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Figure 1.

A Incidence of SARS-CoV-2 Reinfection
100+ 2,04 Omicron-primed cohort
904 Incidence Dominated Incidence Dominated
by BA.2 by BA.4 and BA.S
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0 15 30 45 60 75 90 105 120 135
Days since Start of Follow-up
No. at Risk
Omicron-primed cohort 22,349 21,824 21,426 21,041 20,742 20,553 20,031 18,599 15,010 3066
Double-primed cohort 7873 7,685 7,543 7,405 7.299 7,235 7,056 6,541 5,293 1096
B Hazard Ratios for SARS-CoV-2 Reinfection
Epidemiologic Measure Double-Primed Cohort Omicron-Primed Cohort
Main analysis
No. of patients 7873 22,349
No. of incident reinfections 63 343
Total follow-up time in person-wk 130,302 370,024
Incidence rate of reinfection per 10,000 person-wk (95% Cl) 4.8 (3.8-6.2) 9.3 (8.3-10.3)
Unadjusted hazard ratio for SARS-CoV-2 reinfection (95% Cl) 0.52 (0.40-0.68)
Adjusted hazard ratio for SARS-CoV-2 reinfection (95% Cl) 0.52 (0.40-0.68)
Additional analysis (primary infection in double-primed cohort: original virus or alpha variant)
No. of patients 3538 10,028
No. of incident reinfections 33 159
Total follow-up time in person-wk 59,168 167,618
Incidence rate of reinfection per 10,000 person-wk (95% Cl) 5.6 (4.0-7.9) 9.5 (8.1-11.1)
Unadjusted hazard ratio for SARS-CoV-2 reinfection (95% Cl) 0.59 (0.41-0.86)
Adjusted hazard ratio for SARS-CoV-2 reinfection (95% Cl) 0.59 (0.40-0.85)
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Table 1.

Table 1. Lifestyle Measures for Patients with Gastroesophageal Reflux
Disease (GERD).

Avoid eating within 3 hr before bedtime and sleeping on the right side (use
special positional pillows); observe good sleep hygiene.

Avoid alcohol, caffeine, carbonated beverages, and smoking.
Lose weight (any amount).

Elevate the head of the bed 15 to 20 cm (6 to 8 in) or use a bed wedge and
incline mattress.

Keep meal sizes small. Consider four or five small meals instead of three large
meals during the day.

Avoid spicy foods and high-fat meals. Avoid lying down or napping immedi-
ately after a meal.

Identify dietary triggers and minimize common precipitants (e.g., peppermint,
onion, fresh citrus juices, tomato paste, and chocolate).

Avoid tight-fitting garments.
Avoid bending over.
Chew gum to promote salivation, which neutralizes acid reflux.

Avoid medications that relax the lower esophageal sphincter (e.g., benzodiaz-
epines, theophylline, calcium-channel blockers, tricyclic antidepressants,
anticholinergics, progesterone, and sildenafil).

Engage in stress-reduction techniques.
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Table 2.

Table 2. Pharmacologic Agents for GERD.*

Class and Drug
Antacid

Aluminum and magnesium
hydroxide, calcium car-
bonate, sodium citrate,
sodium bicarbonate

Varied

Alginate compounds
Mucosal protectant

Sucralfatef

Histamine -receptor
antagonist

Cimetidine
Famotidine
Nizatidine

PPI;

