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of Results and Conclusions

Background

m Oncogenic alterations in REarranged during Transfection
(RET) gene are reported in multiple solid tumor types.1-

To develop an integrated BIM (iBIM) in the US to estimate:
the number of patients eligible for Tx with selpercatinib; and = This iBIM for selpercatinib included 19 solid tumor types
the potential impact on US third-party payers’ formulary budgets of introducing selpercatinib for RET-altered solid tumor Tx. and the conceptual approach implemented in this study
m Selpercatinib, a highly selective and potent RET kinase serves as a proof of concept for developing BIMs for

inhibitor, was initially approved by the US FDA for RET fusion- Table 2 (Base Case): Number of Patients @ Figure 1: Incremental PMPM Cost (All Tumor Types) Figure 2: Incremental Total Cost (All Tumor Types) tumor-agnosiic (multi-tumor) indications in the future.
1.2

positive non-small cell lung cancer (NSCLC), thyroid cancer with Positive RET-Altered Tumor Numbe.r of patlents with RET-altered solid tumors eligible
(TC), RET-mutant medullary TC (MTC).67 - million 2 - er! ovems overs for Tx in third-party US payer plans was low (Table 2).
_ N (= on) 14,000,000 WYear! @Year2 Yeard ~ Patients (per million) treated with selpercatinib (all 19 tumor-
Sub | d for other RET-f 1,053 P P
— Su seqy;ant y approved for other -fusion positive Estimated Number of Patients with : 1,029 12,637 458 U types):
tumors.” FREINE RET'A';EZGSXT““WS Slgiots 14 12,000,000 | a) Commercial: 7.59 (year 1), 8.17 (year 2), and 8.76 (year 3).
m Budget impact analyses provide comprehensive economic Commercial Medicare 0.901 11076422 10806732 b)Medicare: 36.29 (year 1), 39.08 (year 2), and 41.87 (year 3).
assessment in terms of affordability of new healthcare NSCLC (1L and 2L+) 5.84 34.37 ~ 10,000,000 Incremental PMPM estimates for years 1, 2, and 3 ranged
. . . . . 1] Py ' y 7 .
interventions and are increasingly used by payers for making MTC (1L adnd 2L+) 1.16 2.73 M 038 1 X from $0.073-%$0.213 (commercial) and $0.371-$1.053
formulary decisions.10-12 :,Zn(clr';:t?c 2L+) ég‘; 31'551 S 8 (Medicare) in the proxy comparator method, suggesting
: . : i ' ' s £ 8,000,000 ini ' ini iti
= However, no literature is available describing approaches to Colorectg L.58 8.57 a & mlnFl_m:_I |mEact o(ljf serl]perctz)iljurrl]ldeddltlon on payfer budgets.
. . alivary . . ] s — FInaings based on the publishead literature costing for
develop tumor-agnostic BIMs for a single treatment (Tx).13 — - £ e : . .
P g g (Tx) gzgﬁzglocammoma 8-8; 8-22 E £ co00000 comparators were similar (Figure 1 and 2) in both perspectives.
. . c - ? ) i .
_ Small Intestine 0.04 017 2 g E Most OWSA (across both perspectives and years)
Model Overview Ovarian 0.32 1.32 2 049 e ez identified drug costs, incidence of RET, and Tx duration as
c p . . . .
E:ggtsatte 8-22 8-23 = 000,000 significant drivers of incremental costs.
Table 1: Model Inputs — Base Case T R 0.01 0.01 0 | 0.213 0173 2205 . e RET-testing at 50% and Gl-specific scenarios also had low
- |\N/|e|anorlna Skin _ 8.8; 8.22 ' 2,000,000 - B number of patients treated and demonstrated minimal
Mode o on-melanoma Skin : : 0.074 873,099 887,461 i iti ini
Characteristic Sarcoma 0.03 0.08 I(r'ppbald 3?)n Payer budgets after addition of selpercatinb
Pulmonar ] aple o).
Time Horizon 3 years Carcinosayrcoma Uy 2240 ’ Commercial Medicare Commercial Medicare ’ Commercial Medicare ~ Commercial ~ Medicare These ﬁndings should be interpreted with caution given the
. 19 RET-altered tumor types* (included based on literature Carcinoid 0.27 1.2 (Proxy Comparator (Proxy Comparator (Published Literature-based (Published Literature-based (Proxy Comparator (Proxy Comparator (Published Literature-based  (Published Literature-based . . . .
that reported potential RET-alterations across tumor Unknown Primary 0.09 0.48 Costing) Costing) Comparator Costing) Comparator Costing) Costing) Costing) Comparator Gosting] Comparator Gosting) uncertainty associated with several assumptions and
types, and restricted to solid tumors).24 lietol 11.68 °5.82 parameters.
2 ; . FP : : Patients included are per 1-million-members.1L: first-line; 2L+: second-line and beyond:
Patient population Elltglble' pa(;'_en(;_p%pmﬁltlon_ fort al_l ttumort_types Wletre SJSQLC:Tnon-:m?II ce#clu?hg Ca_récer; MTC: medullary thyroid cancer; RET: REarranged PMPM: Per Member Per Month. Incremental Cost: cost with selpercatinib — cost without selpercatinib Incremental Cost: cost with selpercatinib — cost without selpercatinib Ke ASS umnop t| ons an d L| m |tat| ons
eterminea inaividually prior to integrating resuits. uring franstection; 1% thyroid cancer.

