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Table 1. Variables referenced from the HD21 trial organized by treatment arm and study population Figure 2a: Average 2U RBC Per-Patient Cost in Figure 2b: Average 1U PLT Per-Patient Cost in
Backg round : Transfusion Populations the Transfusion Population the Transfusion Population :
Variable of Interest (patients with 1< RBC, patients 1< PLT, respectively) $12,000 2 o U PLT: BIECADD - 1U PLT: sBEACOPP LO*‘N*
iPET BrECADD iPET eBEACOPP iPET BrECADD iPET eBEACOPP 22U RBC: BIECADD  « 2U RBC: 6BEACOPP & - © S
e As oncology treatments advance, their holistic value becomes ever more important, particularly cost RBC transfusions among safety population 647 1670 See safety est. See safety est. $10.000 5 . $2,000 @ S
burden and health system constraints. First-line Hodgkin’s Lymphoma (FLHL) regimens in adults per PLT transfusions among safety population 277 637 See safety est. See safety est. | 8 < S 3 w @
recently updated treatment guidelines (NCCN)' include treatment recommendations from trials that Patients with RBC transfusions, n (%) 179 (24) 387 (52.2) 179 (100%) 387 (100%) o 8 25 =
aimed to assess regimen adaptations that optimize efficacy while improving the safety profile of Patients with PLT transfusions, n (%) 125 (16.7) 249 (33.6) 125 (100%) 249 (100%) 58,000 5 ~ 5 $1:900 z
older regimens, lending to the importance of close management and safety considerations. Max # of RBC transfusions in single patient 20 19 20 19 o - =
_ _ _ . _ Max # of PLT transfusions in single patient 11 15 11 15 2 $6.000 3 2
e The phase 3 HD21 study in patients aged <60 years with newly diagnosed advanced Hodgkin Average # of RBC transfusions/patient 0.87 2 25 3.6 43 2 $1.000 =3
lymphoma compared treatment with interim PET-guided brentuximab vedotin, etoposide, §§ »
cyclophosphamide, doxorubicin, dacarbazine, dexamethasone (iPET BrECADD) versus interim PET- i ] ] ] ] 84000 - 5 » ST N
guided escalated bleomycin, etoposide, doxorubicin, cyclophosphamide, vincristine, procarbazine, Figure 1: Process Flow from Collection through Trial Application ge(\'a . 53 " §§ 2900 3% ég 3} 83 s oS
prednisone (iPET eBEACOPP). iPET BrECADD was observed to provide a statistically significant North America South America Middle East South & East Asia Oceania Africa $2,000 ST . B aa 2o 52 5= I r 53 I 22 3o &
improvement in treatment-related morbidity (TRMB) in addition to efficacy benefit.2 In addition to I 5 83 2° 3B (O I 08 I8 I $0 o - o 0
TRMB benefit, the iPET BrECADD regimen also demonstrated lower rates of blood transfusions : United States Brazil (private, Israel India (private, public) Australia South Africa (public) 50 I wo b ©° I - - W (\4&"’\ o {\@"’\ SR R T
compared to iPET eBEACOPP (see Table 1 for rates in the safety population and transfusion sub- Countries public) Turkey Japan ® §a L & §a RO N R Q)@\Q Q,e@ oF N
population)_3 Colombia Saudi Arabia Singapore Q;Q“\Q\\ Q?%@ \é\Q\\ \é\Q Country Assessed Country Assessed
e During the clinical decision-making stage, supportive therapy such as blood transfusions, are not Malaysia Figure 3a: Average 2U RBC Per-Patient Cost Figure 3b: Average 1U PLT Per-Patient Cost
always considered, which adds to patient/health system burdens due to accumulated costs and in the Safety Population in the Safety Population
possibly the labile availability of blood products.4°6 mBrECADD = éBEACOPP 2 $1,000 = BrECADD + éBEACOPP
References i T 0 - g
. . _ Collection & transformation o ¢ » 8700 o 5
Objectives HD21 Trial Application 5 $4.000 5 so00 3 “
2 8 = $500 -
. . . . . . 2.000 ! 3 » & o & S S N &
° l‘(r;e ob.ject_lve of this apaly3|s was to estlmate the cost of R_BC a.nd PLT transfusm_ns among . Unit costs, administration costs, PP costs and per-arm costs $ éa 5w oB e 5 g§ ) ) o5 5200 { - vg 8 i i
untries in Africa, Asia (South & East Asia vs Western Asia/ Middle East), Oceania, and the nursing costs, laboratory testing = 5100 31 8F of 88 8% oo Iy I° b 0% I 3 $100 87 3% o5 I __ I ©3 83