Dexlansoprazole
Esomeprazole
Lansoprazole
Omeprazole
Pantoprazole
Rabeprazole
Immediate-release

omeprazole
TLESR reducer

Baclofen|

Prokinetic agent

Metoclopramide

2 to 4 tablets administered orally
four times daily

1 g administered orally two to four
times daily

400 mg administered orally twice
daily

20 mg administered orally twice
daily

150 mg administered orally twice
daily

30 to 60 mg administered orally
once daily

40 mg administered orally once
dailyq

30 mg administered orally once
dailyq

20 mg administered orally once
dailyq

40 mg administered orally once
dailyq

20 mg administered orally once
dailyq

20 mg administered orally once

dailyq

10 to 20 mg administered orally
three times daily

5-10 mg administered orally every
6to 8 hr

Adverse Effects

Diarrhea, constipation,
nausea, vomiting

Constipation, diarrhea

Constipation, diarrhea,
nausea, vomiting,
indigestion, gas

Headache, drowsiness,
nausea

Constipation, dizziness,
headache

Drowsiness

Diarrhea, headache

Bloating, constipation,
nausea

Diarrhea, nausea

Headache, nausea, vom-

iting
Dizziness, headache,
nausea

Constipation, headache,
gas

Headache, nausea, diar-
rhea, gas

Confusion, somnolence,
drowsiness, dizzi-
ness, insomnia

Drowsiness, agitation,
insomnia, dizziness,
fatigue, uncontrolled
muscle movements

Comment

As needed for episodic
heartburn; taken
alone or in combina-
tion with a PPI

Taken alone or in combi-
nation with a PP|

Taken alone for mild-to-
moderate GERD and
in combination with
a PPl in refractory
GERD

Most effective treatment;
in patients with re-
fractory GERD, there
is no value of taking
PPI more than twice

daily§

May be used in combina-
tion with a PPl in pa-
tients with refractory
GERDf

Generally limited to
patients who also
have hypocontractile
esophagus, gastropa-
resis, or both

* PPI denotes proton-pump inhibitors, and TLESR transient lower esophageal sphincter relaxation.
 American College of Gastroenterology guidelines suggest that, given limited data, sucralfate be used only for treatment
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Table 3.

Table 3. Recommendations for Use of PPls.*

PPIs should be taken 30 to 60 min before a meal, preferably in the morning.

In patients who do not have a response when receiving PPI once daily, therapy should be optimized before doubling the
dose:

Confirm daily adherence to PPI regimen and correct timing of ingestion.

If appropriate adherence and timing are confirmed, try splitting the standard dose, giving half before breakfast
and half before dinner.

Reemphasize lifestyle recommendations.

Patients with uncomplicated GERD who have a response to short-term PPI therapy should attempt to stop therapy; if
symptoms recur, therapy should be reinitiated at the lowest dose that controls the symptoms.

Long-term PPI therapy should be considered in patients with Barrett's esophagus and symptomatic GERD.

Dose levels that are used for long-term PPI therapy should be periodically evaluated so that the lowest effective PPl dose
can be prescribed.

Long-term PPl use is not an indication for routine use of probiotics to prevent infections (e.g., gastroenteritis,
Clostridium difficile colitis, and pneumonia); increased intake of calcium, vitamin B,,, or magnesium beyond
the recommended dietary allowance (with the goal of preventing osteoporosis, anemia, or magnesium defi-
ciency); or routine monitoring of bone mineral density or levels of serum creatinine, magnesium, or vitamin
B

2

Patients with erosive esophagitis or GERD-related complications (e.g., grade C or D erosive esophagitis, peptic stricture,
or esophageal ulcer) should receive long-term PPI therapy for healing, symptom control, and prevention of
recurrence.

In patients with nonerosive reflux disease and episodic heartburn, on-demand or intermittent therapy with a PPl can
serve as an alternative to daily PPI treatment.

* Recommendations for long-term use of PPIs were adapted from best-practice advice from the American
Gastroenterological Association.*

1 In a patient whose symptoms recur with PPI tapering, an upper endoscopy should be performed if not already done; if
findings on endoscopy are normal, reflux testing should be considered to distinguish GERD from functional or other
esophageal disorders before committing the patient to long-term PPl use.

