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'Learning Objectives

e Review the evolving SCD treatment landscape and real-world and
evidence-based formulary management strategies for appropriate SCD
treatments

e |dentify where patients with SCD typically incur high healthcare costs and
how to reduce the economic burden of SCD

e Discuss how health plans can provide patient-centered care and services
that support appropriate treatment coverage and access for patients
with SCD

e Apply ethical decision-making and promote greater health equity in the
clinical management of SCD
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198 Introductions

m Francesca Valentine, MSN, RN
Mother of a Winged SCD Warrior, Marqus
m Marqus was a patient person who devoted his life to

understanding others, uplifting his family and friends, and
spreading awareness about sickle cell disease.




574 A Look into One Event: Leg Ulcers

CELLS

The pre-session shares about Marqus’ journey and
highlights one life-debilitating complication of SCD:
leg ulcers

In July 2015, Marqus was admitted to the hospital for
sepsis due to infected wounds and sickle crisis.
He spent 30 days in the hospitals
Direct medical bills totaled over $200,000.

Complications continued after discharge. Marqus
was re-admitted two additional times:
September hospitalization totaled over $60,000.
October hospitalization totaled over $6,000.




Debilitating Complication




f5%e; 4 Leg Ulcers: The True Cost and Impact

CELLS

In this one event,
Marqus had hit his $10,000 maximum out-of-pocket
expenses.

$720 each month from his Social Security Insurance
benefit did not cover these expenses; family members
had to share costs.

Indirect costs like transportation (gas), food, medical
supplies, shoes and time off from work contributed
substantially.
Marqus’ dad was an electrician and an hourly
worker, he didn’t receive paid sick leave, making
any time away from work an instant financial loss.
As a nurse, | used 480 hours of FMLA unpaid
leave. o




Restoring Dignity and Quality of Life

1

 SCD is a family affair. Emotional fortitude is required for the entire family.
* Life-limiting complications require intense management.
* Patients must be partners in their care.

10



In Loving Memory
Marqus Valentine
7/25/1983 -
6/22/2020

“Marqus hopes that the next generation of families living with SCD will not have to suffer so
much. He hopes that future patients will have medication to treat their SCD and can have
access to high-quality care, access to providers who are educated about their condition,

access to robust coverage for treatments and therapies, they can live long lives.”

-Ashley Valentine, Sister of Marqus

Read her words at: ISPOR Spotlight
“Our Sickle Cell Normal: The True Cost to the Patient of Sickle Cell Disease” 11



https://www.ispor.org/publications/journals/value-outcomes-spotlight/vos-archives/issue/view/moving-the-needle-on-health-policy-focus-on-outcomes-based-care/our-sickle-cell-normal-the-true-cost-to-the-patient-of-sickle-cell-disease
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Etiology

m Sickle cell disease is an autosomal recessive hemolytic anemia that occurs due to a
single point mutation in the beta globin gene (HBB).

m This results in substitution of valine for glutamic acid at position 6 on the beta helix.

Amino Acid Sequence Ultimately Causing Sickle Cells

rsmdowimm

DNA CAC GTG GAC TGA GGA
sequencé GTG CAC CTG ACY ©GOT

rotonea?  valine ~ Histidine ~ Leucine — Threonine — Proine
DNA CAC GTG GAC TGA GGA

WS GTAG CAC CTG ACT C©COCT

Amino acid | ‘
soquonce | Vaiine - Histidine - Leucine - Threonine -~

Mutant | Sickled red blood cells

The change in amino acid sequence causes hemoglobin molecules to crystallize when oxygen levels
in the blood are low. As a result, red blood cells sickle and get stuck in small blood vessels.
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L5 8 Epidemiology

Newborns with Sickle Cell
Anemia (2015)

[ ]o

[[]1to100

101 to 1000

B 1001 to 10,000
B 10,001 to 100,000

Figure 1. Number of Newborns with Sickle Cell Anemia in Each Country in 2015.
Data are based on estimates from Piel et al." Alaska is shown separately from the rest of the United States.

