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3 Key Objectives

 Understand what biosimilars are

* Formulary placement of biosimilars in the U.S. and the
market forces impacting biosimilars

* Understand cell & gene therapy



Manufacturer

Increase prices at their discretion
Higher drug costs = Higher profits

Wholesaler
Paid as a percent of drug costs
Higher drug costs = Higher profits

PBM
In control of formulary, contract language, manufacturer revenue
Higher drug costs = Higher profits

Employers & Public Purchasers

Lack of control AffirmedR, s
Higher drug costs = Lower profits '




Let’s Get Vertical: Looking at the Market
Insurer + PBM + Specialty Pharmacy + Provider
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1. Since 2021, Prime’s Blue Cross and Blue Shield plans have had the option to use Express Sceipts or AllianceRx Walgreens Pharmacy for manl/specialty pharmacy services. IN Dec. 2021, Walgreens purchased Prime Therapeutics’ 45% ownership interest, 5o this business had ne PBM ownership as of 2022, Fffective June 2022, the company was rebranded as AllianceRx Walgreens Pharmacy.
7. Centene has anncunced that it would putsource its PBM ogerations 1o Exarecs Seripts in 2024, In 2023, Centene rebranded its pharmacy benefit subsidiary as Centene Pharmaty Sevrices.

3.1 2021, Centene sold a majority stake in its 1.5, Medical Management 1o & group of private equity firms

4. Since 2020, Prime h ed formulary rebates via Ascent Health Services. In 2021, Humana tegan sourcing fermulary rebates via Ascent Health Services for its commercial plans.

5. Previously knewn a seth Care Group and Cigna Medical Group.

6.1n 2021, Gigna's Fvernorth business acquired MDlive.

7.1 2022, Cigna invested 52.7 billion for an estimated 148 Ship stake in VillageMD, Walg awns a majority of VillageMD:

8. In September 2022, CVS Health anrounced its acquisition of Signify Health. In February 2023, CVS announced its acquisitien of Oak Street Fealth. Both transactions clased in 2023

8. Previously known as IngenicRx

10. In 2021, Partners in Primary Care and Family Physici; Groug busi S0S Were randed as Centerwell Senior Primary Care
1.in indr randed a5 ConterWell Home Health. In 2022, Humana announced an agrecment to divestits majority interest in Kindred at Home's Hospice and Persanal Care Divisions ta Clayton, Dubilier & Rice. Humana also announced plans o close a majority ofits SeniorBiridge home care locations
Source: The 2023 Us.F and Pharmacy Benefit Manogers, Exhibit 234, Companies are listed alphabetically by corperate name

il DRUG CHANNELS 4
@ INSTITUTE May 2023

© 2073 Pemhrnka Consulting Inc d/h/a Driue Channels Institute All Rights Reserverd




Small Molecule (Brand/Generic Drugs)

Aspirin

Morphine

Tramadol
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Small Molecular Manufacturing Process

Active Pharmaceutical Ingredient (API)
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Drug Product (DP), tableting
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Multiple, disconnected batch steps Multiple, disconnected batch steps
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IAspirin Molecule Human Growth Hormone Monocional Antibody
180 Daltons 849 Daltons 150,000 Daltons
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Reference Product Biosimilar

Analytical Similarity AffirmedR, s



Biopharmaceutical Manufacturing

Biopharmaceutical Manufacturing Is Inherently

Complex
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«Perfusion, microcarrier processes, 40-110 days in duration «>2 000 site procedures
©22 000 line items to make one vial of Cerezyme «8 500 discrete VO points
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41 biosimilars approved
4% total spend
90+ biosimilars in progress with the FDA

94 biosimilars approved
34% total spend



CVS launched a biosimilar company - cordavis
another shell company
About us

Who we are Aboutus Careers Contactus

™
corda v ls Who we are Aboutus Careers Contactus

Every day, we work to build an
Who we are

innovative, diverse and world-

. : :
Cordavis is a wholly owned subsidiary of CVS Health® that works directly : elass team. based In Dubln, _
with manufacturers to bring biosimilar products (a biologic medication that is IFSIEIn, V8 projTisiie Colllaboratlon
highly similar to, and has no clinically meaningful differences from the and stand by our commitments to

reference product) to the U.S. market. Cordavis will work with manufacturers = our customers and patients.
to co-produce FDA-approved, high-quality products that are affordable and
easy for patients to use. By focusing on these objectives, Cordavis aims to

support a vibrant and competitive biosimilar market in the U.S. and drive https://www.cvshealth.com/news/pbm
sustainable cost savings for consumers well into the future. /cvs-heaIth-Iaunches-cordavis.html



https://www.cvshealth.com/news/pbm/cvs-health-launches-cordavis.html
https://www.cvshealth.com/news/pbm/cvs-health-launches-cordavis.html

