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Table 1.

Table 1. Laboratory Data.*

Reference Range,
Variable Adultst 1 Hr after Arrival 3 Hr after Arrival
Hemoglobin (g/dl) 12.0-16.0 8.5 7.6
Hematocrit (%) 36.0-46.0 25.4 21
White-cell count (per pl) 4500-11,000 16,200 19,570
Platelet count (per pl) 150,000-400,000 5000 7000
High-sensitivity troponin T (ng/liter) 0-9 72 105
Erythrocyte sedimentation rate (mm/hr) 0-20 50 —
Lactate (mmol/liter) 0.5-2.0 24 —
C-reactive protein (mg/liter) <8.0 26.7 —
Sodium (mmol/liter) 135-145 138 -
Potassium (mmol/liter) 3.4-5.0 25 —
Chloride (mmol/liter) 98-108 97 —
Carbon dioxide (mmol/liter) 23-32 27 —
Urea nitrogen (mg/dl) 8-25 21 —
Creatinine (mg/dl) 0.60-1.50 1.07 —
Glucose (mg/dl) 70-110 130 -
Alanine aminotransferase (U/liter) 7-33 18 —
Aspartate aminotransferase (U/liter) 9-32 50 —
Alkaline phosphatase (U/liter) 45-115 50 —
Total bilirubin (mg/dl) 0.0-1.0 2.6 —
Direct bilirubin (mg/dl) 0.0-0.4 0.3 —
Prothrombin time (sec) 11.5-14.5 14.8 15.2
International normalized ratio 0.9-1.1 1.2 12
Partial-thromboplastin time (sec) 22.0-36.0 — 28.8
o-dimer (ng/ml) <500 — 3857
Fibrinogen (mg/dl) 150-400 — 291
Haptoglobin (mg/dl) 30-200 — <10
Lactate dehydrogenase (U/liter) 110-210 - 1495
Reticulocytes (%) 0.7-2.5 — 5.8
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Table 1.
Table 1. Demographic and Clinical Characteristics of the Participants at
Baseline.*
Icodec Glargine U100
Characteristic (N=492) (N=492)
Male sex — no. (%) 295 (60.0) 263 (53.5)
Age —yr 59.1+10.1 58.9+9.9
Body weight — kg 85.2+17.7 84.3+17.6
Body-mass index 30.0+4.8 30.1+5.1
Diabetes duration — yr 11.6+6.7 11.5+6.8
Glycated hemoglobin level — % 8.5+1.0 8.4x1.0
Fasting plasma glucose level — mg/d| 185.3+49.0 185.7+51.7
Estimated GFR — ml/min/1.73 m? 86.1+18.2 84.9:+19.6
Noninsulin glucose-lowering agents at
screening — no. (%)

Metformin 449 (91.3) 436 (88.6)

Sulfonylureas 219 (44.5) 227 (46.1)

SGLT2 inhibitors 187 (38.0) 172 (35.0)

DPP-4 inhibitors 178 (36.2) 170 (34.6)

GLP-1 receptor agonists 83 (16.9) 92 (18.7)

Thiazolidinediones 25 (5.1) 24 (4.9)

a-Glucosidase inhibitors 23 (4.7) 22 (4.5)

Glinides 11 (2.2) 15 (3.0)
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Table 2.

() Jsa>) s glargine U100 o5 S

Table 2. Summary of Efficacy Findings.*
Icodec

Variable (N=492)
Glycated hemoglobin level — %
Observed mean level at baseline 8.50
Estimated mean level

At wk 52 6.93+0.06

Atwk 78 6.92+0.04
Estimated mean absolute change from baseline

Towk 52 -1.55+0.06

Towk 78 -1.55+0.04
Composite end points
Glycated hemoglobin level <7% — % of participants

Atwk 52 57.6

Atwk 78 56.8
Glycated hemoglobin level <7% without clinically signifi-

cant or severe hypoglycemia — % of participants

At wk 52 52.6

At wk 78 54.5
Observed mean time in target glycemic range of 70-180

mg/dl — %

Wk 48-52 719
Wk 74-78 70.2
Fasting plasma glucose level — mg/d|
Observed mean level at baseline 185.31+48.96
Estimated mean level