2 5wdn T Oloyd

Ao wlge SRl LT s GERD « Mts Oyl Olays 3 o S0l (sla sy o 58w sl (slacsesS
b 6w Il s Calis 5 5 S o L3I SHrEtta & Ol s LSS ol alos 31 S s LIS LSS,
sl Sl (6,0 OBl bI js ol S Ko Sl 5 Oy 05l g0 g3 5 s o i3l ] edae
o Y Oles b SWy 4 mr e LIS o diten hlas 8 abaars S W tsy ol S e
S5l b ol eSO 5 (olen 0 Ve 5 (6,8 515 Ole s o il g i L) A S35
xzsls PPI L{QLU:A.{L;J?-QJ»S@»L@)MJJAJ:SL&V)\JL&}SJU\?A@‘&Q axs —dsle 3
93 MBSl e o o s Sy S Sl G D 5 g S 425
3l oSl s (Jle Ol ) e U SLL B g S sl gl g s pdons 30 5 5
ol 0l = as (6 0 Aol b agrl 50 (s3Lugsole

= oy

oSNy LS Bl SO b 4 (G sy Do e 50) JULa G2 e 5 eSO, AS i Bl D
2SS esle ol PPL 50 s e S a3l 31 Ll s gy ol Gladu S as o ol 5l

oln! LB18 aakio (Kl axols
YPoD a3 Sl oslecd [ oaza JLo



b8 o 013 s el SlbI s oS s LY
i 5L O Sl S o i | S, A A
el od 1Sz WPPL & s ol
ool 9 i 355 55 Dde 5ls Sl
ROUX— sdrs s L sl 5 5dme oSSl o 45
s Ohles Gl ol (A =l en-Y
555 Ms 4 GERD 5 BMI> Y0 (1) ol il
Rl 52 OS5 3 o 5l e eSS SV
s ehe 2als ol 3l el by e
By OF 51 (36 055 55 L GERD (slawl i

o]

Cuxlad pus 8 5lg0
g Sl 5K s 55 50 S s
oslizal U Olslegs Ml &5 A8 a sliy Olaasias
Ol B sl (g3luas 59 aondd gla 2ol
35055 Ll oleys LT aS ol s S g 3 1, olas
3658 S, dS Sl S L ) Sl
35505 b LAl Ol &y laly Olays s
53 S Bleyss 5ols S8 L g ) amol
el aseial (W3 ey Gl e o )50
a4l S s hT Oleys (sl sl slasloas
M@\o&b%ﬁ)jﬁﬁWJJéi\f
C)L}C;\JAU&JQQLUJQNLE»GERD e
Sl ol 516 i slaesls GERD (5,
))jﬁwé\ﬂaudﬁjcudjl._wg:u