CostPlus For Providers Medications Contact Doctor Our Mission Signin
DRUG COMPANY

AllMedications > Yusimry (adalimumab-aqvh)

Yusimry (adalimumab-aqvh) Price Calculator

Yusimry (adalimumab-aqvh)
® Prescription Required
Box of 2 Pen-injectors + 40mg/0.8mL + 1

count
Why does my medication look different?

Different manufacturers produce different looking medications $584 25
to distinguish themselves from one another, but the drug,

Humira — 9 biosimilars with 8 launches in the US

strength. and ingredients are the same. Form
Box of 2
Pen-
X close : >< close injectors
Cost Details Cost Detalls
uantity you
Strength

Drug: Amjevita 40/0.8ml Inj

Drug: Humira 40/0.4ml Inj
Day Supply: 28

Day Supply: 28
Total Quantity: 2.0 Total Quantity: 1.6 "0”19:0-3
NDC: 74024302 NDC: 55513040002 m

Channel: Specialty Pharmacy Channel: Capital Pharmacy And Medical E

Volume
Your Cost Plan Cost Total Cost Your Cost Plan Cost Total Cost
~ 1.6mL (2
$2,006.18 $4,681.07 $6,687.25 $1,883.40 $4,394.61 $6,278.01 Pen-
Annual: 324.074.15 Annual: 355,172.24 Annual: 380,247.00 Annual: $22,600.80 Annual: $52,735.32 Annual: 575.336.12 injeCtors}
Co-pay or coinsurance: 30.00 Co-pay or coinsurance: 30.00

Amount applied to deductible:

Additional charges: 32,005.12 Additional charges: 51,583.40
HRA: 30,00 HRA: 50.00

Amount applied to deductible: 50.00

*Your Cost-Annusl represents the cost you may pay for a drug in 2 one-year period

Total Cost means the total amount of the prescription in accordance with the plan participant's applicable benefit plan, which may be a deductible, 3 percentage of the prascription price, 2

foced amount or other charge PLUS the balance, if any, paid by the b plan

Your £ost is the amount the member i required to pay to obtain the prescription in accordance with the member's banefit plan.

Source: KEHP CVS Caremark Drug Pricing Tool and CostPlusDrugs.com



https://www.caremark.com/wps/PA_FAST/CheckDrugCostProxy/#/?apiKey=mm56884e-d777-4f52-b9e5-38e49c0b3e72&tokenID=63E2E587902230DDA6840531C9C50258&fenv=prod&faststyle=OE

Products that
are approved
and most-used
on PBM
formularies -
are all high WAC

HumIRA & ITs BIOSIMILARS, JuLy 2023

WAC vs.
Product name Manufacturer WAC Humira
Humira AbbVie $6,922 n.a.
Amjevita (High WAC) Amgen $6,576 8 -5%
Amijevita (Low WAC) Amgen $3,115 -55%
Hulio Biocon Biologics $6,576 8 -5%
adalimumab-fkjp Biocon Biologics $995 -86%
Cyltezo Boehringer Ingelheim $6,576 -5%
Yuflyma* Celltrion $6,576 -5%
Yusimry Coherus $995 -86%
Idacio Fresenius Kabi $6,576 8 -5%
Hadlima* Samsung Bioepis/Organon $1,038 -85%
Hyrimoz* Sandoz $6,576 “ -5%
adalimumab-adaz* Sandoz $1,315 -81%

WAC = wholesale acquisition cost

* Indicates product is available in high concentration formulation
Source: Drug Channels Institute research

Published on Drug Channels (www.DrugChannels.net) on July 18, 2023.
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Rebate Language

1.3. EXcCLUSIONS

Member Submitted Claims, Subrogation Claims, coordination of benefits claims, biosimilar products, vaccines,
OTC products, U&C, claims older than 180 days, claims through Sponsor-owned, in-house or on-site pharmacies,
Specialty Products, 340b pharmacies, and claims pursuant to a 100% Member Copayment plan are not eligible
for the guaranteed Rebate amounts set forth in Section 1.1 above.