Americas, and apply these estimates to the HD21 trial’s transfusion rates for illustrative DRG Codes and Fee Schedules : calculated in: g. I Il | I M o O $ I n & 20w *° I z -
purposes. CIOEIS, - 1 - SO R AT N S Sl CHEEP\ N ) o S ORI SIFORRO N S T = G N R0
Transformation: ) Safety population: Sy N & & & TES
- Estimate inflated from base year 2) Patients who received 1+ s & N s & ST o
) . . tranSfUSionS Country Assessed ountry Assesse
. g(c):nY\/teortingfol:r?T()egafgucr:rzIncy o « Figure 4 below presents thg total qost for 2U RBC and 1U PLT transfusions by trial arm via the AU, BR (private), JP, IL, the US, and
2024 USD? ZA costing approaches for illustration. These totals were calculated as the country estimates ($558, $196, $281, $469, $1866, and
$390 respectively) applied to the number of RBC/PLT transfusion events accounted for by arm (see table 1 for respective rates). The
Figure 1 to the right describes the methods and process followed to perform the transfusion cost Billing Guidance and Literature Selection of countries illustrative “total” cost for each arm resulted in cost savings realized as $658,022 by the AU costing perspective, $250,355 by the
collection and executing the trial example costing exercise. for total cost preview private BR costing perspective, $501,967 by the JP costing perspective, $596,358 by the IL costing perspective, $2,230,166 by the
Regional Scope and References US costing perspective, and $640,618 by the ZA costing perspective. A 61% savings was observed for RBC costs and 57% in PLT
. This analysis’ included countries across the following regions: North America (United States [US]), When treating heme-oncology patients, this analysis suggests that the cost implications of FLHL treatment-associated transfusions may be costs, illustrative of the proportional reduction in transfusion rates between iPET BrECADD and iPET eBEACOPP.
South America (Brazil [BR] Colombia [CQ]), the Middle East (Israel [IL], Turkey [TK], Saudi Arabia LELGEVE\A  an important healthcare decision-making consideration. Addressing the risk of transfusions and the associated need for supportive therapies Figure 4: Total Cost by lllustrative Country
[SA]), Asia (India [IN], Japan [JP], Singapore [SG], Malaysia [MY]), Oceania (Australia [AU]), and at the time of regimen selection may be appropriate given growing healthcare costs and the related burden on patients. 4500000 e
Africa (South Africa [ZA]) to contextualize transfusion costs based on publicly available costing $3,500,000 R
references to support either diagnosis-related group (DRG) or via micro-costing approaches as $3,000,000
reported in Figure 1. 5 52500000
« The objective of this analysis was to estimate the cost of RBC and PLT transfusions among countries % 2,000,000 .
in Africa, Asia (South & East Asia vs Western Asia/ Middle East), Oceania, and the Americas, and e Transfusion-related costs varied widely across the included countries, reflecting differences in healthcare systems and perspectives, as well as differences in costing approaches. o s $1,086,097 om0 aa0 $247,458 107901
apply these estimates to the HD21 trial’s transfusion rates for illustrative purposes. The estimates from each country’s costing exercise can be found in the final two columns of Table 2 for two-unit (2U) RBC transfusions and single unit (1U) platelet transfusions, S - e e . o— s 520 554 e o sa7,015
Cost Component Inclusion rounded to the nearest whole dollar. | | o | | | | $5°°'°:’ _ sz 539,10 Bty - -
. The components factored into per-transfusion cost estimates varied by country, influenced by local o Differences in drug unit costs between countries contributed to the majority of the difference in per RBC and per PLT transfusion costs. Average 1U RBC unit (note, 1U not 2U), 1U BRECADD EBEACOPP BRECADD £BEACOPP BRECADD eBEACOPP BRECADD eBEACOPP BRECADD EBEACOPP BRECADD EBEACOPP
’ PLT unit, and administration/personnel costs were $135, $201, and $343 with an IQR of $104, $426, and $257, respectively. Drug cost contributed, on average, to 63% and 50% of . o ° T . " v *

