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GLP1 RAs: Revolutionary Drugs for Diabetes CROI:

The Reign of Metformin as THE First Line
Drug
2007-2023

+ASCVD!

Defined differently across
CVOTs but all included
individuals with established
CVD (e.g., MI, stroke, any

revascularization procedure).

Variably included: conditions
such as transient ischemic
attack, unstable angina,
amputation, symptomatic
or asymptomatic coronary
artery disease.

+Indicators of high risk

While definitions vary, most
comprise 255 years of age
with two or more additional
risk factors (including obesity,
hypertension, smoking,
dyslipidemia, or albuminuria)

+ASCVD/Indicators of High Risk

GLP-1 RA* with proven
CVD benefit -

ADA, Standard of Medical Care in Diabetes,

207

SGLT2i¢ with proven
CVD benefit




Incretins: Mechanisms of Action CROIg

Incretin action

¥,
Meal [ oitnct 3y

ingestion 4\ ~ Secretion of active
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Gothwal, IOSR Journal of Pharmacy, 2013



Multiple Sites

of Action of
GLP-1 RA

Muskiet, NatureReviewsNephrology, 2017

CROIE
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GLP1 RAs in Diabetes: Effects on Cardiovascular Events CROFR

Drug Duration Glucose Weight Reduction
Effect Effect iIn MACE

Exenatide 24 weeks -0.9% -2.9 kg

Liraglutide 52 weeks -1.1% -2.5 Kg 1 14%
Lixisenatide 24 weeks -0.72% -2.7 kg NO

Dulaglutide 36 weeks -1.8% -4.6 kg 1 12%
Semaglutide 40 weeks -2.1% -6.4 kg 1 26%

Glucose and weight data from FDA Package Inserts at highest approved dose



Dual Incretin (GLP-1 & GIP) Receptor Agonist: Tirzepatid C R()|:

Effect on Weight

B Change in Body Weight from Wk 0 to Wk 40

Effect on HbAlc

A Change in Glycated Hemoglobin Levels from Baseline

ETD[-0-15 (-0.28 to -0.03), P=|0-°2 Tirzepatide, —¥- Tirzepatide, —#— Tirzep 2 Sema
5 10
ETD -0.39 (-0.51 to ~0.26), P<0.001 me me 15mg 1 mg
Overall mean baseline
ETD -0.45 (-0.57 to -0.32), P<0.001 body weight, 93.8 kg
0.07-—-m==m—- - . ---+0.0 2
2 05 L5 2
8 - [}]
g E £
8 1.0 10.9 _? §
g Y s £ @
c -6 _
g E E > -6.2kg
2 _1.5 --16.4 & « *
> s 3
%o v . S -5 -10.3 kg (-11.0%)
& 1 Lw 18 ™ 1 .12.4kg
=224 _ -14 T T T T T T T T T
-2.5- L_27.3 0 4 i 12 16 2*0 24 32 40
o K % )
o0 s 2.3 ¢
é\b é}bz* '{S}bb' \&L\v Weeks since Randomization
&KL KL P
Frias, NEJM, 2021



GLP1 RA for Obesity

CROI

Drug Duration Max Dose Weight Effect

Liraglutide 72w 3.0 mg -8.4 kg/-8%
Semaglutide 68 w 2.4 mg -18.4 kg/-16%
Tirzepatide 72w 15 mg -22 kg/-18.4%

Pi-Sunyer, NEJM, 2015; Wadden, JAMA, 2021; Wadden, Nature Med, 2023

% Non-
responder*

46%

13%

12.5%

% D/C in
Treatment
Arm

9.9%

5.9%

10%

*weight loss < 5%

&
=
™
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» DR. BOB LAHITA | ST. JOSEPH HEALTH INSTITUTE DIRECTOR |}

<=0 OZENPIC DUBBED HOLLYWOOD'S NEW WEIGHT LOSs DRUG' RESHERS

3ITCOIN _20,700.00 ¥ 597.00 B0 ETHEREUM _1,517.30 ¥ 60.00
LASTTRADES »AC) 33.81 ~ 0.72 | TESLA (TSLA) 129.33 ~ 2.16 | VERI -0.99%



GLP1 RA: Adverse Effects & Long-Term Benefits CROF

Possible Adverse Effects Possible Long-term Benefits

+ Nausea/Diarrhea « Diabetes Prevention

- Pancreatitis « | CVD Risk (SELECT: | 20% MACE)
« Gastroparesis | Liver Fat

 Bowel Obstruction

| Systemic and Adipose Inflammation
| Ectopic Fat

Renal function preservation (FLOW)
1 Physical function (SF-36)

 Decreased muscle mass

 Facial lipoatrophy (“Ozempic
Face”)

« Suicidal ideation (Wang, Nat Med,
2024)

? Medullary thyroid cancer




Themed Discussion-02 A quien?

Monday, March 4, 2024 = Quéycomo?
= Cuanto tiempo?

» Setting: Centers for AIDS Research (CFAR) Network of Integrated Clinical Systems
(CNICS) Cohort

(" Observation Period: 2018-2022 N
* Participants: PWH who initiated injectable or oral semaglutide and had 22 weight
measurements

* Qutcome: at 1-year post-initiation: (1) bodyweight change in kg, and (2) percent
\ bodyweight change

* Analysis: linear mixed models adjusted for ase, sex, race/ethnicity, CNICS site,
diabetes status, CD4 cell count, HIV viral load, and time

* Sensitivity analyses stratifying by:
* Baseline BMI class
* Diabetes status
* Semaglutide dose (low vs. high)

J




Analytic Cohort & Weight loss|over 1 year

Adjusted percent bodyweight ehange = (-5.73 x years) + (1.42 x years™) + . Py,

o_©O 25% Femal
°® . % Female
.-. N=222 75% Male

I
| mmna] Avg follow- Average age:
u up: 1.1 years 53 years

- . Avg HbAlc:
w [ 77% Diabetic ] [ 77% J

ﬁ 89% virally Avg CD4 n ‘ :
-l suppressed count: 796 On average, PWH lost 5.7% of bodyweight

(95% Cl: -6.9, -4.5)

Mean Percent Bodyweight Change (%)
o

On average, PWH lost 6.5kg
(95% Cl: -7.7,-5.2)




Stratified by baseline BMI

Table 1. Weight loss results stratified by BMI class

Weight loss, kg

BMI Class n (%) (95% Cl)
?1%??24_9 kgim?) 11 (4.9) -4.1(-7.9,-0.2)
g\:gvieziggt o 36 (16.2) -4.6 (-6.9, -2.3)
gg‘.’;‘_tyuc.g'i; /'mz) 65(29.3)  -5.4(-7.3,-34)
350 —tyag.lgaiZ/Eﬁ) R  e
Obesity Class Il 50 (22.5) -8.8 (-10.9, -6.7)

(2 40.0 kg/m2)

* PWH in Obesity Class Il lost
significantly more weight
than PWH with normal,
overweight, and Obesity
Class | BMI (p-value for
interaction <0.05)

Semaglutide Dosage

-12.1 kg -9.0 kg

(EL7:5TEETB) (<108 =7 1)!
p<0.001 p<0.001

p for interaction: 0.27

Diabetes Status

asop mo7

I 6.2 kg -8.6 kg

(-7.5, -4.9), (145, -5.7)
p<0.001 p<0.001

p for interaction: 0.12



Themed Discussion-02
Monday, March 4, 2024 A quien?