Atwk 52 125.19+1.67

Atwk 78 125.68+1.77
Estimated mean change from baseline

Towk 52 -60.32

Towk 78 -59.83

Glargine U100  Difference or Odds

(N=492)

8.44

7.1210.05
7.03+0.04

-1.35+0.05
-1.44+0.04

45.4
49.1

426
46.4

66.9
64.8

185.71+51.66

125.43+1.68
126.42+1.77

-60.08
-59.09

Ratio (95% Cl) P Value

-0.19 (-0.36 to-0.03)F <0.001¢; 0.02§
-0.11 (-0.22 10 0.00) 0.059

1.63 (1.24 t0 2.14) |
1.37 (1.04 to 1.80) |

1.49 (115 to 1.94)
1.38 (1.06 to 1.80)]

427 (19210 6.62)F <0.001#*
4.41 (19210 6.90) <0001

-0.24 (-4.89 to 4.41)79
-0.74 (-5.66 t0 4.17) 79
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Figure 1.

A Glycated Hemoglobin Level

Main Phase Extension Phase
8.5
Estimated Mean Value
Wk 52 Wk 78
8.04 percent

Glargine U100 7.12 7.03
Icodec 6.93 6.92

Glargine U100

Glycated Hemoglobin Level (%)

7.04 + e
—
Icodec
6.5+
4
00l y y y T y . T , ,
0 10 18 26 36 44 52 62 70 78
Weeks since Randomization
C Achi of Glycated bin Targets
Blood Glucose Level 1% W icodec  ® Glargine U100
W >250 mg/dI 2
202
o 234 e 241 181-250 mg/dl 2
E  70-180 mg/di g
"; W 54-69 mg/dl S
-3 | <54 mg/dl e
Wk 52 Wk 78 Wk 52 Wk 78
. Glycated Hemoglobin Glycated Hemoglobin
Icodec G:Jall-gl‘;\e Icodec C::;gl‘;!e 1 <7% Level <7% without
Clinically Significant
Weeks 48-52 Weeks 74-78 or Severe Hypoglycemia
Table 3.
Table 3. Summary of Safety End Points.®
Icodec Glargine U100 Ratio or Difference
Variable (N=492) (N=492) (95% C1)
(o Stmg/dl—%
Wk 48-52 03 02 12709410 L7113
Wi 74-78 03 02 120 (03910 161)11
Obs gl —%
Wi 48-52 269 123 458 (-69910-2.17)f
Wi 74-78 296 12 465 (-72010-2.10)§
by Wk (~U/day)
Wi 50-52 204 (3) 22(-32) 096 (08910 1.05)19
Wk 76-78 24 (-32) 24(-33) 096 (08710 1.04)79
- in dose — Ufkg
y kg
Wi50-52 25 26 095 (03810 1.03)19
W 76-78 26 28 095 (08710 1.03)1 9
Body weight — kg
Observed mean weight at baseline 851721774 343121763
Estimated mean weight
Atwk 2 87032021 86572021
Atwk 78 86952024 6312023
Estimated mean change from baseline
Towk 52 229:021 183:021 046 (-0.12t0 1.04)§|
Towk 78 222:024 1582023 064 (-002t0 1.30)§]
i 52
— no. of participants (%) [events data]
Hypoglycemia alert value** 232 (47.2) (1447 events; 298/PYE] 191 (38.8) (632 events; 1.30/PYE]
Clinically significant hypoglycemiat 48 (9.8) [143 events; 0.29/PYE] 49(100) [75 events; 0.15/PYE]
Severe hypoglycemiat{ 1(02) 1 event; <0.01/PYE] 3(0.6) [3 events: 0.01/PYE]
< ignif se 48 (9.8) (144 events; 0.30/PYE| 52 (10.6) [78 events; 0.16/PYE]
— no. of participants (%) [events data]
Hypoglycemia alert** 278 (56.5) [2308 events; 3.02/PYE] 239 (48.6) [1067 events: 1.39/PYE]
Clinically significant hypoglycemiat t 61(124) (226 everts; 030/PYE] 66 (13.4) [114 events; 0.15/PYE]
Severe hypoglycemiat 1(0.2) [1 event; <0.01/PYE] 6(1.2) [7 events; 0.01/PYE]
[¢ y signifi sey g 61 (12.4) [227 everts; 0.30/PYE] 70 (14.2) [121 events; 0.16/PYE]
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Table 1.