guidelines and available tariff systems. For instance, in the case of the United States, the estimates

lgz(t)iLpor:;zdfiggzi?&g\?\,séézger X RBC, 2xRBC, or 1x RBC), procedural charges, associated e The median illustrative cost per RBC and PLT transfusion globally (per included countries in Table 2) were comparatively lower in the BrECADD arm ($932/2U RBC and $285/1U Limitations
J ' PLT) compared to the eBEACOPP arm ($1,113/2U RBC and $337/1U PLT) of the transfusion population (see Figures 2a and 2b). In the safety population, the median illustrative

overall RBC and PLT transfusion costs, respectively (SA estimate conservatively addressed only in admin/personal analysis, but not in the unit analysis).

Red Blood Cell (RBC) Cost Estimation: cost per RBC and PLT transfusion globally followed a similar trend in the BrECADD arm ($205/2U RBC and $48/1U PLT) arm vs the eBEACOPP arm ($533/2U RBC and $111/1U . The scope of countries included was limited in terms of breadth from each region and trended towards countries that treat patients
« Where pricing data existed for a single RBC unit (with base volumes ranging from 250-500 mL), PLT), see Figures 3a and 3b for further context per country. within hospital svetems and refer to a DREG sveterm. Costing methode varied based on data or cost auidance availability. infroducin
those rates were recorded. Two-unit (2U) RBC transfusion costs were calculated to represent the Table 2: Costing Method by Country Assessed with 2U RBC Estimates and 1U PLT Estimates p y y - g g y; 9

average transfusion scenario within therapeutic contexts relevant to our trial exercise. potential inconsistencies between countries. For example, South Korea was addressed in the exercise but not included in the final

Platelet (PLT) Cost Estimation

« For platelet transfusions, a similar methodology was applied. However, in countries using general
categorical pricing for blood-product transfusions without specifying by subtype, the assumed cost—

: RBC costing method ELT costing method s -2UREC L 1UFLT reporting due to disparities on cost and responsibility between the national payer and patients based on disease/condition (i.e. an
CTRY |Source(s) for costs and currency conversions Admin |Nursing | Test Unit | Admin | Nursing | Testi Unit | cCyY v USD, USD, _ , , . : :
min | Nursing | festing | ni min 1 NUrsing | festing |- +ni » YA 5004 2024 estimated RBC transfusion cost of ~$100 USD, absent of disclosed covered costs such as admin/unit costs as well as a varied,
AU X 2X X X
X X 2X X X X

AU Medicare Fees® National Blood Authority™° AUD, 2024 $558 $241 undisclosed coverage rate based on condition, providing additional uncertainty).29.30.31,34.35,36