Frederic B. Piel, Ph.D., Martin H. Steinberg, M.D., and David C. Rees, F.R.C.P.C.H. NEJM. 376;16 April 20, 2017.
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Sickle Cell Disease: Life expectancy
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Pathology 2017 49, 1-9DOI: (10.1016/j.pathol.2016.10.002)

Haematologica. 2007;92(7): 905-912.

Blood. 2010; 115(17):3447-3452.

Survival in adults with sickle cell disease in a high- income setting. Blood. 2016;128(10): 1436-1438.

Factors associated with survival in a contemporary adult sickle cell disease cohort. Am J Hematol. 2014;89(5): 530-535.
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1 SCD is a Multi-System Disease

Neurocognitive dysfunction Retinopathy
Meningitis @% Post-hyphema glaucoma
Stroke @ A @ Retinal infarction
e

"~
Indirect hyperbilirubinemia

Sickle hepatopathy
o*
>/

Gallstones

)

Pulmonary hypertension

‘5§ Acute chest syndrome
u \4 Acute pain event

Cardiomegaly

Diastolic heart failure
Complications of pregnancy

Albuminuria
Isosthenuria

Substantial kidney injury
Papillary necrosis

Functional asplenia
Splenic infarction
Splenic sequestration

¢ ‘'

Skin ulcers i)j
— Delayed puberty
Erectile dysfunction
Priapism
Avascular necrosis
Bone marrow infarction
Osteomyelitis

6

Chronic pain

L

Kato GJ, et al. Nature Reviews Disease Primers. V4: 18010 (2018).

(3 &

Acute complications

Anemia . ..
Leukocytosis Chronic complications

Septicemia
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=58 Health-Related Burden

Mean DALYs by Disease (2017)
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Other Mellitus
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National Academies of Sciences, Engineering, and Medicine 2020.
Addressing Sickle Cell Disease: A Strategic Plan and Blueprint for Action. Washington, DC:
The National Academies Press. https://doi.org/10.17226/25632.
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Pathophysiology e

Endothelial cells

»QQQ‘

Platelet activation
Interactions with adhesive platelets, vessel
Haptogjobin neutrophils, and sickle erythrocytes lumen
5}
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U ‘ 9 J_ 1
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Ther Adv Hematol. 2020, Vol. 11: 1-15.
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Sickle Cell Disease Treatments

Standard of care
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Russell E. Ware, How | use hydroxyurea to treat BloadVessel

young patients with sickle cell anemia, Blood. 2010.
Copyright © 2019 American Society of Hematology
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=528 Hydroxyurea -
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Cumulative Event Rate (%)
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Years Since Randomization

The Risks and Benefits of Long-term Use of Hydroxyurea in
Sickle Cell Anemia: A 17.5 Year Follow-Up

Am J Hematol. 2010 June; 85(6): 403-408. d0i:10.1002/ajh.21699.
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Hyd rOxyu rea Hydroxyurea Treatment Recommendations

1. Educate all patients with SCA and their family members about hydroxyurea therapy. (See consensus treatment
protocol on page 145).
(Consensus—Panel Expertise)

2. In adults with SCA who have three or more sickle cell-associated moderate to severe pain crises in a 12-month
period, treat with hydroxyurea.
(Strong Recommendation, High-Quality Evidence)

3. In adults with SCA who have sickle cell-associated pain that interferes with daily activities and quality of life, treat with
hydroxyurea.
(Strong Recommendation, Moderate-Quality Evidence)

4. In adults with SCA who have a history of severe and/or recurrent ACS, treat with hydroxyurea.*
(Strong Recommendation, Moderate-Quality Evidence)

5. Inadults with SCA who have severe symptomatic chronic anemia that interferes with daily activities or quality of life,
treat with hydroxyurea.
(Strong Recommendation, Moderate-Quality Evidence)