Table 1. Baseline Characteristics of the Patients.*
Semaglutide Placebo
Characteristic (N=8803) (N=8801)
Age —yr 61.6+8.9 61.6+8.8
Male sex — no. (%) 6355 (72.2) 6377 (72.5)
Race or ethnic group — no. (%)
White 7387 (83.9) 7404 (84.1)
Asian 720 (8.2) 727 (8.3)
Black 348 (4.0) 323 (3.7)
Other 253 (2.9) 273 (3.1)
Hispanic or Latino 914 (10.4) 908 (10.3)
Body weight — kg 96.5£17.5 96.8+17.8
BMIi 33.315.0 33.415.0
Waist circumference — cm 111.313.1 111.4£13.1
Glycated hemoglobin level — % 5.78+0.34 5.78+0.33
Distribution — no. (%)
<5.7% 2925 (33.2) 2980 (33.9)
>5.7% 5877 (66.8) 5819 (66.1)
Median high-sensitivity CRP level (IQR) — mg/liter 1.87 (0.89-4.18) 1.80 (0.86-4.06)
Cardiovascular inclusion criteria — no. (%)
Myocardial infarction only 5962 (67.7) 5944 (67.5)
Stroke only 1578 (17.9) 1556 (17.7)
Peripheral arterial disease only 376 (4.3) 401 (4.6)
Two or more inclusion criteria 718 (8.2) 719 (8.2)
Otherf 169 (1.9) 181 (2.1)
eGFR— ml/min/1.73 m? 82.4£17.5 82.5+17.3
Median lipid level (IQR) — mg/dI
Total cholesterol 153 (131-182) 153 (131-183)
HDL cholesterol 44 (37-52) 44 (37-52)
LDL cholesterol 78 (61-102) 78 (61-102)
Triglycerides 134 (99-188) 135 (100-190)
Systolic blood pressure — mm Hg 131.0+15.6 130.9:£15.3
Diastolic blood pressure — mm Hg 79.4£10.0 79.2+9.9
Pulse — beats/min 68.9£10.6 68.6+10.7
EQ-5D-5L index score§ 0.88:0.15 0.88+0.15
EQ-5D-VAS score 77.15£15.63 77.15£15.73
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Figure 1.

A Primary Cardiovascular Composite End Point B Death from Cardiovascular Causes
1009109 Hiazard ratio, 0.80 (95% CI, 0.72-0.90) 1009 49 Hazard ratio, 0.85 (95% CI, 0.71-1.01)
o= 90 s P<0.001 for superiority - 904 ; P=0.07 Placabs
- Placebo g &0
g 704 6 g 704
H i g 2 Semaglutide
8 604 ’ Semaglutide o 60
2 5o 2 5o :
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0 T T T T T T T J 0 T T U T T T T 1
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Months since Randomization Months since Randomization
No. at Risk No. at Risk

Placebo 8801 8652 8487 8326 8164 7101 5660 4015 1672 Placebo 8801 8733 8634 8528 8430 7395 5938 4250 1793
Semaglutide 8803 8695 8561 8427 8254 7229 5777 4126 1734 Semaglutide 8803 8748 8673 8584 8465 7452 5988 4315 1832

C Heart Failure Composite End Point D Death from Any Cause
1009 69 Hazard ratio, 0.82 (95% CI, 0.71-0.96) 1009 79 Hazard ratio, 0.81 (95% Cl, 0.71-0.93)
%0 904 &
g 30 Placebo g 804 s
4
g 70- g 04 4 Placebo
g 604 3 Semaglutide § 604 Semaglutide
£ 5] 2 -3 .
§ 40 1 § 404 1
s W03 & s 304 .
£ L e £ L
S 2 0 6 12 18 24 30 36 42 48 S 204 0 6 12 18 24 30 36 4 48
10 10-
0 T T T T T T T ) 0 T y T T T T T J
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Months since Randomization Months since Randomization

No. at Risk No. at Risk
Placebo 8801 8711 8601 8485 8381 7341 5885 4198 1766 Placebo 8801 8733 8634 8528 8430 7395 5938 4250 1793
Semaglutide 8803 8740 8654 8557 8425 7409 5944 4277 1816 Semaglutide 8803 8748 8673 8584 8465 7452 5988 4315 1832

