 3 (Table 2). . .

pharmacists and pharmacy technicians' time. * The cumulative 3-year incremental budget impact was estimated to be -$61,828,100 g ﬁ: a“th;’rs contributed ;Obans applrc;/\\/ed t:‘s Pszter-
. t t ist ibb.
— SC staff time was estimated using percent reduction in treatment experience time from Waks et al. (Table 2). = PRI b STIPPOTIEC By BILTOT TVEr ~aH
(2024).16
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