6. Ininfants 9 months of age and older, children, and adolescents with SCA, offer treatment with hydroxyurea regardless
of clinical severity to reduce SCD-related complications (e.g., pain, dactylitis, ACS, anemia).
(Strong Recommendation, High-Quality Evidence for ages 9-42 months;
Moderate Recommendation, Moderate-Quality Evidence for children >42 months and adolescents).
Note: The panel intentionally used the term “offer” realizing that patients’ values and preferences may differ
particularly considering treatment burden (e.g., laboratory monitoring, office visits), availability of drug in a liquid form,

il

Ll —— and cost. Therefore, the panel strongly encourages shared decisionmaking and discussion of hydroxyurea therapy
i National Institutes of Health with all patients_
"w%.' National Heart, Lung, and Blood Institute

Expert Panel Report, 2014
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Need for Novel Therapies

m Recurrent VOCs continue to be 100-
associated with disease severity
and mortality.

\,
i

m Younger age of death (55.8 years
versus 66.2 years; p = 0.04) higher
risk ratio (RR) of death (RR=2.68;

Survival (%)
g

25-
p=0.03) among individuals with e
high rates of VOCs. ey . . r r
20 30 40 50 60
m In this study, 41% of participants Age at Follow-up/Death (yrs.)

reported Hydroxyurea use, and 39% No. at Risk
reported >10 RBC transfusions
during their lifetime.

No ED/Admits 95 69 44 30
= 2>1 ED/Admits 138 101 62 24

Figure 1
Kaplan Meier (KM) curve showing survival in sickle cell anemia by severe pain crises requiring an ED

visit/ hospitalization in past year.

PLoS One. 2013; 8(11): €79923.
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Novel Therapy Targets

sRBC FT-4202 (PK-R agonist)
AG-348 (PK activator)
IMR-687 (PDE9 inhibitor)
Imatinib (TK ATP stabilization)

r
»~
r
’
r
r

Hydroxyurea (RDR inhibitor)

Decitabine (DNMT1 inhibitor)

Benserazide (DOPA decarboxylase inhibitor)
Metformin (hypoglycemic)

Voxelotor (HbS inhibitor)

OOOO
B ocooeneaies (S550)
polymerization @) OO

VVVVY

Systemic Targets
CSL889 (hemopexin)

Ticagrelor (P2Y,,-R antagonist)
Ketamine (NMDA receptor antagonist)
Mometasone (corticosteroid)
Rifaximin (antibiotic)

Vaso-

occlusion <

Vascular Targets
» Crizanlizumab (P-selectin inhibitor)
» Ambrisentan (type A, ER inhibitor)
» Gamma Globulin (Fcy receptor blockade)

Br J Haematol. 2021 Jul; 194(2): 240-251.

VVVVYVYVY




 L-glutamine

L-glutamine is an amino acid and precursor
for nicotinamide adenine dinucleotide (NAD).

m L-glutamine prevents oxidative damage.

m Pharmaceutical grade |-glutamine oral
powder was approved by the FDA in July
2017 nearly 20 years after approval of
hydroxyurea for use in Sickle Cell Disease.

m Not a dietary or nutritional supplement.

Niihara et al. N Engl J Med. 2018;379:226-235.

2 ~
|
‘ |
O O
HN W\OH
NH,

& RUSH
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L-glutamine 5-

4| Intensity rate ratio, 0.75 Placebo

Phase lll randomized, placebo-controlled,
double-blind trial showed reduction in the
incidence of pain crises in subjects
>byears of age who had a history of two or
more pain crises during the previous year
and have sickle cell anemia or sickle °-

Mean Cumulative No. of Pain Crises

thalassemia o

Cumulative number of pain crises was 25% i

lower in the L-glutamine group than in the

placebo group over the entire 48-week

treatment period. 0 . . | | |
0 10 20 30 40 50

Week

Y Niihara et al. N Engl J Med. 2018;379:226-235.