Qué y como?
Cuanto tiempo?

HIV-associated
Iipo hypertrophy -> Week -4 to Lead-In Phase (4 Weeks)
Ch ara Ct eri ze d by a b norma | Week -1 To assess stability and lifestyle habits of participants

accumulation of visceral

adiposity and ectopic fat

iti Semaglutide Placebo
deposition agly

Contributes to chronic Week 0 (Entry) Interventional Titration Phase (8 Weeks)
inflammation and to Week 8 0.25 mg dose weekly for 4 weeks, then 0.5 mg dose

- - - - weekly for 4 weeks
cardiometabolic risk in HIV

Glucagon-like peptide 1 Week 32 L£.0.mg dose weskly
receptor agonists shown Weeks 33 Post-Interventional Phas¢ (24 Weeks)
eﬁeCtive in d iabetes & ObeSity to Week 56 Post-treatment observatignal phase




Inclusion/Exclusion & Baseline Characteristics

Key inclusion criteria: Median (Q1, Q3) or

Age 218 years No. (% { (N=54)
Age, years - 53 (40, 57) 53 (41, 57)
Stable ART 212 weeks Male sex 38 (70%) 27 (50%)

HIV RNA <400 cps/mL =6 mo. Siackirace 33 (61%) 34 (63%)

Body mass index 225 kg/m2 CD4+ count, cells/pL 826 (407, 1058) 793 (579, 994)
e _ \ ART duration, mo. 168 (98,230) 148 (98, 198)
Waist circumference/waist-to-hip Current INSTI use 45 (83%) 43 (80%)

ratio: >95 cm/>0.94 (men), >94 Cu"ent Pl use

cm/>0.88 (women) Abdominal SAT, cm? 302 (226, 362) 333 (231, 389

Subjective T abdomina| g"'th Abdominal VAT cm? 101 ‘I 143 118 ‘I 152
Total body fat, kg 34.4 (27.4, 40.2) 355 (28.3, 49.7)

after ART Limb fat, kg 15.6 (12.6.19.2) 17.9 (11.6. 22.3)

- - . Lean body mass, kg 60.1 (50.7, 66.8) 56.9 (47.6, 65.6)
Key exclusion criteria: Weight, kg 975(873 110.6) 979(836 1155)

Diabetes, cardiovascular

i ° o
disease, pregnancy, severe HbA1c, % 55(51 5.8) 5.6 (5.3, 5.8)
Iipoatrophy Groups well-balanced except smoking & male sex p<0.05

TAT, SAT, VAT = total, subcutaneous, visceral adipose tissue



Weight, kg

Abdominal VAT, cm?

50 100 150 200 250 300

\ Entry Week 33/ Entry K Entry Week ‘3/ Entry Week 32

Semaglutide Placebo Semaglutide Placebo

32 weeks of semaglutide use caused significant decreases in abdominal VAT, SAT, TAT, trunk fat, limb fat,
total body fat, lean body mass & weiaht.™

‘previously Visceral adipose tissue Body weight “effect sizes based

on B coefficient in
IpEr)(\a/sZS:(ed N -30.6% -10.4% sex-adjusted
2023, Subcutaneous adipose tissue Lean body mass St

abstract _1 1 '20/0 _5.7%) models; % changes
#1984 exponentiated with

(abdominal fat area measured by CT at L4-L5) (measured by whole-body DXA) formula: 100(ef-1)




I(IL-6. pg/mL)
In(sCD163, ng/ml)

Il

-39.9% -18.89 ‘
A. CORRELATION BETWEEN B. CORRELATION BETWEEN

CHANGES IN hsCRP & CHANGES IN CHANGES IN hsCRP & CHANGES IN

"B coefficients estimate adjusted effects of semaglutide
treatment vs. placebo at 32 weeks; % change WEIGHT ABDOMINAL VAT ‘

estimates calculated using the formula: 100(ef-1)

‘‘‘‘‘

Changes in weight, kg

Changes in abdominal VAT, cm?
- P

8

1 0 10
Changes in hsCRP, pg/mL

r=0.067; p=0.53

10 0 0
Changes in hsCRP, pg/mL

r=0.043; p = 0.69

Semaglutide use caused notable decreases in several key biomarkers independent

of VAT & weight loss in people with HIV-associated lipohypertrophy & w/o diabetes.
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ACTG A5371 Study Design

Inclusion Criteria
= Adult PWH on suppressive ART 51 enrolled, 49 completed|per-protocol

= Elevated minimum waist circumference) " easons for exclusion from analysis:

“WC=95 cm & / WC 942cm ¢ -Nausea Grade 3 (n=1) )
= Insulin resistance or pre-diabetes -Withdrawal of Informed Consent (n=1)

= 25% IHTG on MRI-PDFF

isi 24

visit © 2 4

Weekl | | |
MRI-PDFF MRI-PDFF




Baseline Characteristics*

N=49

Age 52 (42, 58)
Gender

Cis woman 18 (37%)

Trans woman 3 (6%)

Cis man 28 (57%)
Race/ethnicity

White non-Hispanic 13 (27%)

Black or African American* 16 (33%)

Hispanic 19 (39%)

American Indian or Alaskan Native 1 (2%)
BMI (kg/m?) 35 (31, 39)
Waist circumference (cm) 114 (107, 124)
CD4* T lymphocyte count (cells/mms?) 701 (586, 869)
ART regimen

Pl 2 (4%)

NNRTI 10 (22%)

INSTI 40 (82%)
History of hepatitis C virus 4 (8%)

*Median with interquartile range or frequency presented from protocol defined analysis group.