OI3lgiiy 9 (S 5 domald

Lf“’b)\'c 6‘)‘3 ﬁj.gaj BE o5 e3ls CJ_J: )La.:z

Glasbas 155,58 13 SBg LS vkl cos
Ly St b (6 e gl 2 ol ao 5 (5 S L8

olp! (LB18 (rasin oK axls
1F) 500 9 Ll /ey o5los [ pbazzs JLo

@3l 3l Ll sl PPl Obeys U sl ol 31
SHp dbles 38wl s e 8 5 gl oS
i le Sl e gerd (o B0 5 )
vj)ué\)\sg‘wppljjjﬁjl{jsa_éj_m
M.Mﬁ)jkgéw\ws‘y\é)jriu
S Ll Obay (S, LSl plosl
Sk oo 53 5 A5S 1 S Sl
T ot e ST slaaly 035
B Yoy 6 Sl 5.5 15 5o
N Sl 550 Sy 58 plil L sl o
J 58wl ileislas gla slo,ls ol o
S Ay d2eD ol 4 g Glodalie Sladllas 5 ol
kS i S 15 i ee o S e
L oaslie o Lol 315 (6 2 e ol S S5
33 sty BB s (S Oleys Coed Ol
Lo sl sde GY5b L el 8 Ve J 28
b B B e 535 pe dal S L dl-
s S S L,:.’.LU'US S Ls s (65 e
o i 58I M O les el a5 sl
ﬂig“ﬁﬁyo@qsdb\my Aoy s r)b?.a Js
oS la bl Ol el 53 55 1 00) LSy
Lo LUl jsgerd b bs o S1;
s S (L8Y) s LB b 4 WS,
S Gl 5l 4oy Y0 51 i s YL (L YA)
LS o ol SN, Sl e oo
O)\&)QM@Y)EL;}_&&E\)PM Ols s
su,d\j.?dc u‘"‘ﬁ' u.b)\}_c«)'\ J""‘Sd" sl s (Jle
@);jomwtw%ﬁ@\jﬂj)rﬁ_ié&
I3 o 5355 5 Jleml 5l (2 ol
o B e gleS oo fn s S 6L
L e rab b agrlse 5l Aisle S, 5
GERD J jexs gL X5 T3 s —
pde (Jbla 55 SD, As slagyls 4 by
e e s s A Sl s s
(LINX) (poeboline iSCtnl &g 385 0t AL o0
e slis slaails 51 Cllanl |6 5 S S 1y S
Sl eslanal b S o ul pblioe e s SO L



Grbomb e b —ale s cullysl Sl
35T 5oy 55 5L SO PPLa s stal e o)l
ol S s ST 358 O s s 31 L3
|3 s as S k3 55 slew cnl 55 LY ualiecs
Lol il JalS a5l L3653 Lgy oDl
o b iy Gale 3 sl sy D se s
5 &l 513D 555 53 L 3 PPL G —ae s 50
S o 5K skl Lol an olo ¥ e 4 (el 5l LS
slaasl Sy 5 s ao s Sub g e, Gl
Sl 553 b 1 e 3l aeb o 555t
'c.wlié\ﬁﬁ\s.x?mjv.ﬁ@@flol.a\‘ ode 4 PPI
Rl a8l ez L3 1) @S e bl @SDe 4y
A 53 83 S A5 e Lile (5 o SV
oo 550 5 WL e (Ul o L 31l
Al e Glaedes 5l Sl G S 5 05
ooslie Jlow 4 Bl LalS 5 (SIS a5
Qobjsj\dsﬁf.gmm)\_mﬁjf\.sj_&wb
L oS s kil Oloys Ol o kS o G om0
b ol b2 S B s )y eSS, Ao s
St Il g o ST S
S &S 058 s S o e Ol e
LS ad G pae Sy LS (gl aS - s

AL il Ll b (g0 a8 4l e

oln! LB18 aakio (Kl axols
F4) 500 g bl paxiy o)louds [ poozes JLo



Sy BB WL Doy oyd 2 lgws

Louis Bernard, M.D., Ph.D., Cédric Arvieux, M.D., Benoit Brunschweiler,
M.D., Ph.D.,Sophie Touchais, M.D., Ph.D.

ST 4t e (6550 L g oSl
oAl W b S R s S b S
QLo)Js\{CA,:..MJd‘m;‘QLcijijuijj\rs.(Jﬁ
&l p Olaebl Aol 740 (VL > S1 (glazia VY
e Oles Ao s 53 c0s S o e BV
AL dops Ve Sl i S Y b ple e

A Al g el Ol

1oyl wd

ssba el B S e YA Sl lay ¥ 0 6 pamee o

win f Ol ay SO a0 S Oleys gl sl
" e Gl Y00) wia VY Su s b Gl Y10)
A S al culsy &Sl S us

olp! (LB18 (rasin oK axls
1F) 500 9 Ll /ey o5los [ pbazzs JLo

L g o 1S S Pan

S5 lse l Gl e 2 S b Oles b
. - ~- .o
B 95
ol J S 33l Gl 2L S L
S s S glazin o ys K5 g 5T dnlia g1
odd S ele ol Gy SU L oS o sean
r)U.a o gae 4.;.‘)‘ L}p\ A 'V_"'Jb €l>u\ VLR
Sr s S gm T pladt 51 g S Y G b
S SL L e sdame 558 Ly el Ol e )



