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Table 1. Criteria for the Diagnosis of Severe Plasmodium falciparum Malaria.®

Criterion Description
Signs and symptoms
Impaired consciousness A Glasgow coma score of <11 (range, 3 to 15; lower scores indicate lower levels

of conscivusness) in adults or & Blantyre coma score of <3 (range, Oto §;
lowar scores indicate ower levels of consciousness) in children

Multiple convulsions More than two seizures withina 24-hr period

Prostration Inability to sit. stand, or walk without assistance

Clinically significant bleeding Recurrent or prolonged bleeding from the nose, gums, or veripuncture sites;
hematemesis: or melena

Shock or circulatory collapse A systolic blood pressure of <80 mm Mg (<70 mm Hg in children), plus evi-
denice of impaired perfusion (cool extremities or prolonged capillary refill)

Laboratory and radiologic findings

Acidosis A base deficit of >8 meq/liter, & plasma bicarbonate level of <15 mmol/liter, or a
venous plasma lactate level of 25 mmol/liter

Anemia A hemoglobin level of <7 g/dl or a hematocrit of <20% (=5 g/dl or 215%, respec-
tively, in children <12 yr of age) plus = parasite density of >10,000/u

Hypoglycern:a A plasma or sorum glucose level of <40 mp/dl (2.2 mmol/liter)

Parasitemiat >10% (=5% in nonimmune travelers)

Jaundice A plasemia or serurn bilitubin level of =50 prrol fliter (3 mg/dl) plus a parasite
density of >100,000/ul

Renal impairments A plasma or serum creatinine level of >3 mg/d| or a blood urea level of 520
mmolfliter

Pulmonary ederma Confirmed edema on radiologic examination or an oxygen saturation of <92%

while breathing ambient air with a respiratory rate of >30 breaths/min
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Table 1. Demographic and Clinical Characteristics of the Participants at Baseline (Intention-to-Treat Population).
Mazdutide, 4 mg Mazdutide, 6 mg Placebo Ovenll

Characteristic [N =203) (N=202) (N=205) (N=610)
Age —yr 348279 332482 345279 34.2:80
Male sex — no. {36} 101 (49.3) 39 (49.0! % (¢8.) 299 149.0)
Body weight - kg 8792148 82.2414.) $6.5:13.0 824119
Waist crcumference - em 10172100 101.7+10.1 011294 101.5=98
Body-mass ndex 31.0:38 313233 IL133 311235
Body mass ndex category at screening — no. (%)

<28 31(183) 34 (168, 18 (185) 103 {16.9)

228 172 (84.7) 168 (83,2 167 (81.5) 507 (83.])
Systolic blood pressure — mm bg 1220=114 1222120 1228=121 1223=118
Diastolic blood pressure — mm Hg 825480 818+77 825-79 823:79
Triglycerides — mmol |l er 19:10 21113 20:12 20:12
Total cholestetol — mmol/liter 4.7:08 44109 4,509 44:09
LDL cholesterol — mmol/iter 3.2:0.7 32407 3.2:0.7 3.2:07
Serum uric acid — pmol/liser 366.0:86 7 377.5+80.5 36252915 368.6:89.7
Alanine aminotransferase — Uliter 3652276 3632241 33.6:24.0 35.5:253

# Phus-minus values are means =52, The mtention-to-treat population included all the participants who had undergose randormization. To
convert the values for triglhycendes to milligrams per deciliter, divice by 0.01123. To convert tne values for cholesteral to milligrams pes
deciliter, divide by 0.02586. To convert the values for serum uric acid to milligrams per decil 2er, divide by $9.48, LDL denotes low-density
lipoprotein.
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Table 2 Primary ae Ly SecandasyEnd Poies (Trestment Py Esimand Andhss*