2. SPECIALTY REBATE AMOUNTS

Pricing Guarantee Language

“Specialty Products” means those injectable and non-injectable drugs on the Specialty Product List. Specialty
Products, which may be administered by any route of administration, are typically used to treat chronic or complex
conditions, and typically have one or more of several key characteristics, including frequent dosing adjustments and
intensive clinical monitoring to decrease the potential for drug toxicity and increase the probability for beneficial
treatment outcomes; patient training and compliance assistance to facilitate therapeutic goals; limited or exclusive
product availability and distribution (if a drug is only available through limited specialty pharmacy distribution it is
always considered a Specialty Product); specialized product handling and/or administration requirements. In
addition, a biosimilar or generic product will be considered a Specialty Drug if the innovator drug is a Specialty Drug.

AffirmedR; 1



Cell therapies transfer live cells into a patient to treat or cure a condition
— Transferred cells are collected from the patient or a donor

Gene therapies modify a person’s genes to treat or cure a condition
— This could be replacing, inactivating or introducing a new or modified gene

FDA has approved (29) cell and gene therapies as of 5/19/23

— The pipeline is quite full-with more than 1,000 gene, cell and tissue-based therapies
currently in development globally

— By 2025, the FDA expects to be approving 10 to 20 annually

Familiar examples include:

— Zolgensma - gene therapy treating spinal muscular atrophy (SMA) - $2.125M (1x, curative)
— Luxterna - gene therapy treating an inherited retinal disease - $850K (1x, curative)
— Hemgenix - gene therapy for Hemophilia B (Factor IX deficient) - $3.5M (1x, curative)

15



Gene Therapy Pipeline
Projections

Based on the current pipeline,
TMHCC projects the cost of cell
and gene therapies in 2023

could be more than four

times the costin 2022 on a

Per Employee Per Month
(PEPM) basis.