L-glutamine

The median time to the first pain crisis was 84
days (95% Cl, 62 to 109) in the L-glutamine
group, as compared with 54 days (95% ClI, 31 to
73) in the placebo group (hazard ratio, 0.69;
95% Cl, 0.52 to 0.93; P=0.02)

The median time to the second pain crisis was
212 days (95% CI, 153 to 250) in the
L-glutamine group, as compared with 133 days
(95% CI, 115 to 179) in the placebo group
(hazard ratio, 0.68; 95% ClI, 0.49 to 0.96;
P=0.03).

Y Niihara et al. N Engl J Med. 2018;379:226-235.

A Time to First Sickle Cell-Related Pain Crisis

Placebo

L-Glutamine
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I I I I I I 1
50 100 150 200 250 300 350 400
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91 59 40 31 22 19 3 0

© RUSH

B Time to Second Sickle Cell-Related Pain Crisis

Placebo

L-Glutamine
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Days to Second Sickle Cell-Related Pain Crisis

63 49 32 26 21 15 1 0
130 95 72 57 44 36 3 0




L% Crizanlizumab

P-Selectin is implicated in the
increased adhesion activity
associated with VOCs.

m Crizanlizumab, a humanized
monoclonal antibody that binds P-
selectin, thereby blocking its
interaction with P-selectin
glycoprotein ligand-1 (PSGL-1).

U RUSH

DOTHELIAL
CELL

Leukocyte
Adhesion

Abnormal
Rolling and
Adhesion

Crizanlizumab

Binding to
Activated
Platelet




Crizanlizumab
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Table 2. Annual Rates of Sickle Cell-Related Pain Crises.*
High-Dose Low-Dose

Variable Crizanlizumab Crizanlizumab Placebo
Primary end point: annual rate of crises in the intention-

to-treat population
No. of patients 67 66 65
Median rate of crises per year (IQR) 1.63 (0.00-3.97) 2.01 (1.00-3.98) 298 {1.25-5.87)
Difference from placebo — % -453 -32.6 —
P value 0.01 0.18 —
No. of patients with crisis rate of zero at end of trial 24 12 11
Annual rate of crises in the per-protocol population
No. of patients 40 44 41
Median rate of crises per year (IQR) 1.04 (0.00-3.42) 2.00 (1.00-3.02) 2.18 (1.96-4.96)
Difference from placebo — % -52.3 -8.3 —
Pvalue 0.02 0.13 —
No. of patients with crisis rate of zero at end of trial 15 7 5

A significant reduction of 45.3% in the median crisis rate/year over the treatment period was
achieved with crizanlizumab 5mg/kg (1.63) versus the placebo arm (2.98; p=0.01).

N Engl J Med. 2017;376:429-39.
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A First Sickle Cell-Related Pain Crisis
100+
90+
80
70
60
50
40-
30-
20

m Median time to first (4.07 months versus
1.38 months; p=0.001) and second (10.32 B I D T S S S
months versus 5.09 months; p=0.02) VOCs —— ot

favored crizanlizumab 5mg/kg over Low-dose arizankzumeb 66 47 34 28 21 13 17 15 12 10 10 10 3
placebo.

Crizanlizumab

Cumulative Event Rate (%)

High-dose crizanlizumab, P=0.001
Low-dose crizanlizumab, P=0.14
Placebo

B Second Sickle Cell-Related Pain Crisis

P e
o o] — Pacebo
m The lower crisis frequency with high-dose %
crizanlizumab was evident within 2 weeks !
after the start of the 52-week treatment P
phase and was maintained through- out .
this phase 04—

1 | I I 1 1
0 2 4 6 8 10 12
Months
No. at Risk
High-dose crizanlizumab 67 60 52 50 46 41 38 35 31 30 26 22 9

Low-dose crizanlizumab 66 62 56 50 43 40 36 34 31 26 21 20 7
Placebo 65 55 48 38 36 27 25 22 18 16 13 10 3

N Engl J Med. 2017;376:429-39.