» Derived from the US epidemiological statistics by applying

- Shod 13,15 Figure 3: OWSA (Base-case # 10%) — Commercial (Year 1 Table 3: Scenario Analyses * Plan size, annual incidence rate, and drug and AE costs do not
_ methodology as.prewously pubhshed. J ( ) ( ) Y change from the base year. Plan size does not affect the cost
Perspective Payer (Commercial and Medicare) Number of Number of per person. All patients entered the model with 100% testing for
Plan members 1,000,000 I (05318 patients, patients Commercial Medicare RET and 100% were eligible for treatment. Assumptions of static
Patients tested, % 100% testing for RET (assumed to avoid under-estimation) Selpercatinib acquisition cost 693,000 [ (per million) (per million), Costing populations, incidence rates, and costs were approximations to
a)Micro-costing for proxy comparator (base case): a Scenario  Commercial Medicare Cost (3) Method simplify the use of this iBIM; however, these are user-modifiable
tumor spec[flc Tx or regimen selecteq to be .a Comparator acquisiton cost 785,273 0908 Eligible Selp. Eligible Selp. inputs o | |
Corrt1.parator repl)aresl,enttg t}g/(? coThparaRLtgrfprhgg?h ;j |sea§e,| ded ’ for Tx Treated for Tx Treated = No Tx switching occurred in the model and that each year is
costing * Fralsetinip (another INNIDITOr) was Included as independent of the next.
. C e . 960,409
approaches comparator per its FDA-approved indications. Selpercatinib market share _— : . ) ) . .
b)Published literature-based comparator costs: average 785,789 Proxy 0.036 0.09 0.107 0.185 0.462 0.527 For all included Tx in the model, aq AE wasolngluded if 21
_ _ : 3.79 18.14 PMPM comparator reported the AE occurring in 25% in the published
Tx costs qc.ro.ss %ISE&S(?S, where:)/er. available. Incidence of RET I 959,760 (Y1): (Y1): bublished literature for any tumor type. AE rates were assumed as 0% if
» Selpercatinib: 65%, 70%, and 75% in years 1, 2, and 3 785,522 b 09’ 16 54 e 0.037 0.086 0.103 0.185 0.45 0.514 any Tx did not meet the 5% threshold.
gllsagk;t St?oanrz \(/Uﬁ(r:rg\:g;(?/nl-lx)aed ralsetinib market share was constant Duration of Tx with t go7571 | > (92); o (Yé); " Infusion costs were obtained from the CMS.gov website.
ump i l(Jears ’(SSCV) Uratlon of LX With comparator ! e 4.38 20.93 Proxy 436,550 (1,080,262 1,280,640 (2,223,916 (5,538,211 |6,318,729 Medicare costs were converted to commercial values using an
Cost rw— 2023; USD 0). (Y3) (Y3) [Total Cost American Hospital Association's (AHA) Private to Medicare
osts nflated to : : i
Percent of patients feted I — 873,099 B H0% E.‘:b"sthed 443,731 |1,035,316|1,232,195|2,224,211 | 5,403,366 | 6,173,536 gh?rge.rilt'o. (1.65) basegooznzt%a‘ﬂlafﬁ values frolm 2014-2018
*NSCLC, pancreatic cancer, colorectal cancer, MTC, TC, salivary gland cancer, cholangiocarcinoma, gastric cancer, small intestine ’ liE el erore In atlng costs to ’ e oes not release
cancer, ovarian cancer, breast cancer, prostate cancer, xanthogranuloma, melanoma skin cancer, non-melanoma skin cancer, n-10% average costs beyond 2018.21.22
, pul i , inoid, i f unknow i .
z%rsctzn;?eFr):przftggrtfyi?:lgic??sjj;fg?a?scsrrg ?r?us z:raer(r:l;tocrl?:cgun?ec?.oGunidpéIirrT:gorthe development of budget impact models Duration of Tx with Selpercatinib 88877 _- 914430 PI"OXY 0.013 0.014 0.015 0.062 0.067 0.072 = The BIM included Zgrade3 hospitalization costs and were
recommend against discounting.° ) . .
The iBIM was ?:ustomizableto c%nduct user-preferred analyses integrated across all or scenario-specific selected tumors. 1.26 552 |PMPM : assumed to be Independent when there may have been either
617 B 5% (Y1); (Y1); Published | 4, 0.018 0.02 0.073 0.078 0.084 additional costs due to their severity or savings due to
= Other model characteristics: cost of drugs and administration, 2L+ alm NSCLC patients with RET-fusion 847,846 [ 1.94 (1\2? 8.49 (5\;‘;;1 BT concurrent hospitalizations.
. : 18-20 . . ; ; : :
dosing regimens, Tx related costs (monitoring, supportive care, 146 6.37 e e | e e | e || e | e = The costs of grade 3 and grade 4 were not differentiated. The
and administration costs), and adverse event (AE) related costs. 1L aim NSCLC ptients with RETusion . -- 898,174 N3 e O : : , : : , hospitalization costs were retrieved from the Healthcare Cost
- One- tivit Ivsis (OWSA): ; d for both Published and Utlllza'qon Prqject (HC_)UP)_v_vebsne, which reports the mean
ne-way sensitivity analysis ( ): performed for bo W o5 Literature | 202969 | 221,813 | 237,656 | 873,260 | 940,434 |1,007,608 cost associated with AEs identified by an ICD9/10 codes
Commercial and Medicare perspectives (at year 1, 2, and 3) to 2L+ alm CRC patients with RET-usion 859053 ' (converted to CCSR categories).2
assess uncertainty associated with model parameters and key | | | | PMPM: Per Member Per Month; Proxy: Proxy Comparator Costing; Published Literature: Published Literature-based Comparator Costing; RET: REarranged during Transfection; Selp.: Selpercatinib; Y: Year. All values = Base case drug Tx costs included WAC pricing from RED BOOK