Time-to-First-Event Analysis for Primary and
Confirmatory Secondary Efficacy End Points.
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Table 2,

Table 2. Primary and Secondary Time-to-First-Event Efficacy End Points.
Semaglutide Placebo Hazard Ratio
End Point (N=8803) (N=8801) (95% CI) PValue
number of patients (percent)
Primary cardiovascular composite end point 569(6.5) 101 (8.0) 080(0.7210090) <0001
Confirmatory secondary end points;
Death from cardiovascular causes 23(2) 262 (3.0) 085 (0.71t01.01) 007
Heart failure composite end pointf 300(34) 361 (4) 082 (0.71t0096) NA
Death from any cause 375 (43) 458(5.2) 081(0.7110093) NA
Supportive secondary end points{
Cardiovascular expanded composite end point| 873 (99) 1074(122)  080(07310087) NA
Cardiovascular composite end point with death from 710 (8.1) 877(100)  080(0.72t00388) NA
any cause**
Nonfatal myocardial infarction B4 men 0.72 (06110 0.85) NA
Nonfatal stroke 154 (17) 165 (19) 093 (07410 1.15) NA
Hospitalization or urgent medical vist for heart fail- 97(L1) 12(14  079(060t0103) NA
ure
Coronary revascularization 354 608 (6.9) 0.77 (068 t0 0.87) NA
Unstable angina leading to hospitalization 109(1.2) 124 (14) 08706710 1.13) NA
Glycated hemoglobin level 26.5% 1 306 3.5) 1089 (120)  027(0.240031) NA
Nephropathy composite end point} 15 (1) 198(2.2) (.78 (0.63t0 0.9) NA
Glycated hemaglobin level 25.7% among patients 623 (21.3) 1501 (504) 033 (0.30t00.36) NA
with baseline glycated hemoglobin <5.7%f
Table 3.
Table 3, Supportive Binary and Continuous Secondary End Points.*
Semaguide Placebo
nd Point (N=8503) (N=8801) Diffrence (95% C)
Glycated hemoglobin level of <5.7% among patients with
baseline glycated hemoglobin level of 25.7% — no./
total no. (%)}
Aweek$2 BSILE60)  LI6SMB(08 1015 (018101123)
Aweek 104 WSSO LI 874 (19110969)
Mean change from randomization to week 104
Bodyweight— % 9304009 08008 -851(-750082)
Waist circumference — cm -156:0.09 -103:009 -6.53 (-6.79t0-6.27)
Glycated hemoglobin level — percentage points -031:000 001000 =032 (0.33t0-0.31)
Systolic blood pressure — mm Hg -3.82:0.16 -051:0.16 331 (-3.75t0-288)
Diastolic blood pressure — mm Hg -102:010 0411010 -0.55 (-083t0-0.27)
Heart rate — beats/min 319011 069:0.11 310(280t03.39)
£QSD-Lindex scoref 001:000 001:000 001 (001t0002)
EQSDVAS scoref 2514016 052:016 160 (11610204
High-sensitvity CRP level — % -390 208 -31.82 (-39.70t0-35.90)
Total cholesterol level — % 463 -19 =111 (-33710-2.16)
HOL cholesterol level — % 48 059 A24(3.10t04.79)
LOL cholesterol level — % 525 -4 <218 (-3.22%0-112)
Trighyceride level — % 1834 320 -15.64 (-16.68t0-14.58)
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Table 4,

Table 4. Investigator-Reported Adverse Events.*

Semaglutide Placebo

Event (N=8803) (N=8801) P Value}

no. of patients (%)

Serious adverse eventsy 2941 (33.4) 3204 (36.4) <0.001
Cardiac disorders 1008 (11.5) 1184 (13.5) <0.001
Infections and infestations 624 (1.1) 738 (8.4) 0.001
Nervous system disorders 444 (5.0) 496 (5.6) 0.08
Surgical and medical procedures 433 (49) 548 (6.2) <0.001
Neoplasms benign, malignant, and unspecified 405 (4.6) 402 (4.6) 094
Gastrointestinal disorders 342 (3.9) 323(3.7) 043