1558 \oxelotor 900 g
|

hemoglobin

m First-in-class orally administered agent that “ ¢—Oxygen
increases the affinity of hemoglobin for oxygen,
thereby inhibiting the polymerization of HbS.

m The Phase lll HOPE trial is an international,
multi-center, randomized, placebo-controlled,
double-blind, parallel-group trial.

m From January 2017 through May 2018, a total of
274 participants were enrolled at 60 institutions
across 12 countries — 90 were assigned to the

1500mg voxelotor group, 92 to the 900mg “ “\(
voxelotor group, and 92 to the placebo group /@
D/ | /
Voxelotor

N Engl J Med. 2019; 381:509-519.




Table 1. Demographic and Clinical Characteristics of the Participants at Baseline.*
y Voxelotor, 1500 mg  Voxelotor, 900 mg Placebo
Characteristic (N=90) (N=92) (N=92)
SICK
CELLS Voxe I Oto r Age=12 Median 24 2 28
' Range 12-59 12-59 12-64
Age group — no. (%)
12to <18 yr 14 (16) 15 (16) 17 (18)
=18yr 76 (84) 77 (84) 75 (82)
Female sex — no. (%) 58 (64) 51 (55) 50 (54)
H O P E tri a I Race or ethnic group — no. (%)
Black 59 (66) 61 (66) 63 (68)
Arab or Middle Eastern 20(22) 20 (22) 20 (22)
White 12 (13) 7(8) 5(5)
Asian 1(1) 1(1) 0
Other 2(2) 5 (5) 6(7)
Geographic region — no. (%)
North America 34 (38) 36 (39) 35 (38)
Europe 19 (21) 19 (21) 18 (20)
Other 37 (41) 37 (40) 39 (42)
Sickle cell disease genotype — no. (%)
Homozygous hemoglobin S 61 (68) 71 (77) 74 (80)
Other Sickle cell disease genotypes Hemoglobin S&%thalassemia 18 (20) 13 (14) 11(12)
|nCI Uded Hemoglobin SB*-thalassemia 7(8) 2(2) 3(3)
Hemoglobin SC 3(3) 2(2) 2(2)
Other variant 1(1) 4 (4) 2(2)
Baseline hemoglobin level — g/dI
Median 8.7 83 8.6
Range 5.9-10.8 5.9-10.8 6.1-10.5
No. of vaso-occlusive crises in the past 12 months —
no. of patients (%)
1 35 (39) 41 (45) 39 (42)
ey 2-10 55 (61) 51 (55) 53 (58)
\l’ RUSH Patients receiving hydroxyurea at baseline — no. (%) 58 (64) 63 (68) 58 (63)

* There were no significant between-group differences in demographic and clinical characteristics at baseline.
Percentages may not total 100 because of rounding.

N Engl J Med. 2019; 381:509-519. 1 Race or ethnic group was self-reported; participants could be included in more than cne category of race or ethnic group.
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SICK

ssux- \Joxelotor

A Waterfall Plot of Change in Hemoglobin Level from Baseline to Wk 24 B LS Mean Change in Hemoglobin Level from Baseline to Wk 24
54
o
4 E 20—  —= Voxelotor, 1500 mg (N=88) -+ Voxelotor, 900 mg (N=92) -#- Placebo (N=91)
£
3 B
- = — _ P<0.001
38 - g = | ]
S - §% 104 1.1
8% 14 T8 |
W2 2 3
g2 o g8 05- { 0.6
L2 g5 ]
% -1 Uug 00 1 — 0.1
8 E 59% had a hemoglobin response 38% had a hemoglobin response = I ————— :
- a
_'E g 2 = -0.5 | T | T T T | ' T T 1
C& 0 2 4 6 8 12 16 20 24
e b
Weeks
4
No. at Risk
_5 Voxelotor, 1500 mg 76 78 74 74 71 76 77 72
Voxelotor, 1500 mg Voxelotor, 900 mg Voxelotor, 900 mg 82 78 69 74 76 77 73 78
(N=74) (N=79) Placebo 82 79 81 74 81 77 78 72