BR (private) Brazilian Medical Association (AMB)," Central Bank of Brazil'2 BRL, 2024  $196 $514

including product and infusion support—was treated as equivalent to RBC transfusion. Unlike RBC BR (public) SIGTAP'3 X+ X X X X X  BRL 2024  $99 $92  Acquisition costs related to the blood units themselves varied greatly in cost, payment, and availability across countries and therefore
transfusions, only single-unit platelet transfusion costs were estimated, reflecting variability in ARS was not included in these analyses. This limitation relates to global differences in blood product procurement and policy, especially
practice across regions with the exception of Japan which reported microunit pricing (instead the CO SOAT TARIFF MANUAL 2024,'4 VS DECREE 2644 202215 X 2X X X Pesos, $236 $36 given challenges experienced for reliable regional supply.
micro unit was multiplied 10x to find an equivalent volume in Japanese units as other country N | o | Al « This analysis looked to estimated costs per 2U RBC and 1U PLT transfusions; however, in many cases there is a need for additional
single—units). IN (public) Mlnlstry. of Health and Family v'velfare,.m Government of India’s Ministry of F!nance: Department of X ox X X INR. 2024 $119 $119 blood units within a transfusion. multiole i _ o _

_ Expenditure Pay Research Unit,” Indian Red Cross'®, Reserve Bank of India?® ) : ple instances of transfusion, and management of transfusion-related adverse events which have

Cost Adjustments IN (private) Ministry of Health and Family welfare,® Government of India’s Ministry of Finance: Department of X X NR 2024 $26 $4 not been captured in this analysis.

* All cost estimates were adjusted to their respective 2024 values based on each country’s Consumer g Expenditure Pay Research Unit,"” Indian Red Cross'®, Reserve Bank of India™ | « Local clinical expert validation was not conducted and should inform future related word to ensure costing reflects real world clinical
Price Index (CPI). Inflation adjustments were derived using data from statistical bureaus, national L Ministry of Health Tariff 2024 X X X X X NIS2024 SESHOSES NESOES ractice
banks, or global online resources. Additionally, all inflated costs were converted into US dollars I A | . X 2% X 10XE 1 Yen, 2022 EREEIE EESEE P |

: , T MY Federal Government Gazette: Fees (Medical) (Cost of Services) Order 201422 X 2X X X RM, 2014 $77 $44
(USD) as the standard currency for index calculation®. SA  Saudi Council of Health Insurance (CCHI)23, Literature citing microcosting per CCHI24 X X NA N/A  NA  N/A USD,2023 $2,488  NIA Conclusions

HD21 Trial Application Example SG Mini.stry of H.ealth18.Ag.ency for Care Effectivenessﬂ8 | . | o | X 2X N/A N/A N/A N/A SGD, 2020 $1,966 N/A . — . .

. The objective of this analysis was to estimate the cost of RBC and PLT transfusions among countries TK (STOJIF?L?rZUTr)IgZI:;tS:tlon Healthcare Implementation Communique Annex-3,™ Turkish Statistical Institute X ox X X X TL 2024  $63 $54 « When treatllng heme-oncology patler?t.s, this arlmaIyS|s sggges.ts that the cc?st |mpI|(_:at|ons of FLH_L treatment-assom_ated transfusions
in Africa, Asia (South & East Asia vs Western Asia/ Middle East), Oceania, and the Americas, and US "2023 Final Payment rate” from HOPPS,?' CPT & HCPCS codes per AABB billing guide 23/24,%2and PFS y X ox X X » X USD 2023 $1.866  $893 may be.an |mport§nt health(-:are deC|S|.on-mak|ng _ConS|derat|on. Addr_ess'”Q the risk 9f transfusions and the associated need for
apply these estimates to the HD21 trial’s transfusion rates for illustrative purposes. rates?3 ! ’ supportive therapies at the time of regimen selection may be appropriate given growing healthcare costs and the related burden on

ZA (public) South African Uniform Patient Fee Schedule 2024: Private ward in a Public Facility,?* SANBS?2%32.33 X X 2X X X X Rand, 2024  $390 $672 patients and health systems.
AThe estimate for platelet transfusion in Japan was multiplied to reflect a volume more comparable to those delivered
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