Adverse events leading to permanent discontinuation of trial 1461 (16.6) 718(8.2) <0.001

product, irrespective of seriousness;
Gastrointestinal disorders 880 (10.0) 172 (2.0) <0.001
Nervous system disorders 124 (14) 92(10) 0.03
Metabolism and nutrition disorders 108 (1.2) 27(03) <0.001
General disorders and administration-site conditions 105 (1.2) 47(0.5) <0.001
Neoplasms benign, malignant, and unspecified 80 (0.9) 105 (1.2) 0.07
Infections and infestations 75(09) 84 (1.0) 047

Prespecified adverse events of special interest, irrespective

of seriousnessf
Covid-19-related events 2108 (23.9) 2150 (24.4) 046
Malignant neoplasms 422 (48) 418 (4.7) 092
Gallbladder-related disorders 246 (2.8) 203 (23) 0.04
Acute kidney failure 171 (19) 200(23) 013
Acute pancreatitis§ 17(0.2) 24(03) 0.28
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(Thrombocytopenia in pregnancy)
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Systolic BP>140mmHg

or
Diastolic BP>90mmHg

and

Proteinuria 20.3 grams in a 24-hour urine
specimen or protein:creatinine ratio>30
mg/mmol
GH%A)S\ D#@Aﬂiﬁﬂ)tﬂu—\ Jsaa

(Criteria for the diagnosis of preeclampsia)
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Severe hypertension (systolic blood pressure >160 mm Hg or diastolic >110 mm Hg on
two occasions at least six hours apart)

Persistent and/or severe headache,

Visual abnormalities (scotomata, photophobia, blurred vision, or temporary blindness

[rare])

Upper abdominal or epigastric pain

Nausea, vomiting

Oliguria

Dyspnea, retrosternal chest pain (pulmonary edema or cyanosis)

Fetal growth restriction

Oligohydramnios

Altered mental status
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Symptoms and signs of severe preeclampsia
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Hemoconcentration

Microangiopathic hemolytic anemia (abnormal peripheral smear, elevated bilirubin,

or low serum haptoglobin levels U/L)

Thrombocytopenia (<100,000/microL)

Elevated serum creatinine concentration (>1.3 mg/dL)

Elevated liver enzymes (twice the upper limit of normal)

Severe proteinuria (>5 grams in 24 hours)

Oliguria<500 mL in 24 hours
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Abnormal laboratory findings in severe preeclampsia
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The smear shows multiple helmet cells (arrows) and other
fragmented red cells (small arrowhead); microspherocytes are also
seen (large arrowheads).
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A) The T2 weighted image shows a 9 mm hyperintense focus (arrow) that could represent a small
laceration or a hepatic cyst.

B) The T1 weighted image shows an adjacent subcapsular hematoma (arrowhead) with both hy-
perintense and hypointense components reflecting a complex solid thrombus. The subcapsular
hematoma was estimated as occupying less than 10 percent of the liver surface
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TTP HUS HELLP

Abdominal pain ++ ++ ++
Anemia ++ ++ +
Elevated lactic dehydrogenase Ve high  very high b
values values
Elevated transaminases -/+ -/+ +
Headache or visual disturbance +t - +
Hypertension ++ = L
- +
Jaundice - -
iti ++ ++ ++
Nausea and vomiting
S ++ ++
Proteinuria e
hematuria
) ++ ++ ++
Thrombocytopenia
) ++ ++
von Willebrand factor -
.. ++/+
Low ADAMST I 3 activity / - =
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Fever — _
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UNDERLYING CONDITION

SN\

Activation of Neutrophil Endothelial
intravascular coagulation activation activation/
damage
Fibrin deposition w
Platelet Co2gulation  gibringlysis NET
consumption factor formation
consumption
‘l’ T DNA-histone
J, Platelets TPT T D-dimer complex Schistocytes
1apPTT 1 FDPs 1 dsDNA f
\ / l MAHA
. R
Impaired coagulation Microvascular thrombosis
Y Y
BLEEDING ORGAN ISCHEMIA/

ORGAN FAILURE

DIC 555l 52 3 53 =¥ IS

NET: neutrophil extracellular trap; PT: prothrombin time; aPTT: activated partial throm-
boplastin time; FDPs: fibrin degradation products; dsDNA: double-stranded DNA;
MAHA: microangiopathic hemolytic anemia.
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Platelet count Reduced Variable
PT Prolonged Normal
aPTT Prolonged Normal
Thrombin time Prolonged Normal to slightly
prolonged
Plasma fibrinogen Reduced Normal to elevated
Plasma factor V Reduced Normal
Plasma factor VIII Reduced
Fibrin degradation Elevated Elevated
products
D-dimer Elevated Elevated
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Table 1.