-TMHCC 2022 Annual Market Report
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Do you think it's
being priced in?
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Sources: https.//www.tmhcc.com/en-us/~/media/TMHCC/Stop-Loss-Group/2022-Annual-Market-Report. pdf
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FDA Review
Exa-cel CRISPR Sickle cell disease GALGT2 Sarepta Therapeutics Injectable Phasell Duchenne muscular dystrophy oD Genprex Injectable Phase Il MNon-small cell lung cancer
Tromro s s | T ol d beta thal Quaratusugene Ozeplasmid
(Exagamglogene Autotemcel) rapeutics Vertex 12/08/2023) and beta thalassemia
¢ FDA Review 4D-310 40 Moleculer Inravenous Phasell Fabry disease XTA50 ¥alud Therapeutics Injactable Phase I Cstecarthritis
e bluebird bio Intravenous (BsUFA - Sickle cell disease Therapeutics
(Lovotibeglogene Autotemcel) 122012023 . <
ovant Sio " _ N '« dic,
T — RP-L102 Rocket Pharma Intravenous Phase Fanconi Anemia OXB-102 Onford Biomedica Injectable Phase Parkinson's disease
OTL-200 Crchard
) Th tics GSK Intravenous (BsUFA -1GQ Metachromatic leukodystrophy
(Atidarsagene Autotemcel) erapeutics 2024 egsmtio] Injectable S~ ~ BMN 307 BioMarin Intravenous Phase I Phenyiketonuria
FOA B GBA1 E.ueLv”aryl erapeutics i hase Il Gaucher disease
c leview -
PFZ 068384?:: ;'I:;': ;';f;ipe”t'“ Intravenous (BsUFA-2Q Hemaphilia B SPK-3006 :E:h‘e LEErEL Intravenous Phase | TrrrzdErer
(Fidanacegene Elaparvavec) 2024) AXO-AAV-GM1 Axovant Sio Intrathecal Phase il GM1 gangliosidosis
CRISPR Therapeutics
Generxx Angionetics Gene 3 o Oral VCTX211 Implant Phase ll Type 1 dizbetes
Other Phase Il Angina pectoris & ral Other oMt sidosi Vartex
(Alferminogene Tadenovec) Biotherapeutics NI pe LYS-GM101 Lysogene s Phasell GM!1 gangliosidosis
ST-920 . . . -
Nightstar - GM2 gangliosidosis Joaral i Sangamo Therapeutics Injectable Phase Il Fabry disease
- Y trages Phase Il saralgagene Civaparvovec
A‘_sz _REP1 Therapeutics Intravitreal Phase lll Choroideremia ({CHM) AXO-AAV-GM2 Uttragenyx TBD (Tay-Sachs and Sandhoff disease)
(Timrepigene Emparvovec) Biogen
SPK-8011 Spark Therapeutics
Intravenous Phase ll Hemophilia A
(Dirloctocogene Samoparvovec Roche
(I'Ir':)‘:\g:z:choncel T Kolon TissueGene Injectable Phaselll Chronic degenerative joint disease ¢ 9 P }
| Dimension Therapeutics
. DTX201 Bayer Intravenous Phase Il Hemophila A
Engensis . . Chronic diabetic foct ulcers Ot > ‘
N R ViroMed Helixmith  Intramuscular Phase il .
(Donaperminogene Seltoplasmid) Diabetic neuropathy
SB-FIX Sangamo Therapeutics Intravenous Phase ll Hemophiia B
RGX-314 Regenxbio AbbVie ~ Ophthalmic Phase [l Diabetic retinopathy
;'gx oa:cgmc Satparvove) Frecline Therapeutics Injectable Phasell Hemophila 8
PFF-‘?EQ;_’.QQZSM Pfizer Intravenous Phase il Duchenne muscular dystrophy (DMD)
e ) AskBio009 Baxaita Shire Takeda Intravenous Phasell Hemophiia B
Castle Creek
Blosciencas AMT-060 uniure Firaveoous Prasell Hemophia 8
D-Fi Paragon
Dab. Autoficel Biosciences Injectable Phase il Epidermalysis
(Dabocemagene icel) Faocal SB.728-T s: 0 Therapeutics Intraw P W f:.':fnm immunodeficiency virus
Technologies L)
Intrexon "
SB-728-HSPC Sangamo Therapeutics  Intravenous Prase At R
AVR-RD-02 AyroBio Intravenous Phase Il Gaucher disease
AMT-130 uniQure Injectable Phasell Huntington's disease
S.BAEZE N S{:qamzﬁ Pf Intravenous Phasev il Hemophilia A
(Giroctocogene Fitelparvovec) rapeutics Plizer KB105 Krystal Biotech Topical Phasell Ichthyosis
GS010 GenSight Biologics .
(Lenadogena Nolparvovec) Genethon LRLITS HiElL Lebers hereditary optic neuropathy SAR439483 Atsena Therapeutics Otherktraviveal  Phasell Leber congenital amaurosis
RGX-121 Regenxbio Injectable Phase Mucopolysaccharidesis Type 2 RP-L201 Rocket Phamma Fiavencis Phase Leukocyte Adhesion Defect Type 1
dial ischemia and refractory
Generx Angionetics Gene LT piL-12
Other Phase Il angina due to coronary artery disease OncoSec Othes Phasell Metastatic melanoma
(Alferminogene Tadenovec) Biotherapeutics [CED} ry areny (Tavokinogene Telseplasmid)
RGX-111 Regenxbio Injectable Phasell Mucopolysaccharidosis Type |
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Though the range of predictions varies significantly, there is
overwhelming agreement that spend on gene therapies will
increase significantly in the near term

Probability of at Least One Gene Therapy Claim in Plan Year:

# of Members 2024 2025 2026 2027 2028 2029
500 0.2% 0.4% 0.6% 1.2% 1.6% 2.0%
1,000 0.5% 0.7% 1.3% 2.4% 3.2% 3.9%
2,500 1.2% 1.8% 3.2% 5.8% 71.9% 9.4%
5,000 2.4% 3.6% 6.7% 1.3% 151% 18.0%
7.500 3.6% 5 4% 9.2% 16.4% 21.8% 25.7%
10,000 4.8% 7% 12.1% 21.2% 27.9% 32.7%
20,000 9.4% 13.7% 22.7% 38.0% A8.1% 54.7%
Sources: Brown & Browf Q1 2023 Market Trend Report - reference to Optum
About About
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Who is paying for them, and how?
* Usually Carrier (Fully Insured) or Stop Loss (Self-Funded)

* Emerging funding models are changing this paradigm, as more
and more expensive therapies are approved and released

- Stop loss-type: PEPM/PMPM fee to cover specific gene therapy
treatments — subject to deductible

— Full carve-out: PEPM/PMPM fee for full financial risk transfer — no
deductible to satisfy

- Payment plans: Ability to amortize full cost of the drug over a number
of years into the future

19



What did you learn today?

 Understand what biosimilars are

* Formulary placement of biosimilars in the U.S. and the market forces
impacting biosimilars

* Understand cell & gene therapy
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