Primary Outcome: Changes in IHTG

IHTG (%) N Est. (95% ClI
All Participants 48 —e—
Gender
Cis or Trans Female 21 —e— -4.5 (-6.3
Cis Male 27 [—e—— -4.0 (-5.6
Race/Ethnicity
Black of African American 16 f—e— | -2.6 (-45
White Hispanic 16  E— e | 5.4 (7.3
White non-Hispanic and Other 16 f—e— -4.8 (-6.8
Age (years)
<40 8 R G— -4.3 (-7.2
40-60 33 —e—| 3.9 (-5.3
>60 7 f & ! -5.7 (-8.8
T T T T

-4.2 (-5.4,-3.1) <0.001

P-value .

. =2.7)
L -2.4)

0.66

,-0.6)
,-3.4)
,-2.8)

,-1.4)
, -2.5)
, -2.6)

0.58

10 -8 6 -4
Week 24 Absolute Change

Si

=  Qverall clinicall

IHTG (%) N Est. (95% ClI P-value
All Participants 48 e -31.3 (-39.0, -23.6) < 0.001
Gender

Cis or Trans Female 21 —e— -35.8 (-47.5, -24.2) 0.31

Cis Male 27 e -27.8 (-38.1, -17.6)
Race/Ethnicity

Black of African American 16 —e— -26.8 (-40.3, -13.3) 0.63

White Hispanic 16 —e— -36.0 (-49.5, -22.5)

White non-Hispanic and Other 16 P -31.2 (-44.7, -17.7)
Age (years)

<40 8 b——eo—— -30.4 (-49.6, -11.2) 0.70

40-60 33 f—e— -29.9 (-39.3, -20.4)

>60 7 | + ! -39.2 (-59.7, -18.7)

T T T
-60 -40 -20 0

Week 24 Percent Change

nificant reductions in IHTG

= 58% of participants had a 230% relative reduction in IHTG
= 29% of participants had complete MASLD resolution (absolute IHTG <5%)

J

= Greater reductions in [HT G were observed among®:

= \Women

» Hispanic and non-Hispanic white participants
» Participants with age >60 years

*A5371 was not powered to detect differences between subgroups.




Anthropometric Changes

Weight (kg) N Est. (95% Cl)  P-value Waist Circumference (cm) N Est. (95% Cl)  P-value
All Participants 48 | e 7.8 (-9.5,-6.1) <0.001 All Participants 48 f—e—] 6.7 (-8.5, -4.8) <0.001
Gender Gender

Cis or Trans Female 21 —e— 8.5 (-11.1,-6.0)  0.44 Cis or Trans Female 21 f—e— 6.4 (9.3,-3.5) 0.82
Cis Male 27 —e— 7.2 (9.5,-5.0) Cis Male 27 f—e— 6.9 (-9.4,-4.3)
Race/Ethnicity Race/Ethnicity
Black of African American 16 f—e— 6.7 (-9.6,-3.7) 0.62 Black of African American 16 —e—] 4.4 (-7.6,-1.2) 0.24
White Hispanic 16 f—— -8.6 (-11.5,15.6) White Hispanic 6 F—e— 7.7 (-10.9, -4.5)
White non-Hispanic and Other 16 f—— 8.2 (-11.1,5.2) White non-Hispanic and Other 16~ }——&———| -7.8 (-11.1,-4.6)
Age (years) Age (years)
<40 8 [ 6.2 (-10.3,-2.1) 047 <40 8 | * | 6.9 (-11.6,2.2)  0.98
40-60 33 —— 7.7 (9.8, -5.7) 40-60 33 f—e— 6.5 (-8.9, -4.2)
>60 7 -9.9 (-14.4, 5.5) >60 7 | . | 7.0 (-12.0,-1.9)
T T T T T T T T T
-15 -10 -5 0 12 10 8 6 -4 2 0

Week 24 Absolute Change Week 24 Absolute Change

(. Mean weight loss was 7.8 kg (17 Ibs) over 24 weeks, with greater losses among* )
= Women
= Hispanic and non-Hispanic white participants
» Persons 240 years of age

\_" IHTG improvements correlated with weight loss (r=0.54, p<0.0001) J

= Amongst persons who lost >2.27 kg (5 lbs) on semaglutide (n=38), the mean absolute and

relative changes in IHTG were -5.1% and -39.0%, respectively

*A5371 was not powered to detect differences between subgroups.



Changes in Circulating Lipids and Glucose Homeostasis

24-week Change* P value
Glucose (mg/dL) (" -9.9 (-14.7,-5.1) <0.001
HOMA-IR -1.5 (-2.3, -0.8) <0.001
Hemoglobin Alc (%) -0.3(-0.3,-0.2) <0.001
Total Cholesterol (mg/dL) \_ -4.0 (-10.8, 2.9) 0.25 J
LDL Cholesterol (mg/dL) -1.0(-7.1,5.1) 0.73
HDL Cholesterol (mg/dL) 2.0 (-0.02,4.1) 0.053
Triglycerides (mg/dL) -26.8 (-46.0, -7.5) 0.007
*Mean (95% confidence interval)
= Larger glucose reductions among?: 2 = Larger triglyceride reductions among?

= \Women = Men

= Black participants = Hispanic participants

» Persons 240 years of age = Persons <40 years of age

1A5371 was not to detect differences between subgroups. 2HbAlc and HOMA-IR trends similar except that Hispanics and non-Hispanic whites had greater declines than Blacks.



Themed Discussion-02

= Aquien?
= Quéycomo?

Mandais Macak 4 AADA

= Cuanto tiempo?

SLIM LIVER study details R — e
Patient population: PWH with >5% IHTG content on
MRI scan, waist circumference of 2 95cm for male sex Sex at birth
at birth or 294cm for female sex at birth, at least 1 pemele el
criteria for insulin resistance or pre-diabetes ey
+ Received open-label, subcutaneous semaglutide for Cis Female 18 (37%)
24 WGEkS. %Engender Female 2g Eg‘%o)
+ Semaglutide dose-escalated up to 1.0 mg/week by Race
week 4 American Indian or Alaska Native 1(2%)
Black or African American 16 (33%)
= = = = Multiple 1(2%)
However, weight loss is typically accompanied  Urknown 28
by muscle loss
. . i 5 . 3 Ethnicity
+ Little is known about change in physical function with Hispanic or Latino 19 (39%)
weight loss medications Not Hispanic or Latino 30 (61%)
. i i Weight Ch: risti
SLIM LIVER included muscle measures and physical o (It<gl mg';““ Shs 35550
function Weight (kg) 103.1 (20.8)
Waist circumference (cm) 114.7 (11.8)