Slew Yo ol o 5 a2 o s S5 415 5JUT
L Gl andllas Jlels S o o Ky b3S
s gl (S 4 Goge S Ll Pl 8 s
r)t,\ﬁaﬁp.ma;jﬁ;ﬁpmapw;ﬁ
05,5 55 (1o 3 VAN Hlaw VAT 51 an YO o
(13 A/F) S 1) 518 VA s 5 (clazin #
Gl CMl) S ils g (glazia VY oy, S s
(VO/% B VA cheoys A0 Ol dhsls oy AV

JJJZ!"LSJ:’.j"f’\'oX ;.!OJ‘JO[ “!L;J:J"‘g)"‘fl“"
.Mcb‘sdmww‘jﬁjﬁw‘j@‘ﬁ
M).sj.adajjfwc)ux;)}»);k;)m@_ab
Iy gl sl sl b Oleys el o WS

("'.’.bjg’

1S S dom
& s Joade Glas sie M Ol jlas Obe 53
J S syukl > laoa, baS sas abs
s azn VY Sole o Gl y3 S g 5T i e
wmd;ﬁmfa,u@@u,;&gﬁ&m

oln! LB18 aakio (Kl axols
VP 52l il o5tacd i



S ks g D ey fose
ey (S5 9  ilao 53 SN

Meryl S. LeBoff, M.D., Sharon H. Chou, M.D., Kristin A. Ratliff, B.A., Nancy R. Cook,

Sc.D,,

oo iy D a1 Ol GU S Sdae 503 S
Jd 5D sl s slaedi 18 Ol gl 3 ol 5
D orelus (S o (63170 (08 2ol (s5le
oDl g2l slasla A (KA L g ead SLuls
Ol K25 )5 2 edaasglis oS cal ks
]
Ol 50 (IOM) u‘i‘:‘fi Spi—asl FVY JL s
Avv G 1D bty 6l el as
S AA YO IS e b Gillas G, 5 Al
e e 53 ¢ S SEY s D oyl
3l Ae 3 AV/D 6|ﬂo\jsa_w\u>u6u;g8)
qwﬁgémgweiﬁ.;;o_:@w
55 Ml dls Yors GAvy 3las D ol
o 5 YL dl 0 OYLLS 55 6l 2 1 5
A JBU;-D&:AL;UWS))@YOCIMUJ;;S&
Jol el sl s 1 2 ke 53 p S
ol J 28 5 ol (g5l golas Lsu&uj)ts 3l

olp! (LB18 (rasin oK axls
1F) 500 9 Ll /ey o5los [ pbazzs JLo

L o 1S S Pan

3

400

0 o 5o S sdes S by S Ss

S 595 003 eSS Lt e 31 81 Ol 53059
oS5 2R Ol (S 5 S el 05k OF7
dte YL s 5 cdca D g3 e b Ol gl
Ol gl S g 3 il Saasls Ol ¥ VL
V¥ JLbos3o fuibe oo rl s )
Slaasa 555, 515 Jl s SanSs Ok ¥
Aab o s Vs 55LLe A0 51 io Ol by
Camerr 4 slos S 55b D sl s glbe oS
Sl G (gl Glads Ol g 4 s 500
YOVY 51448 cladle o o555 s o 55 Ol s
VA @ do )3 0/) 5ID sl 5 (sl JaSo 5l esla il
sl il 58l edsete VLI OVLLE 3 Ol )3 sy
edS sl b (Sas D sl 5
o2 5w Sl e 35 3Lk s Al sles s
Colem Al Sl 51 bone turnover



sl 23Tl

(Wb

"gf. wl.?— A_xﬂ.ho T3S WYY Ls_ﬁJLA: QS_.{L‘)T)LS
WQ}M}\aMJ}S)}JJJJJ&)ﬁB
)JMJ}ﬁ)J‘)@})‘)Lﬁwuﬂ)bgD
s>l CJYLﬁ‘ QYLS)); BE JJW 5] HL& L;LM:L;A
2S5 s
ICA RV

