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Results

Background

* While interest in outcomes-based agreements has grown, their

, . , With Outcomes-Based Agreement Without Outcomes-Based Agreement
integration in value assessment is uncommon.
* Outcomes-based agreements offer a potential tool to manage the  Zynteglo vs. SOC Zynteglo vs. SOC
uncertainties in the clinical evidence and commonly high prices Incremental Costs $508,000 Incremental Costs $696,000
associated with cell and gene therapies and other regenerative Incremental Effects (LYs) 2.85 Incremental Effects (LYs) 2.85
medicines. Incremental Effects (QALYs) 4.98 Incremental Effects (QALYSs) 4.98
S— Incremental Cost Effectiveness Ratio $102,000/QALY  Incremental Cost Effectiveness Ratio $140,000/QALY
Objective Probability of being Cost-effective at $150,000/QALY 78% Probability of being Cost-effective at $150,000/QALY  54%
e \We EXplOFEd the impact Of an outcomes-based agreement on the LYs: life years, QALYs: quality-adjusted life years, SOC: standard of care LYs: life years, QALYs: quality-adjusted life years, SOC: standard of care
cost-effectiveness of gene therapies using ICER’s review of : : .
7vnteclo for transf .g 9 dp t bet gth I . * With an outcomes-based agreement, Zynteglo was more * Without an outcomes-based agreement, incremental costs
nteglo for transfusion-dependent beta-thalassemia as a case . . . . . .
Y gl P effective and more costly compared to SOC with an increased by 37% to $696,000, increasing the incremental cost-
example. . . . . .
P incremental cost-effectiveness ratio of $102,000/QALY. effectiveness ratio to $140,000/QALY.
_ * Under probabilistic analyses, Zynteglo had a 78% probability of * Under probabilistic analyses, the probability of being cost-
* A Markov cohort model with an upfront decision tree was used to being cost-effective at $150,000/QALY. effective declined to 54%.
model a hypothetical cohort of patients with transfusion-
dependent beta-thalassemia. Price to achieve $150K/QALY = $2,400,000 Price to achieve $150K/QALY = $2,180,000
° Patlents We re treated Wlth Zynteglo Or Standard Of Ca re (SOC) Over One-Way Sensitivity Analysis (Cost per QALY) One-Way Sensitivity Analysis (Cost per QALY)
d |if€time time hOriZOn. $0 $40,000 $80,000  $120,000 $160,000  $200,000 $0 $50,000 $100,000 $150,000 $200,000 $250,000 $300,000
* Analysis was undertaken from a US health care payer perspective. Mean number of transfusions per year (age218) (10 to 22) ss3,379 [N $:s057: Probability of transplant success with Zynteglo (78% to 97%) 105,336 [ 5207830
* A publicly reported Federal Supply Schedule price of US $2,140,000 o chelation therany (ases15) (41,000 t6 $62.000 se7.175 DRI 53577 Mean number of transfusions per year (age218) (10 to 22) s91,202 [N 15343
was assumed for Zynteglo. m oo e anest 000 s —
. . . Mean starting age (15 to 29 years) $83,894 $135,272 Annual cost of chelation therapy (age218) (541,000 to $62,000 105,042 174,634
 Cost-effectiveness of Zynteglo was assessed with and without an o ' .
ou tcomes-base d agreemen t Level of persistance with t;)h;I;:itc;: ::;rapv (82% to 100% of full $90,277 .- $132,335 Utility decrement for the TD health state (-0.29 to -0.15) $116,884 .- $174,013
Utility decrement for the TD health state (-0.29 to -0.15) $85,236 -- $126,897 Mean starting age (15 to 29 years) s121,111 .- »173,851
Outcomes-Based Agreem ent Duration of serur:ri;::prll:;naalitz:;izr; :r:iod post-Zynteglo $83,500 -. $111,637 Percentage of missed time on chelation therapy (0% to 10%) $128,140 I- $170,198
uration of serum iron normalization period post-Zynteglo
o Probability of transplant success with Zynteglo (78% to 97%) $92,958 .- $119,745 o transplant (3 to;ye:rs) post-tyntes 5119,000 .I 5150,734
Fuu up-front payment: $214 Mlulon bilitv of | . % of pati . b Durability of Zynteglo (3% to 20% of patients reverting to TD I.
Durability o Z""tzﬁ doo(flf’f::;t/ii;epsz::;;“ert'"g to TD by $91,922 .. $114,068 by end of lifetime time horizon) >128,152 5153,864
80% payback |f tl’anSfUSiOn independence (i.e., No Standardized mortality ratioIgrsp.J;)tients with continued TD (2.7 $91 082 .I $108 808 Annual cost of monitoring::’grot:ll';lation therapy (56,677 to $133,262 II $146,414
transfusions required) was not achieved or maintained over Amual cost of monitoring for chelation therany ($6.700 to - Standardized mertalty atofor atients with continued TD s133,100 ] $140,208
five years. $10,000) $95,399 $108,551 - -
B Low M High B Low N High
Transfusion independence = defined as having an average QALY: quality-adjusted life year, TD: transfusion dependent QALY: quality-adjusted life year, TD: transfusion dependent
hemoglobin level of 9 grams per deciliter without any red . . . . . _
blood cell transfusions for 12 or more consecutive months. * Under conservative assumptions of treatment benefit, the price to achieve S150K/QALY was $2,220,000 with an outcomes-based

agreement, with a reduction to $2,000,000 without an outcomes-based agreement. Uncertainties were better managed with an

, , , , , outcomes-based agreement in place.
 Qutcomes included life years, quality adjusted life years (QALY),

costs, cost per QALY, and prices at $150,000/QALY. Discussion
* Optimistic and conservative scenarios were conducted to reflect .
the uncertainty in the clinical data associated with Zynteglo:
o Mortality from bone marrow conditioning (1.4% base case; 2.8%
conservative scenario) .
o Percentage of patients reverting to transfusion dependent per
vear after 7 years (0.27% base case; 0.58% conservative scenario)

o Transfusions per year if loss of treatment effect (7.5 [<18 years] References I(IE:[{E=
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Direct integration of likely outcomes-based agreements in value assessments can allow stakeholders a full understanding of the cost and
pricing implications of cell and gene therapies. These agreements can help manage uncertainty in the clinical data, such as the
probability of treatment success.

Further exploration of the implications of such agreements is warranted, especially for interventions with greater uncertainty and/or
safety concerns.
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