* Primary outcome (change in IHTG and weight) presented
tomorrow (Abstract # 00159)



Methods CROIE

Outcomes (baseline > week 24)

» Psoas volume/fat fraction: captured from the
liver magnetic resonance imaging proton-
density fat fraction (MRI-PDFF) {

» Physical function: timed chair rise test & 4-
meter gait speed

Psoas Minor

lliacus

Statistical Analysis

* Mean change from baseline estimated with
linear regression models

« Spearman’s correlations used to examine
associations between MASLD markers and
muscle measures



Psoas Volume (mL)

Overall~ I T
<100% Adherence - A
10 - [— —
I > 60 years = A !
40-60 years = .
<40 years= ' *
White Non-Hispanic= l—‘—i
White Hispanic= I — —
Black~ ——
Cis or Trans Male = R
Cis or Trans Female T
Male~ i
Female = e g
T T 1
-4 -2 0 2

Overall psoas muscle volume declined, but psoas muscle fat content did not
significantly change. PWH >60 years had the greatest decline in muscle volume.

Absolute Change in Psoas Muscle Measures

Psoas Fat (%)

Overall- —
<100% Adherence= 4
100% Adherence = s
> 60 years = $
40-60 years - ——
< 40 years - } 4
White Non-Hispanic= ¢ {
White Hispanic= [
Black~ ' %
Cis or Trans Male ~ e —
Cis or Trans Female = I e
Male - I
Female = [ S !
T T T T
-3 -2 -1 0 1 2

Absolute Change in Psoas Muscle Measures



Results: Change in physical function CROIE

Parameter Baseline Week 24 Change, Baseline to Week P-
24 (estimate, 95% CI) value
5x Chair Rise (seconds) 12.5/(3.6) 11:9:(3:3) -0.66 (-1.4, 0.07) 0.077
10x Chair Rise (seconds) 26.2 (7.0) 25.0 (6.8) -1.27 (-2.7, 0.10) 0.069
Gait speed
(meters/second) 0.93 (0.23) 0.98 (0.24) 0.05 (-0.01, 0.10) 0.078
Presence of slow gait No: 18 (37%) No: 26 (54%) RR: 0.73 (0.55, 0.97) 0.029

speed (<1 meters/second) Yes: 31 (63%) Yes: 22 (46%)

Chair rise time and gait speed werel preserved despite loss of psoas muscle I
volume. These changes in function were not correlated with change In overa

weight or BMI.



z.
SEMAGLUTIDE
Sobre el peso 2 Mayor beneficio si 3 Sobre el higado
o Descenso del peso o IMC alto o Descenso de grasa
57kg 5 No DM hepatica
o Hasta -8,8kg si IMC o Lipohipertrofia
alto o Descenso VAT/SAT
o Dosis dependiente )
Sobre el musculo
o Descenso volumen
4 o Descenso cintura/cadera 5 muscular
o Descenso glucosa, HOMA-IR, o No de'scer;so de grasa
HbATC Y TG en musculo
. . o Funcién muscular
o Descenso inflamacion
preservada




REPRIEVE




Preventing Cardiovascular Disease
in a Global at-Risk Population,
a REPRIEVE for People Living with HIV




Primary and Key Secondary Endpoints
Among 7769 participants, age 50, ASCVD risk 4.5%, LDL 108:

(a) First Primary MACE
0.10

(b) First MACE or Death

L Placebo
0.08 359 Pl b 0.08
0.06 -35%vs Placebo,, 0.06 -21% vs Placebo
0.04 0.04 Pitavastatin
D Pitavastatin (e
0.00 0.00
Cumulative incidence of event Cumulative incidence of event
0% 0.6% 1.0% 1.4% 1.9% 2.4% 2.7% 0% 0.8% 1.6% 24% 34%  45% 5.5%
0% 0.7% 1.4% 2.1% 2.7% 3.4% 4.4% 0% 0.8% 2.0% 3.3% 4.4% 5.3% 7.1%
0 12 24 36 48 60 72 4] 12 24 36 48 60 72

Months on study

Months on study

Number at risk Number at risk

Pitavastatin 3888 3647 3475 3364 2997 1947 1052 Pitavastatin 3888 3647 3475

3364 2998 1948 1027
Placebo 3881 3693 3506 3356 2997 2182 959 Placebo 3881 3693 3506

3356 2997 1975 919
%‘ CROI
Grinspoon NEJM 2023

Other Key Findings

* No treatment modification based on LDL, age, sex, CD4, nadir
CD4, HIV RNA, ART Duration

* Only 1% vs 0.5% (pitava vs placebo) withdrew for muscle-related
symptomatology

* Diabetes rates were higher 5.3% vs 4% (pitava vs placebo), but
c/w other studies and protective effect of statin seen among
diabetics receiving pitava vs placebo

»50% reduction in MACE among diabetics in pitava vs placebo




Effects on Plaque

Treatment arm Treatment effect?

Pitavastatin Placebo Difference Difference
Outcome (N=386) (N=388) (95% CI) (95% Cl1)?

Noncalcified plaque volume, mm3

Change from baseline, mean (SD) -1.7(25.2) 2.62(27.1) | -4.3(-8.6,-0.1) 0.044 -8.8(-17.9,0.36)
Fold-change from baseline (95% Cl) 0.95 (0.91, 1.0) 1.02 (0.99, 1.05) 0.93 (0.88,0.99) 0.024 0.88(0.77, 1.00)
Progression of noncalcified plaque, N (%) 53 (18%) 85 (28%) 0.67(0.52,0.88) 0.003 0.71(0.55,0.93)

Low attenuation plaque volume, mm?

Change from baseline, mean (SD) -0.9 (9.97) 0.1(8.16)  -1.2(-2.2,-0.1) 0.026 -2.4(-4.7,-0.2)
Pitavastatin Placebo

oare 53%
Progress o
= Regress P 50% 41%
rogress Regress

%‘ Lu et al. AHA 2023



Effect Larger than Anticipated Based on
Lowering of LDL

40% 1

—|Actual 35%|[|{«----------------------
l\
1

30%] REPRIEVE
Additional

Efficacy 2594 Statin vs

! control

! e * LDL lowering matters but
— PROUE statin effect is beyond what

o W ' is expected for LDL lowering
o alone

20%

rials
B )

[

15%]

10%7

MVE rate (95% Cl)

5% 7

Proportional reduction in

1
T :\ T
0.8
0.0 0.5 1.0

Mean LDL cholesterol difference between <+
%‘ treatment groups (mmolfL) ‘ RO I S
o

Note: 35% is point estimate, Cl % is 17 —52%

0%

Lancet 2010; 376: 1670-81



Clinical Implications and Future
Considerations

» Consideration should be given to incorporating results from
REPRIEVE into clinical guidelines

* Further work is needed to understand how to utilize PCE
scoring in subpopulations of PWH in whom the PCE
underpredicts risk, e.g. in blacks and females

» Further work is needed to assess effects on key
inflammatory and immune pathway changes in response to
statin therapy in REPRIEVE, as well as role of genetics,

%, lifestyle and other risk factors CROIZ

PCE = pooled cohort equations
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A quien?
Qué y como?