}j‘:‘;".‘.-’l-.’.dl—*-"’ O >, YOAVY oo CJYL.[\ BE
035 D ol s 35S (5l 48 YL L L 00 03
Mc.b:ye.hlul;&‘u‘fﬁ;w\éﬁlirsd\fﬁ;w‘

J.>-‘jDa<Y"' Wb‘}wL‘.JJMJ}i‘jJL@.)#
O Lo & Jov ste e 4 5 LS Lo b (g 00

JS SenSo adsl SLL ble s 6,8 Jl
.Jﬁﬂjé‘@;@.&}@

L’
Ligsls banslis 55 oo Dyl g1 2
&= I s e S0 Al SLL abd s
ly Gl Comerr lasiate olul (650
V.:*JS)'\ bl e eslin Ul Sl g el

ST oy me LDl L S

Aidedalin D el

ey
il laigyls 05,8 5D palig es S o

S gladely 51y S D sln s ol il oS
2 ghaly S Sl LS o
o35 2las (Llos STy 5,5 L S0 pde s
rl o3 sl el e 5 sl sl ol
25 P 5 3l eslaal s s lesTLls
&%jsay;o;u\jw.tsprtwou}m
Sopeki J S 5 sl &UJTJLS@A.Q_M\
O54) 2leS 4w LD sl s Ll oS ol
S 3l (5 S IS Do jon 5 e
ol 03,58 bl sl sete OYL e s
LSL‘*@UJUS LSL%':)U“JA 5SSl glas 0
3 SV s J S g ed i gilw Sl
Sl e SIAD by s oS LT oSl 550
03 S 7 ks o byl (Sl sl adsl 6K
O S Dbl o 505,85 YoV Jw sl
Lo D ol 5 b me 5l (6 6 gt edoete VL
ol Sl OVLS 5 Ol 53 S S 350
S D sl s (S a O Gl sl o L
5 oml gobe 02 b S e 2131 IOM
2558 Gl D lny S50 YO VU
5 ks slaplesLS 5l iy Olide 4 5L
ol 4 Sy 108 b S e b J a8
DY ol 5 LT 4S a3 S g o SH1s slacsls
03 ledgls 4 o (S (SanSld Jla oS
53 edswte YL ol SIS s 4 VLS, Ol
Kol 5D sl s S5 (ialesl 5l sl adllas

e Lo ls (VITAL) v

“ 03 (e

b w9y
: ol O

O3 S N WOy P PR B OV PR P PR
Lg\ﬁaWQYLf“)Jgf)ﬁcudﬁSjau

(25 D ln s Gl JeSe LT aSul ) 5 5ot

3l ad sl L;ﬁifﬁ Sl ‘MSGL“}‘““ e O3

oln! LB18 aakio (Kl axols
VP 52l il o5tacd i



Vitamin D
N=12.927

Total Fractures
100+
7-

= 1991 incident fractures
< 6 in 1551 of 25,871 participants;
8 median follow-up, 5.3 years
£S5 Placebo
F
v
=
o
=
=
3
E
3
o

0 1 2 3 4 s 6

Years since Randomization

Confirmed Incident Fractures
Placebo Hazard Ratio
End Point Group (95% C1)
Total fractures 0.98 (0.89-1.08)
Nonvertebral fractures 721 744 | 097 (087-1.07)
Hip fractures 57 56 1.01 (0.70-1.47)

CONCLUSIONS

Supplemental vitamin D, did not reduce the risk of bone

fractures among midlife and older adults in the United
States.
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Table 1.