Table 1. Cannabis-Related Disorders Listed in DSM-5-
TR.*

Acute disorder (typically lasting <24 hr)
Cannabis intoxication

Subacute disorders (lasting <1 mo)
Cannabis-induced anxiety disorder
Cannabis-induced psychotic disorder
Cannabis-induced sleep disorder
Cannabis-induced delirium

Cannabis withdrawal

Cannabis use disorder

* DSM-5-TR denotes Diagnostic and Statistical Manual of
Mental Disorders, fifth edition, text revision.3
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Table 2.

Table 2. DSM-5-TR Diagnostic Criteria for Cannabis Use Disorder.*

Impaired control over cannabis use

1. Using cannabis for longer periods of time than intended or using larger
amounts than intended

2. Unsuccessful in reducing or controlling cannabis use, despite wanting to
do so

3. Spending a great deal of time getting or using cannabis or recovering from
its use

4. Strong desire or craving to use cannabis
Social impairment due to cannabis use

5. Failure to fulfill major role obligations at work, school, or with family due to
cannabis use

6. Continued cannabis use despite having persistent cannabis-related inter-
personal or social problems

7. Giving up or reducing time spent on important activities because of can-
nabis use

Risky use of cannabis
8. Repeated use of cannabis in physically dangerous situations

9. Continued use of cannabis even though the person is aware that use is
likely to be causing or worsening a cannabis-related physical or psycho-
logical problem

Pharmacologic indicators

10. Tolerance. With chronic cannabis use, the effects of cannabis decrease
when it is repeatedly used in the same amount, or the amount of cannabis
needed to achieve the same effects must be increased

11. Withdrawal. Either a typical cannabis withdrawal syndrome or use of can-
nabis to avoid experiencing a withdrawal syndrome
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NPUAP = National pressure Ulcer Advisory Panel
NPIAP = National Presure Injury Advisory Panel
EPUAP = European Pressure Ulcer Advisory Panel
PPPIA = Pan Pacific Pressure Injury Alliance

PU/PI = Pressure ulcer/Pressure injury

HAPU = Hospital acquired pressure ulcer

VAP = Ventilator acquired pneumonia

APAM = Alternating pressure air mattress

CLRT = Continuous lateral rotation therapy

OR = Operating room
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Top left = an example of an obese male patient whose ischial tuberosities apply pressures of 180mmHg on the overlying gluteus
muscles, while sitting in a wheelchair.

Bottom left = an example of a non-obese male patient whose ischial tuberosities apply pressures of 80mmHg on the overlying gluteus
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Figure 3 Powered hybrid construction

a) Where the foam is on top of the air cells, the mattress provides
a constant lower pressure

b) Where the foam is encased within the air cell, the mattress is able to
provide alternating pressure relief in the powered mode
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Fowler's Position Semi-Fowler's Position
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Table )

Group Tilting angle categories Peak Peak Average
position pressure pressure Estimated
At base line | At 120 min time for
(mmHg) (mmHg) pressure > 60
mmHg
Laterally 30° Shoulder 42.84 46.93 78.18 min
inclined Greater 47.45 50.85
trochanter
90° Shoulder 55.82 62.41 21.50min
Greater 69.54 79.15
trochanter
Supine 0° HOB Scapula 41.56 50.46 29.55min
sacrum 52.41 65.05
30° HOB Scapula 46.33 51.03 26.36min
sacrum 56.47 70.03
Fowler 30° HOB Scapula 50.66 60.10 29.09
sacrum 55.19 58.06
45° HOB Scapula 51.32 58.26 28.50
sacrum 60.56 70.24

HOB = head of bed
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Right Trochanter Loading for Various Positions
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Sacral Loading for Various Positions
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Table 2 mean pressure (mm Hg/cm?)

Body area 0° 15° 30° 45°
Occiput 35 23 14 12
Scapula 25 20 15 12
Sacrum 44 33 25 16

Greater trochanter 0 0.5 2.7 10
heel 29 24 18 15
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