Tuesday, March 5, 2024

Cuanto tiempo?

Overall Placebo Pitavastatir

Variable
N = 558 N = 286 N =272

Age (years) D128 | DI1:o BT20
Male natal sex 455 (82%) | 233 (81%) | 222 (82%)
Changes in LDL and biomarkers were not significantly associated Race k
- 1 s Asian 5 (1%) 4(1%) 1 (0.3%)
with changes in noncalcified plaque volume Black or African American | 206 (37%) | 106 (37%) | 100 (37%)
z . T ; ; White 203 (53%) | 154 (54%) | 139 (51%)
To investigate mechanistic pathways of statin effects on plaque in PWH o 54 (10%) | 22 @%) |32 (11.7%)
Cardiovascular risk factors
BMI (ka/m?) 27T3+44 | 2T3+43 | 271345
‘ Randomized to ASCVD risk score (%) 5031 | 49429 | 50£32
People with HIV 1 - ctatin or placebo We first used a targeted approach to evaluate Total cholesterol (mg/dL) 186236 | 186437 | 185235
: statin effects on plasma proteomic markers LDL-C (mg/dL) 108+30 | 108231 | 108429
" 9 Non-HDL-C {mg/dL) 134235 | 134236 | 13434
- 3 Triglycerides (mg/dL) 133+ 74 133+ 77 132472
-~ ) HiV-related health history
Olink t t 96 |
ink target 96 panels %ﬁey_?plaque ol We then evaluated the association between Total ART use (yearsz 12+ 7 12+ 6 1227
Proteomic markers - changes in LDL / proteins and changes in Nadir CD4 (colis/mny)
Cardiovascular <50 116 (21%) | 58(21%) | 58 (22%)
himitlnsrid coronary plaque
Core m_eo:cglgmal 50-199 168 (31%) | 92(32%) | 76 (28%)
200-349 155 (28%) | 78 (28%) | 77 (29%)
350+ 106 (20%) | 52(19%) | 54 (21%)
Finally, we investigated the degree to which HIY&SNA (coprsalm) 482 (88%) | 245 (88%) | 237 (88%)
changes in key proteins mediated LLQ <400 54 (10%) | 29410%) | 25 (9%)
statin effects on coronary plaque 200+ 14 (2%) 6 (2%) 8 (3%)




Protein changes vs. noncalcified plaque change

dDIC Te(rc U diidDIC TeQre O

bt % changein  95% Confidence % change in  95% Confidence
NCP interval 3 NCP interval

LDL 15 [-1.2; 4.3] 0.26 -0.1 [-3.0; 2.9] 0.95
ANGPTL3 -19.8 [-34.0; -2.6] 0.026 2.3 [-20.3; 31.3] 0.86
MBL2 -18.7 [-31.5; -3.5] 0.018 -11.0 [-26.9; 8.4] 0.25
MIC-A/B -11.1 [-36.2; 23.7] 0.48 - - -
NRP1 -30.0 [-53.0; 4.3] 0.08 - - -
PCOLCE -31.9 [-42.9;-18.7]  <0.001 -31.2 [-45.3; -13.4] 0.00}

Doubling in PCOLCE expression was associated with a decrease

in noncalcified plaque by -31%, [95%CI: -45%; -13%, p=0.002]
k’ Model estimates are for per doubling in protein expression C RO I %

Increased PCOLCE expression was associated with a shift in plaque components
promoting plaque stabilization

84% of the total effect of statins on NCP volume change was mediated through
PCOLCE, independent of LDL change or achieved LDL




Baseline CT Follow-up CT

Fibrillar collagen
types I-11l in matrix

Deposition of
calcium in matrix
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Tuesday, March 5, 2024 = A quien?
= Quéycomo?
= Cuanto tiempo?

= Physical function (10x chair rise, 4-m gait, balance, grip strength, mSPPB)
was evaluated annually forjup to 5 years l




CROIE

Results
Pitavastatin Placebo
602 enrolled into PREPARE N=316  N=286
= 45% prospective (at initiation) Age (years) 51 51
o 55% retrospective (within <2 years)
: : : Female sex 21% 16%
No difference in function at entry
Median (Q1, Q3) follow-up duration: Transgender 2% 2%
= 5.0(4.9,5.1) years for prospecti\{e Black 40% 39%
o 4.4 (4.3, 4.7) years for retrospective
= Linear mixed effects models allowed  Hispanic 18% 18%
inclusion of data from both BMI (kg/m2) 57 3 57 1
81% completed follow-up
Current smoker 30% 24%

For age and BMI, medians are shown



Minimal changes in rise change in either group
» Similar results seen when restricted to prospective only group

Results « Smaller change than anticipated 0.58 rise/min/year
Pitavastatin Placebo Pitavastatin Placebo

N (obs) N (obs) Estimate (95%CI) Estimate (95%CI)
Chair rise rate (rises/min) 316 (1462) 285 (1287) |—|g;|_| -0.03 (-0.20, 0.13) 0.07 (-0.11, 0.24)
Chair rise rate (rises/min), sensitivity 316 (1485) 285 (1302) -0.09 (-0.26, 0.09) 0.06 (-0.13, 0.24)
Chair rise rate (rises/min), prospective 147 (688) 120 ( 526) -0.02 (-0.26, 0.23) 0.04 (-0.24, 0.32)
Gait speed (m/s) 316 (1481) 285 (1302) |—|_0‘—|_I -0.01 (-0.02, -0.01) -0.01 (-0.02, -0.01)
Gait speed (m/s), sensitivity 316 (1490) 285 (1304) I-—| -0.02 (-0.02, -0.01) -0.01 (-0.02, -0.01)
Grip strength (kg) 316 (1437) 285 (1272) wl -0.40 (-0.58, -0.22) -0.37 (-0.56, -0.17)
Grip strength (kg), sensitivity 316 (1454) 285 (1289) m -0.40 (-0.60, -0.19) -0.44 (-0.66, -0.23)
MSPPB score - Overall 316 (1485) 285 (1296) w—l -0.02 (-0.03, -0.01) -0.01 (-0.02, -0.07)

Worsening <<< | >>> Improvement

-0.10 -0.05 0.00 0.05 0.10
For visual purposes, data are plotted in a standardized sca{e. Annualized change (95% Cl) -
N denotes number of participants, obs number of observations. C RO Ig
Sensitivity analyses = evaluations not attempted for non-administrative reasons were considered worst outcomes. &




Small declines in gait speed:
« Smallest clinically meaningful change = 0.03-0.05 m/s?