Table 1. Characteristics of the Patients at Baseline.*

Characteristic
Age —yrf
Male sex — no. (%)t
Race or ethnic group — no. (%)+
Non-Hispanic White
Non-Hispanic Black
Hispanic
Other
Median body-mass index (IQR)f
Risk factor — no. (%)
Previous VTE
Cancer
Diabetes
Smoking status9
Never smoked
Former smoker

Current smoker

Aspirin§
OCP or estrogen|
Plavix or other antiplatelet§
Without health insurance — no. (%)**
Injury Severity Scoref{
Median (IQR)
Distribution — no. (%)
<9
9to 15
>15
Injury region — no. (%) 17
Lower extremity
Upper extremity
Abdomen
Spine
Thorax
Neck
Face
Head
Fracture — no. (%)
Lower extremity only
Upper extremity only

Lower and upper extremities

Receipt of medication before injury — no. (%)

Aspirin
(N=6101)
44.5+18.0

3832 (62.8)

3821 (62.6)
1236 (20.3)
774 (12.7)
212 (3.5)
27.1 (23.6-31.8)

43(0.7)
140 (2.3)
500 (8.2)

3012 (49.4)
986 (16.2)
2099 (34.4)

496 (8.1)
112 (1.8)
55 (0.9)

1355 (22.2)

9 (4-10)

2522 (41.3)
2715 (44.5)
833 (13.7)

5346 (37.6)
1655 (27.1)
758 (12.4)
608 (10.0)
1083 (17.8)
59 (1.0)
816 (13.4)
778 (12.8)

4093 (67.1)
724 (11.9)
1253 (20.5)

Low-Molecular-
Weight Heparin
(N=6110)

44.7£17.6
3769 (61.7)

3897 (63.8)
1216 (19.9)
736 (12.0)
200 (3.3)
27.5 (23.8-32.8)

46 (0.8)
166 (2.7)
508 (3.3)

2935 (48.0)
1031 (16.9)
2139 (35.0)

476 (7.8)
107 (1.8)
52 (0.9)

1288 (21.1)

9 (4-10)

2606 (42.7)
2607 (42.7)
864 (14.1)

5336 (87.3)
1688 (27.6)
308 (13.2)
655 (10.7)
1163 (19.0)
74 (1.2)
875 (14.3)
783 (12.8)

4046 (66.2)
741 (12.1)
1290 (21.1)

Total
(N=12,211)

44.6x17.8
7601 (62.2)

7718 (63.2)
2452 (20.1)
1510 (12.4)

412 (3.4)

27.4 (23.7-323)

89 (0.7)
306 (2.5)
1008 (8.3)

5947 (48.7)
2017 (16.5)
4238 (34.7)

972 (8.0)
219 (1.8)
107 (0.9)

2643 (21.6)

9 (4-10)

5128 (42.0)
5322 (43.6)
1697 (13.9)

10,682 (87.5)
3343 (27.4)
1566 (12.8)
1263 (10.3)
2246 (18.4)

133 (1.1)
1691 (13.8)
1561 (12.8)

8139 (66.7)
1465 (12.0)
2543 (20.8)
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Figure 1.

Outcome of Death According to Analysis Population Risk Difference (95% Cl) . o rty
percentage points margin