m The study met its primary endpoint, defined as an increase in hemoglobin >1.0g/d| at week 24, for patients
taking voxelotor (51%) versus those receiving placebo (7%; p<0.001).

m This outcome was achieved regardless of concomitant HU use or severity of anemia at baseline.
m HB increase noted as early as 2 weeks after initiating voxelotor.

N Engl J Med. 2019; 381:509-519.




Fetal Hemoglobin Inducer

Anti-inflammatory agents

Antiplatelet

cGMP-modulating agents

RBC pyruvate kinase-R
(PKR) activator

Ther Adv Hematol. 2020, Vol. 11: 1-15.

In the Pipeline

Decitabine and
Tetrahydrouridine

Regadenoson
NKTT120
Simvastatin
Omega-3 fatty acids

Ticagrelor
Prasugrel

Olinciguat
IMR-687

Etavopivat
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Phasel study shows Improvement in Hb and
hemolytic parameters.
( PLoS Med 2017; 14: e1002382.)

NCTO04055818

1.Humanized monoclonal antibody rapid and
sustained deletion of INKT cells.(pLos one 2017; 12: e0171067)

2.Improves NO, synergistic effect with HU.rJ Haematol
2017; 177: 620-629)

3.Reduction in VOC
HESTIA3. NCT03615924

DOVE trail (pediatr Biood Cancer 2016; 63: 299-305)

1.Phase Il clinical trial NCTO3285178.
2.Phae Il study shows improved HbF and hemolysis.

Phase 1 study: Improved Hb and hemolytic
parameters. #ErP1201:Brown et al.
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===+ Types of Gene Therapy

Gene addition Gene editing

Gene silencing Gene correction




Gene Therapy
Trials
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Study name LentiGlobin DREPAGLOBE CLIMB PRECIZN-1 Genetic MOMENTUM (JCEDAR
silencing of
BCL1IA
Type of gene Gene Gene addition Gene editing Gene editing Gene silencing Gene Gene correction
therapy addition addition
Editing tool NA NA CRISPR-Cas9 Zinc finger ShRNA NA HiFi CRISPR-Cas?9
RNP RNP
Type of stem Transduction Transduction Electroporation Transfection Transduction Transduction Electroporation
cell with zinc
manipulation finger
nuclease
mRNA
Vector (y/n) BB305 LVV DROBE 1 LVV None None BCH-BB694 LVV | yG16D LVV Nonintegrating
that encodes a AAV6 donor DNA
microRNA- repair template
adapted shRNA
Genetic target | NA NA Erythroid lineage- A (BCL11A) BCL11A mRNA N/a Sickle mutation
(y/n) specific enhancer locus (adenosine— >
of the BCLT1A (erythroid thymine [A— > T]
gene enhancer)
Drug product LentiGlobin DREPAGLOBE CTX001 BIVV003 BCH-BB694 ARU-180126 GPH101
BB305
Protein HbAT87Q BAS3, an antisickling HbF HbF HbF HbF&16D HbA
product B-globin protein (AS3)

containing 3 amino
acid substitutions in
the wild-type HBB
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L A Patient-Centered Care Approach SCD

Formulary Management

Take advantage of ePA and UM capabilities to exclude SCD members from UM
requirements when appropriate to decrease the administrative burden for SCD
members and their providers