Results « Change per year with aging in PWH = 0.012 m/s/year?
Pitavastatin Placebo Pitavastatin Placebo

N (obs) N (obs) Estimate (95%CI) Estimate (95%ClI)
Chair rise rate (rises/min) 316 (1462) 285 (1287) -0.03 (-0.20, 0.13) 0.07 (-0.11, 0.24)
Chair rise rate (rises/min), sensitivity 316 (1485) 285 (1302) -0.09 (-0.26, 0.09) 0.06 (-0.13, 0.24)
Chair rise rate (rises/min), prospective 147 (688) 120 ( 526) -0.02 (-0.26, 0.23) 0.04 (-0.24, 0.32)
Gait speed (m/s) 316 (1481) 285 (1302) |—|_0’—i| -0.01 (-0.02, -0.01) -0.01 (-0.02, -0.01)
Gait speed (m/s), sensitivity 316 (1490) 285 (1304) I—ﬁ_l -0.02 (-0.02, -0.01) -0.01 (-0.02, -0.01)
Grip strength (kg) 316 (1437) 285 (1272) m -0.40 (-0.58, -0.22) -0.37 (-0.56, -0.17)
Grip strength (kg), sensitivity 316 (1454) 285 (1289) m -0.40 (-0.60, -0.19) -0.44 (-0.66, -0.23)
MSPPB score - Overall 316 (1485) 285 (1296) I—ﬁ_l -0.02 (-0.03, -0.01) -0.01 (-0.02, -0.01)

Worsening <<< | >>> Improvement

-0.10 -0.05 0.00 0.05 0.10 LGuralnik J, et al. J Frailty Aging 2020

For visual purposes, data are plotted in a standardized scaffe. Annualized change (95% Cl) 2.Schrack J, et al. JAIDS 2015.
N denotes number of participants, obs number of observations.

Sensitivity analyses = evaluations not attempted for non-administrative reasons were considered worst outcomes. RO Ig
( : <




Small declines in grip strength:
« Smallest clinically meaningful change = 5.0-6.5 kg?!
Results « Change per year with aging in PWH = 0.37-0.40 kg/year?

Pitavastatin Placebo
N (obs) N (obs)

Chair rise rate (rises/min) 316 (1462) 285 (1287)
Chair rise rate (rises/min), sensitivity 316 (1485) 285 (1302)
Chair rise rate (rises/min), prospective 147 (688) 120 ( 526)

Pitavastatin Placebo
Estimate (95%CI) Estimate (95%CI)

-0.03 (-0.20, 0.13) 0.07 (-0.11, 0.24)
-0.09 (-0.26, 0.09) 0.06 (-0.13, 0.24)
-0.02 (-0.26, 0.23) 0.04 (-0.24, 0.32)

Gait speed (m/s) 316 (1481) 285 (1302) 'T—’O_l—l -0.01 (-0.02, -0.01) -0.01 (-0.02, -0.01)
Gait speed (m/s), sensitivity 316 (1490) 285 (1304) |—ﬁ_I -0.02 (-0.02, -0.01) -0.01 (-0.02, -0.01)
Grip strength (kg) 316 (1437) 285 (1272) m -0.40 (-0.58, -0.22) -0.37 (-0.56, -0.17)
Grip strength (kg), sensitivity 316 (1454) 285 (1289) m -0.40 (-0.60, -0.19) -0.44 (-0.66, -0.23)
MSPPB score - Overall 316 (1485) 285 (1296) "ﬁ—| -0.02 (-0.03, -0.01) -0.01 (-0.02, -0.01)

Worsening <<< | >>> Improvement

-0.10 -0.05 0.00 0.05 0.10 1.Bohannon, RW. J Phys Ther Sci 2019.

For visual purposes, data are plotted in a standardized scale.
N denotes number of participants, obs number of observations.

. 2.Schrack J, et al. AIDS 2016.
Annualized change (95% CI)

Sensitivity analyses = evaluations not attempted for non-administrative reasons were considered worst outcomes. RO Ig
( : <




No differences seen by treatment arm on any
Results physical function outcomes

Pitavastatin Placebo
N (obs) N (obs)

Chair rise rate (rises/min) 316 (1462) 285 (1287)
Chair rise rate (rises/min), sensitivity 316 (1485) 285 (1302)
Chair rise rate (rises/min), prospective 147 (688) 120 ( 526)

Gait speed (m/s) 316 (1481) 285 (1302)
Gait speed (m/s), sensitivity 316 (1490) 285 (1304)
Grip strength (kg) 316 (1437) 285 (1272)
Grip strength (kg), sensitivity 316 (1454) 285 (1289)
MSPPB score - Overall 316 (1485) 285 (1296)

SURY:

Estimate (95% CI)
-0.100 (-0.296, 0.095)

_l

- -0.146 (-0.350, 0.058)
— -0.053 (-0.355, 0.248)
— -0.001 (-0.007, 0.004)
- -0.004 (-0.010, 0.002)

t

II__HL_I -0.035 (-0.254, 0.184)
0.049 (-0.200, 0.298)

a! -0.005 (-0.013, 0.002)

Poorer in Pitavastatin <<<

=010

-0.05

>>> Better in Pitavastatin

0.00 0.05 010

For visual purposes, data are plotted in a standardized bcala

Difference in annualized change (95% CI) [Ref.=Placebo]

N denotes number of participants, obs number of observations.

Sensitivity analyses = evaluations not attempted for non-administrative reasons were considered worst outcomes.