Mardutice, { mg Mazéutide, 6 g Pacsta
Varisble {H=1) [N=2D) =203
e
M3z w w i
AwkaE 19 b7 1%
Primery md gonts
Parcenage change n Dedywegit hombeseieelo.  -IROSFILIS 0000 1SS LBEto-1AS) DG R6nIS)
WIS
Difwresce . gecsbo SSH O —povcsage 1054 [LIB0-3261 -0 3Lbo-LTT)} -
peires
Weght reducion of S5tk R2BKCI—% D3 [F 80N R8Tt 814) 0552t 147)
Aefatre rae vs. placzbo (1% Y 11 (et 1Ly 1Rt =
Key sacandary end points
Peiceniige chargeinbedy wight homBesfirelo. -1LOM[-122765-273)  -0LL1S350a-12860 030 (A%B1e LSY
WA R —%
uf;::mhdomﬂ)-m IR [2B-SNY - LR -2t -
Weight rocucion of Y at we 32 SR 0 =% #0[R110553 615052810 685) LRI
Relatrse rate ve. plazsbo [35% 1 EL7 19310 46111 1087 {24 1 43¢ -
Weigh recuzson of elSKatw s SR I~ %E 202 (2010333 G5{1660504) 000 {1610 18)
Relative e vs, placebo [39% 1 MU 1785 1653 21861 -
Weigh reduchon of 3% ik 8 5RO %1 TLE[BI0TNY) 815078010 872) DI ES0132
felatioe rabe v, placebo (5% L1} £7 4300 15810 13t =
Weight raduction of s 1R atwe d [SS% Clj =& 915 [ 6to 624) 87160010 734) 26 (D450 E)
Relstise rae va. slazebo [95% 1] AT N1 4 T20) -
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A Chonge in Body Welght B Least-Squures Mean Percentage Change n Body Welght
2 3 048 CED)
T
‘§ Giharesi N S e g e e 2 Bro s =
E -2 W Mucedo .24
‘E -4 g & ——
- - 5 &
o B Mardutde, 4 mg £ el
é 10 g : x 39 ¥ I
@ n £y g 2 e
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Table 3, Key Secondary End Points In the Pooled Mazdutide Group, as Compared with Placebo (Treatment-Policy Estimand Analysis),*
Mazdutide, Pooled Placebo

Variable (N=405) (N=205) Difference

No. of participants with data at wi 48 3 196 -

Change from baselme to vk 48 (95% C)
Systolic blood pressure — me Hg -8.56 {-3.90t0-7.23) LB (380048 S48 0-465)]
Trighycerides — mmol iter 065 {-0.77t0 0.54) 016(-02810-003)  -0.50(-06410-0.36}
Total chofesterol — mmolIter -0.28 (038 10-0.18) 0.15 (00410 0.27) 043 (-056t0-031)f
LDL cholesterol — mmol lites .20 1-0.28t0-12) 0.10(002t0 0.19) 031 (041 to-020)¢
Serum uric acid — pmol liter -36.70{-46.01 to -27.39) 191(-276101858) 4461 (-5636t0-3265)
Alanine aminotransferase — U lter -1392 16450 -11.39) A4 143014 9481275 10-620)
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Table 4. Adverse Events (Safety Population).®
Mazxdutide, 4 mg Mazrdutide, 6§ mg Placebo
- (N=202) (N =202) (N=205)
rumber (percent)
Any udverse event 195 (96,1) 196 {97,0) 183 (89.3)
Setious adverse event 12 (5.9) 3(4.0) 13 (6.3)
Death 0 o 1}
Adverse event leading to discontinuation of 315 1(0.5) 2{1.0)
mazdutide or placebo
Adverse events occurring in =10% of particl-
pants in any group|
Nausea 66 (32.5) 102 {50.5) 12(5.9)
Diarrhea 71 (35.0) 7R (3% 6) 13 (6.3)
vomiting u3 (26.1) 87 (45.1) 6 (2.9)
Decreazed appetite X (34.5) a8 (28.7) 10 (4.9)
Covid-19 39 (19.2) 50 (24.8) 40 {(19.5)
Upper respiratory tract infection 42 (20.7) 45 {22.3) 41 (20.0)
Utinary tract infection 24 (11.8) 25{12.4) 22 (10.7)
Hyperunicemia 20 (9.9) 22 (109) 42 (20.5)
Abdomina! distention 13 (6.4) 28 (12.8) 4 (2.0)
Suspected Covid-19 21 (103) 14 (6,9) 27 (13.2)
Other naverss events of clinical interest
Injection-site reaction g 14 (6.9) 17 (8.4) 3{15)
Allergic reaction§ & (3.0 9(a5) 3Ly
Sinus tachycardia 420 9 (4.5) 6{2.9)
Hypoglycemia 5 (2.5) 5(2.5) 1 (0.5)
Acute cholecystitis 1(0.5) o [}
Cholecystitis 1(0.5) o 1 (0.5)
Chalelithiasis 2(1.0) I(L%) 0
Obstructive pancreatitis 1(0.5) o o
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Table 1. Laboratory Data.
5 Days before 1 Day before
Referance Range, Current Roferance Range, Current Reference Range,  On Current
Adults, Presentation, Adults, Precentation, Aduhts, Presentation,