2. Clearly communicate at every opportunity to decrease the administrative burden for
SCD members and their providers

3. Have a clear Champion, Operations Lead, and Project Manager to help align goals

and support a successful implementation
Key Partners

e Champion
* Operations Lead
* Project Manager

ePA: Electronic prior authorization; SCD: Sickle cell disease; UM: Utilization management




SICK

== Example: Opioid UM Program

Premera has a history of promoting the safe and thoughtful use of opioids

Prior Authorization

e >Seven-Day Supply for an Opioid-Naive Member e Short-Acting Opioids
e Long-Acting Opioids * Long-Acting Opioids

Commercial Line of Business Commercial Sickle Cell Disease
Members Members
Pharmacy Benefit Membership 1.08M 142
Distinct Opioid Users 115,835 61
% of Members Using an Opioid 11% 43%
% of Members Using a Long-Acting 2% 8%
Opioid




'Opioid Guidance Timeline

CDC clarified that the CDC’s
Guideline for Prescribing Opioids for
Chronic Pain is not intended to deny ICER SCD report highlighted the
clinically appropriate opioid therapy challenges SCD patients experience
to any patients who suffer acute or accessing opioids for clinically

chronic pain from SCD appropriate use

June 2019 April 2020

April 2019

January 2020
CMS recommended that

Premera excluded SCD members
beneficiaries with SCD be excluded

from opioid utilization management
from real-time opioid safety edits requirements

CDC: Centers for Disease Control and Prevention; SCD: Sickle cell disease; CMS: Centers for Medicare & Medicaid Services; ICER: Institute for Clinical and Economic Review
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Update publicly available opioid UM criteria to note that SCD members are exempt from
the requirements

Add a question asking whether member has SCD in ePA question set

Specify in UM approval/denial letters sent to members and providers that SCD members
are exempt from the opioid UM criteria

Allow member IDs associated with a SCD diagnosis code to bypass the opioid UM POS
rejections

Allow member IDs with a claim for a SCD treatment drug to bypass the opioid UM POS
rejections

P&T: Pharmacy & Therapeutics; SCD: Sickle cell disease; ePA: Electronic prior authorization; UM: Utilization management; POS: Point-of-sale



géLcng . . Modest change in the number of SCD members using opioids after
| Fl nd | ngS opioid utilization requirement exception implemented on April 1, 2020

Commercial SCD Members Only

2019 2020 2021

Pharmacy Benefit Membership 143 | 147 142
Distinct Opioid Users 58 54 61

% of Members Using an Opioid 41% 37% 43%
% of Members Using a Long-Acting Opioid 7% 7% 8%

Commercial Line of Business

2019 2020 2021
Pharmacy Benefit Membership 1.04M 1.03M 1.08M
Distinct Opioid Users 118,220 110,471 115,835
% of Members Using an Opioid 11% 11% 11%
% of Members Using a Long-Acting Opioid 2% 2% 2%

IPremera internal analysis; pharmacy benefit only; Average over CY



Findings

Changes for sickle cell disease members after opioid utilization requirement exception
implemented on April 1, 2020

- Modest increase in >90 MME/day member count YOY trend

- Modest increase in chronic opioid use with concurrent use of other high-risk drugs

Chronic Opioid Use with Concurrent Use of Other

1 s .
>90 MME/Day Member Count YOY Trend High Risk Drugs?
CY2021 40.0% 35.1% 36.4% 36.1%
-20%
o 1% 2% 29.4%
CY2020
10% 20.0%
CY2019 10.0%
3%
CY2019 CY2020 CY2021

B Commercial Sickle Cell Disease Members Only

All Commercial Line of Business Members . .
All Commercial Line of Business Members

B Commercial Sickle Cell Disease Members Only

1Premera internal analysis; pharmacy benefit only; Year-over-year (YOY) is defined as the current year compared to the previous year; MME (morphine milligram equivalents)
2Premera internal analysis; pharmacy benefit only; at least 60 days of opioid use and a high-risk drug (muscle relaxants, hypnotics, benzodiazepines, and barbiturates)
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== Formulary Review Considerations

‘ Will the drug be used in an underserved population? How can we identify them?