P-value
0.31

0.16
0.73
0.61
0.16
0.75
0.70
0.18

CROIE



REPRIEVE

General (7769 pacientes /

5 anos)

o Descenso 35% MACE

o Descenso de placa
atheroma

o Mujer:

* Mas inflamacién/activacion

* Menos placas ateroma

o Afectacion muscular:

1% vs 0,5%
DM: 53% a 4%

Mecanismo
(disminucién placa)

o Aumento expression
PCOLCE

o Aumento de la matriz en
la placa

o Aumento del depdsito
de calcio en la matriz

Afectacion muscular

o Seguridad de las estatinas con
pitavastatina (vs placebo)




Otras




Interactive Symposium-09

= Una classe
magistral

Wednesday, March 6, 2024

Residual inflammatory risk in the general population

60 -

50 1

Colchicine and canakinumab reduce CV risk
without reducing LDL-C, while statins reduce both

AF/TEX ASCO_'I',--""J
oA

g
§ 401
REPRIEVE
30{ 4p LoDoCo2 ® e
i |@ cocor LPIO @rcarE e
ol e 2 SPARCL
§ @ cantos e MOPE3 e
ol ‘ 7 PROSPER™ oo
0- Nelson K JACC 2023
0 10 20 30 40 > *

% Reduction in LDL-C

“We believe that combined use of aggressive lipid-lowering and anti-inflammatory therapies
might become standard of care for atherosclerotic disease in the future” (Ridker PM Lancet
2023).



Multiple anti-inflammatory drugs/strategies have advanced to
clinical testing in the cardiology space

Immunotherapies tested in clinical trials

a Innate immunity b Adaptive immunity c Lipoproteins d Broad immunosuppression

I 10 I
I 1 inhibitors: Il 6 inhibitors: * Proliferation inhibitors: * Anti-oxLDL antibody MLDL1278A * Colchicine

S CNERINGAAE l o Tocilzirmat I sirolimus and paclitaxel B L[[;)l:iLAl':llti)libilof dafalplj(éib s Low-dose methotrexate
e * Low-dose IL-2 (proleukin) ® sPLA, Inhibitor varespladi s - ™.

. : » Anti-LOX1 antibody MEDI6570
¢ Anakinra * Sarilumab Ll i » Dexamethasone injection
: @-OxLDL .
TNF blockers: P38 inhibitors: IL-2—+"% LR LOX l—’ % * Hydroxychloroquine
= Adalimumab * Losmapimod é ' %@ l ""tgt upﬂlake ‘\g . R ‘L‘ k
Ox inflammator b e
Mauophdge Neutrophil T"g cell Macrophage S Y Macrophage Monocyte Dondrmc
@ & @ i
4 = W5,
. v ”"a.'\.‘* Beneficial for reducing CVD Potential cardiovascular benefits O .
Monocyte IL-l ||_ 4 TNF Dendritic cell No cardiovascular benefits Onqoing clinical trials T cell B cell

Viay W

Engelen SE Nature Reviews Cardiology 2022



Potential therapies for clonal hematopoiesis of indeterminate
potential (CHIP)-related inflammation

Myeloid cell Mm”“""
Upstream targets of
inflammatory cytokines
(JAK inhibitors,
colchicine)
& e v Downstream targets
Ll o itye - (TFaockers) (IL-6, TNF-alpha, IL-
0o  ETEm 1R,IL-1 blocker)
((JAKZ inhibitors ) Interleukin-1 e
Q ©°

Sikking MA JAHA 2023

Emerging role of CMV as a cause of inflammation and cardiovascular
disease in PWH

Greater reduction with Greater reduction with

Letermovir No CMV Treatment
P<0.001 ACTG 5383: RCT of letermovir vs
IL-6R- placebo in PWH (n=40)
P=0,045
AXLA h.'_._ Letermovir decreased 3/5 of the
GAS6A P=0.025 plasma proteins causally linked to CVD
events in treated HIV (IL-6R, AXL,
CHI3L14 k ° GAS6). (Reilly etal, JID, 2023)
SCGB3A2- —e—— AXL and GAS6 are unique causal
: predictors of CVD in HIV
0.5 1 2

A from Baseline during Treatment Phase

Letermovir vs. Control Arms
(per 2-fold change)

Gianella et al, Poster 354 LB, CROI 2024



Immunology 101: Most of the host inflammatory response is
immunoregulatory in nature

* Inflammation is harmful

* Inflammation stimulates a potent
Immune - and sustained immunosuppressive
. __ Inflammation
Regulation response
— T regulatory cells (TGF-f, IL-10)
— Immune checkpoint receptors

— Myeloid-derived suppressor cells

* These immunosuppressive
responses can blunt immune
responses to infection (HIV) and

Schnittman et al, Tuesday, Oral #143, CROI cancer
2024
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Cambio de
Tuesday, March 5, 2024 mensaje

A quien?
Qué y como?
Cuanto tiempo?

Objective: Examine prostate cancer characteristics and survival by HIV

A4 VACS Characteristic PWH PWoH
' n=791 n=2,778

Age, median (IQR) 62 (56-66) B1N(B7=65) 1 0:31
Race, % 0.43
Non-Hispanic White 22 21
Non-Hispanic Black 67 66
Hispanic 4 5
Diagnosis year, % <0.001
2001-2007 19 25

2008-2018 81 15



Prostate cancer characteristics by HIV

‘ —791 n=2,
PSA at dx, median 6.3 0.005
Metastatic at dx, % 2.7 0.048

D’Amico risk classification of localized tumors

. PWH vs PWoH:

40
gzz p 0.02 Higher risk prostate cancer diagnosis
;zz Less frequent PSA testing
fjf; Higher non-cancer mortality
5 « May impact benefits of aggressive
. ) H,gh prostate cancer tx strategies vs

mPWH = PWoH C active surveillance




Para acabar donde

Oral Abstract Session-07 :
lo dejamos en el

Tuesday, March §, 2024

CROI 2023

= A quien?
= Quéycomo?
= Cuanto tiempo?

* Longitudinal study of retrospective data from women with and without
HIV in the MACS-WIHS Combined Cohort Study (MWCCS) from 2006-
2019.