Variable First Hospital  First Hospital  Second Hospital  Second Hospital  This Mospital*  This Hospital
Hematocnit (%) 34,0460 6 350470 354 350450 388
Hemaplobir (g/dl) 11.0-15.0 138 | L8158 133 11.0-150 135
White-cell count (per pl) 3800-11,000 640 4700-10,200 13,100 1900-11,000 15,500
Differential count per 4}

Neutrophils 1500-7000 5280 2400-7500 430 1800-7700 13,480

Lymghocytes 1000-4000 1880 1000-330C 2750 1000-4800 1100

Manocytes 0-800 530 300-900 930 200-1200 750

Fasmophils 0-450 870 0400 1050 0-500 10

Basophils 0-200 0 0-120 70 0-300 70

Bands 0-30 50 0-50 50 0-100 30
Platelet count (perjl)  130,000-400,000 348,000 140000440000 430,000 130000400000 471000
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Australia 65+ and high risk
Belgium =G5 and high risk, household contacts of those at high risk,
and health care workers
Canada 654, high risk, and health care workers
Denmark 65+ and high risk
Finland 75+ and high risk
France 804+ and high risk
Germany 60+ and high risk, and household contacts of those at high risk
The Netherlands 60+ and high risk
Norway 45+ and high nsk
Sweden 80+ or 65-79 with daily care needs; <65 by prescription only
Switzerland 65+ or 16+ and high risk
| United Kingdom 754 and high risk .
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That Increase a Person’s Risk of Severe Covid-19

Asthma

Cancer
Hematologic malignancies

Cerebrovascular disease

Chronic kidney disease™
People receiving dialysis

Chronic lung diseases limited to the following:
Bronchiectasis
COPD (chronic obstructive pulmonary disease)
Interstitial lung disease
Pulmonary embolism
Pulmonary hypertension

Chronic liver diseases limited to the following:
Cirrhosis
Nonalcoholic fatty liver disease
Alcoholic liver disease
Autoimmune hepatitis

Cystic fibrosis

Diabetes mellitus, type 1

Diabetes mellitus, type 2%

Gestational diabetes

Disabilities®, including Down's syndrome

Heart conditions (such as heart failure, coronary artery
disease, or cardiomyopathies)

HIV (human immunodeficiency virus)

Mental health conditions limited to the following:
Mood disorders, including depression
Schizophrenia spectrum disorders

Neurologic conditions limited to dementiaf and
Parkinson's disease

Obesity (BMI| =30 or =95th percentile in children)
Physical inactivity

Pregnancy and recent pregnancy

Primary immunodeficiencies

Smoking, current and former

Solid-organ or blood stem-cell transplantation
Tuberculosis

Use of corticosteroids or other immunosuppressive
medications

w

* Indicates presence of evidence for pregnant and nonpregnant women.
¥ Underlying conditions for which there is evidence in pediatric
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immunologic End Point

Age 65+ yr Age <65 yr with

Estimated 3396 of total U.S. population
(=100 million) will be eligible for vaccination

FDA-Recommended Postmarketing Randomized,

Placebo-Controlled Trials

Age 50-64 yr without risk factors for severe Covid-19

Estimated 189 of total U.S. population (61.2 million)
will be eligible for postmarketing trials

K -

Sponsor-Driven Randomized, Placebo-Controlled Trials

Any age (6 mo to 64 yr)
without risk factors for severe Covid-19
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