‘ Are there population-specific differences in pharmacodynamics/kinetics, etc?

What barriers to accessing this treatment could they face? How can we help?

What challenges does the disease pose in a patients’ daily life? How will the drug help overcome
them?

‘ What education do providers need to ensure optimal use of the drug?

‘ What socioeconomic/logistic/geographical factors might hinder successful use?

‘ What cultural factors (e.g., distrust of health care, health beliefs) might hinder use?




Formulary Resources
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Physician experts Patient organizations Targeted literature ICER reports, if
that treat the disease representing the search focused on available
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=5 Additional Opportunities

1. Evaluate how health disparity considerations are reviewed during P&T Committee meetings
2. Annual health disparities training for:
- P&T Committee members
- Medical Policy Committee members
- Pharmacists, physicians, nurses, and case managers
3. Partner with key provider systems in network to provide Emergency Department SCD racial bias
and treatment disparities training
4. Build equity and disparity conversations into standard formulary evaluation tools/considerations

Category Evaluation of Relevant Considerations

Health benefits not captured by
QALYs
Improved adherence [Explain]
Reduces disparities [Explain]

Other Reduces caregiver burden [Explain]

Benefits Novel mechanism [How it will benefit patient that failed existing treatments]
Work impact OImproves productivity [1Decreases absenteeism

[IReduces loss from work force [10ther [Explain]

Other benefits

P&T: Pharmacy & Therapeutics; SCD: Sickle cell disease; UM: Utilization management




State Medicaid programs and
Medicaid MCOs use utilization
management strategies both to
ensure beneficiaries are given
clinically appropriate treatments
and as a cost-saving strategy

Medicaid Management of SCD

Figure 3 — Utilization Management Techniques for SCD Therapies, All Medicaid
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Medicaid Landscape and Access Review for Prescription Drugs Treating Sickle Cell Disease. https://sickcells.org/wp-
content/uploads/2022/08/Sick-Cells_Medicaid-Access-and-Landscape-Review_Final-Report.pdf
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L Changing Treatment Landscape

m States are beginning to address the role of cell and gene therapies to
inform future decision making

m State Medicaid programs and MCOs are preparing for cell and gene
therapies by:

— discussing, creating, or considering coverage policies and/or
precertification criteria

- value-based contracts
— specific drug carve-outs from MCO contracts

Medicaid Landscape and Access Review for Prescription Drugs Treating Sickle Cell Disease. https://sickcells.org/wp-
content/uploads/2022/08/Sick-Cells_Medicaid-Access-and-Landscape-Review_Final-Report.pdf




=% Medicaid Health Equity Initiatives

State Medicaid programs can take steps to address health equity and social
determinants of health (SDoH), including:

m Examining the impact of bias in prescription drug coverage decisions

m Providing SDoH and discrimination training to relevant decision makers (i.e., DURB
committee members, pharmacy directors, PBMSs)

m Performing outreach to community experts (e.g., build relationships, utilize advisory panels)
m Actively screening patients for SDoH-related needs

m Collecting real-world data and patient reported quality of life information to use in coverage
decision making

m Using cost effective analyses that adequately account for nonmedical and indirect costs
associated with SCD

m Incorporating processes which facilitate meaningful stakeholder engagement

Medicaid Landscape and Access Review for Prescription Drugs Treating Sickle Cell Disease. https://sickcells.org/wp-content/uploads/2022/08/Sick-Cells_Medicaid-Access-and-
Landscape-Review_Final-Report.pdf

Advancing Stakeholder Engagement with Medicaid: Centering the Patient Voice in Coverage Decisions. https://sickcells.org/wp-content/uploads/2022/03/Advancing-Stakeholder-
Engagement-with-Medicaid.pdf
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