* Leveraged the SPPACE INSTI sub-study (PI: Lahiri)

* Women were categorized into three groups:
*f/Women with HIV who newly started on an INSTI (INSTI+)
| Women with HIV who were not on an INSTI at a similar
timepoint (INSTI-)
| A comparison group of demographically similar women without

HIV (WWOH)
* Women were divided intojmenopausal categories [premenopause, early
and late perimenopause, a ng anti-Mdullerian

hormone (AMH) levels, a biomarker of ovarian reserve

* Inclusion criteria:
* ART suppressed for at least two years
* Did not have prior exposure to an INSTI before the switch visit




N (%)

Median (IQR)

Age (y)

Race/Ethnicity
White
African American
Other?
Hispanic

Menopausal status

Premenopause

Early Perimenopause

Late Perimenopause
Menopause
Current Smoking
Chronic Kidney disease
HIV-related factors

CD4 (cells/mm?3)

Tenofovir disoproxil
fumarate (TDF) use

Efavirenz use

* Small numbers of women on TAF-containing regimens
* We performed a sensitivity analysis limiting to women on TDF and

(n=424)
52 (46-58)

21%
67%
12%
20%
14%
7.3%

32%
47%
32%
19%

713 (552-893)

64%

1.9%

the findings appeared similar

(n=733)
49 (43-54)

22%
61%
17%
25%
26%
10%

30%
35%
35%
9.9%

629 (456-829)

79%

29%

(n=904)
47 (38-53)

16%
71%
13%
19%

37%

11%

25%
27%
48%
7.4%

Waist circumference trajectories by menopausal phase

Pre-menopause at switch

Month 41

¥

12 6 0 6 12 18 24 30 36 42 48 5S4 60 12 6 0 6 12 18 24 30 36 42 48 54 60

Late Perimenopause at switch

Month 41

Months from index visit

Pre-menopause Late Perimenopause
AcnV6 month (95% C)  P-value QAcnV6 month (95% C) E-value
0.06 (-0.27, 0.38) 0.73 0.96 ( 0.45, 1.46) <.001
<0.07 (-0.13, -0.003) 0.04
INSTI-*time 0.08 (-0.11,0.28) 040 0.14 (-0.06, 0.33) 0.16

+INSTI+

and hypertension

BMI trajectories by menopausal phase

Moanth 26

Pre-menopause at switch

Late Perimenopause at switch

Month 37

~INSTI+
—-INSTI-
WWOH

and hypertension.

12 6 0 6 12 18 24 30 36 42 48 54 60 <12 6 O 6 12 18 24 30 36 42 48 54 60

Months from index visit

Pre-menopause Late Perimenopause
/6 month (95% CI) Pevalue A8 month (95% CI) B-value
0.24 (0.03, 0.45) 0.02 0.35 (0.20, 0.49) <0.001
-0.04 (-0.06, -0.01) 0.01 -0.03 (-0.04, -0.01) 0.01 C |
0.09 (0.02,0.15) 0.01 0.06 (-0.004, 0.12) 0.07

INSTI-"time




EXTRA-CVD:{A Nurse-led Intervention

to Extend the HIV Treatment Cascade = Una estratégia a

implementar

for Cardiovascular Disease Prevention

Chris Longenecker, MD

Director, Global Cardiovascular Health Program
Associate Professor of Medicine

Department of Global Health

Department of Medicine, Division of Cardiology
University of Washington

DEPARTMENT OF GLOBAL HEALTH




It is time to extend the HIV treatment cascade for cardiovascular disease
prevention

300 PLWH on ART with
Hypertension and Hyperlipidemia 0 Nurse-led care
coordination

° Nurse-managed medication
protocols and adherence suppoi

. 1 1 - .
HIV Prevention ! HIV Care ' | ASCVD Prevention Randomized 1:1
1 1
1 0| = .‘%
1 ! (O >
7] 1 1 = oy = o3 O
c ) © o] .
15 g ' 95% . |58 88 g © Generic
> = s ! 95% ! o® Tt @ o i
25l _% : |82 85 58 Prevention
- B
S a = N o | & 5 T ? :
8o 2 o 2 2 o] (B &= g2 Education Home blood pressure ° Electronic medical
- °>" g | g_’ > E l& | < .5 Control monitoring record support tools
) > W Tl 2 < i —
s é’ 1 e s 1 S
1 o 1 iC
| : o e
—

DEPARTMENT OF GLOBAL HEALTH

Okeke et al, Am Heart } 2019

UNIVERSITY of WASHINGTON

1- Systolic Blood Pressure

2- Non-HDL Cholesterol

DEPARTMENT OF GLOBAL HEALTH

Intervention
N=149

Okeke et al, Am Heart J 2019

Control
N=148

Overall
N=297

Age (IQR)

Male

Black/African American
Public insurance
Diabetes

Mental health disorder
10-yr ASCVD risk 27.5%
Systolic BP (SD)

23 BP medications
Non-HDL (SD)

On a statin

59 (53, 65) years
233 (79%)
176 (59%)
181 (61%)

89 (30%)
158 (53%)
163 (85%)

135 (19) mmHg

64 (22%)
139.9 (44.6) mg/dL
202 (68%)

59 (53, 65) years
113 (76%)
79 (53%)
85 (57%)
45 (30%)
85 (57%)

82 (80%)
136 (18) mmHg
31 (21%)
139.5 (44.6) mg/dL
101 (68%)

60 (53, 64) years
120 (81%)
97 (66%)
96 (65%)
44 (30%)
73 (49%)

91 (90%)
134 (20) mmHg
33 (22%)
140.3 (44.9) mg/dL
101 (68%)

UNIVERSITY of WASHINGTON



SBP, mm Hg

=
&

=
S

g

Systolic BP

® Control
@ Intervention

Baseline 4mo 8mo

Non-HDL cholesterol, mg/dL

12mo

4 months 8 months 12 months

Tertiary outcomes OR (95% CI) p OR (95% CI) p OR (95% ClI) p
Hypertension cascade

Treated 0.9(0.3,2.6) .85 1.6 (0.4, 5.8) 46 1.3 (0.4, 4.0) 61

At treatment goal 1.6 (0.6, 4.4) 38 3.0(0.9, 10.6) .08 2.9(1.0,8.3) .05
Cholesterol cascade

Treated 1.2(0.4,4.1) 74 1.3 (0.4, 4.9) .68 1.1 (0.3, 4.5) .84

At treatment goal 1.8 (0.6, 5.1) 30 3.2(1.0,10.2) .05| 7.3(23,23.3) <.001
Explorsloryioutcmas Mean difference Mean difference " Mean difference

(95% Cl1) (95% CI1) (95% Cl1)

Total cholesterol, mg/dL -7.3(-15.8,1.2) .09 | -10.0(-18.4,-1.5) .02 | -15.5(-23.9,-7.0) <.001
HDL cholesterol, mg/dL 09(-1.3,3.2) .43 1.7 (-0.6, 3.9) ALSS 0.9(-1.3,3.2) 43
LDL cholesterol, mg/dL -7.4 (-23.4,8.6) .36 | -10.3(-26.0,5.5) 20 [ -9.6(-25.5,6.3) .24
Triglycerides, mg/dL -12.2 (-36.5,12.1) .33 | -34.1(-58.2,-10.1) .006| -29.5 (-53.7,-5.3) .02
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