are presented in terms of 20223. Incremental Cost: cost with selpercatinib — cost without selpercatinib.

assumptions_ $650,000 $7000000  $750,0000  $800,000 $850000  $900,000 $950,000  $1,000,000 $1,050,000  $1,100,000 Gl-tumors included: pancreatic cancer, colorectal cancer, cholangiocarcinoma, gastric cancer, and small intestine cancer. and since they do not include discounts, deductibles, or co-
payments, they may not fully reflect the cost to a budget holder.

= nario Anal : Total Incremental Cost (§), _
Scenario alyses 9 = Costs were truncated at 12 months, and the remainder were

Base Case: $873,099 (Proxy Comparator Costing)

— Scenario 1: Assumed RET testing rate at 50%. Acknowledagments and Disclosures carried to subsequent years for those drugs with a duration of Tx
B . , : L . i : o 0w - i iti >12 months.
Scenarlo_ 2. Gastrointestinal tumor specific scenario (Gl SpeCIfI(.:, included 1L firstdine; 2L+: second-line and beyond: a/m: advanced/metastatic; BC: breast cancer: CCA: cholangiocarcinoms; MTC: medullary Acknowledgments: The study was sponsored by Eli Lilly and Company. Karan Sharma, employee of Eli Lilly and Company, provided medical writing support. Enisniu U - AR N
pancreatic cancer, colorectal cancer, cholangiocarcinoma, gastric cancer, thyroid cancer; OWSA: one-way sensitivity analyses; RET: REarranged during Transfection. Range: -10% to +10% from base-case. Disclosures: Naleen Raj Bhandari, Adrienne Gilligan, and Amine Ale-Ali are employees and minor stockholders of Eli Lilly and Company. Lee Smolen, Frank INpULs related to duration of Ix and AES were extracted from
and small intestine cancer). Cinfio and Julie Myers are employees of Medical Decision Modeling Inc., which was contracted by Eli Lilly to perform the analysis. individual publications based on clinical trials and not meta-

analyses. These may differ from real-world clinical practice.
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