Primary outcome E

Death from any cause, intention-to-treat population —_— t

Death from any cause, per-protocol population —_— E
Secondary outcome

PE-related death, intention-to-treat populati -4

PE-related death, per-protocol population -

Possible PE-related death, intention-to-treat population —T—

Possible PE-related death, per-protocol population —to—

Unlikely PE-related death, intention-to-treat population e

Unlikely PE-related death, per-protocol population ——

r T T T T T 1
-1.25 -0.75 -040 000 040 075 125

Aspirin Better LMWH Better
Table 2.
Table 2. Primary and Secondary Outcomes.*
Outcome Intention-to-Treat Population Per-Protocol Population
Low-Molecular- Low-Molecular-
Aspirin Weight Heparin Aspirin Weight Heparin
(N=6101) (N=6110) Difference (CI)f (N=5505) (N=5170) Difference (CI)f
no. (% 90-day probability) percentage points no. (% 90-day probability) percentage points
Primary outcome: death from any 47 (0.78) 45 (0.73) 0.05 (-0.27 10 0.38)1 41 (0.75) 38(0.72) 0.03 (-0.31100.38)
cause
Secondary efficacy outcome§
Cause-specific death
Death related to PE 4(007) 5 (0.08) -0.02 (-0.12 10 0.08) 4(0.07) 3 (0.06) 0.01 (-0.08t00.11)
Death possibly related to PE 18 (0.30) 14 (0.22) 0.08 (-0.10100.27) 14 (0.26) 10 (0.18) 0.08 (-0.1010 0.26)
Death unlikely to be related 29 (0.49) 31(052) -0.03 (-0.28100.22) 27 (0.50) 28 (0.55) -0.05 (-0.33100.23)
to PE
PE type
Any 90 (1.49) 90 (1.49) 0(-0.43t0 0.43) 50 (0.92) 43 (0.84) 0.08 (-0.17100.54)
Massive 1(0.02) 3(0.05) -0.03 (-0.10t00.03) 0(0.00) 2(0.04) -0.04 (-0.09 10 0.02)
Submassive 22 (0.36) 15 (0.25) 0.12 (-0.08 t0 0.31) 11(0.20) 10 (0.20) 0.01 (-0.16100.18)
Clinically significant 61 (1.01) 64 (1.06) -0.05 (-0.41100.31) 34 (062) 26 (0.51) 0.1 (-0.17100.40)
Asymptomatic 3 (0.05) 5 (0.08) -0.03 (-0.12 10 0.06) 2(0.04) 2 (0.04) 0(-0.08100.07)
Segmental 61 (1.01) 59 (0.98) 0.03 (-0.3210039) 36 (0.66) 26 (0.51) 0.15 (-0.14 10 0.44)
Subsegmental 38 (0.63) 40 (0.66) -0.03 (03210 0.25) 23 (0.42) 22 (0.43) -0.01 (-0.26 0 0.24)
OVT type
Any 151 (2.51) 103 (1.71) 0.80 (0.28t0 131) 109 (2.01) 73 (1.44) 0.57 (0.08 to 1.07)
Proximal 74 (1.23) 59 (0.98) 025 (-0.12100.62) 46 (085) 41(081) 0.04 (-0.30100.39)
Distal 87 (1.45) 52 (0.86) 0.58 (0.20t0 0.96) 65 (1.20) 36 (0.7) 0.49 (0.12 t0 0.86)
Secondary safety outcome
Bleeding complication 834 (13.72) 869 (14.27) -0.54 (-1.78100.69) 730 (13.30) 693 (13.44) -0.14 (-143101.16)
Wound complication 8(0.13) 14(0.23) -0.10 (-0.25 t0 0.05) 7(0.13) 10 (0.20) -0.07 (-0.2210 0.09)
Infection 103 (1.73) 93 (1.55) 0.18 (-0.28 to 0.64) 100 (1.86) 69 (1.36) 0.50 (0.02 to 0.98)
* Pecumages are ulwlaled with the use of pecific 90-day babil as calculated by a Kaplan-Meier estimator for the primary d
for the and do not use the gmup population as the dcnommalor This method was chom over snmple percentages to reflect (he dnﬁemnlul follow-up in
some patients and for with the eff DVT denotes deep- bosis, and PE p
1 The confidence intervals are 95% ‘confidence intervals for all the measures except death from any cause, for which 96.2% conﬁdence intervals are shown.
1 P<0.001 for noninferiority.
° 0@ § Because the statistical analysis plan did not include a provision for g for licity when conducting tests for dary or other results are reported as point esti-
@% / Q}{}ﬁ mates and confidence intervals. The widths of the cnnﬂdencg intervals have nol been adlumd for muIlnphcny 50 the intervals should not be used to infer definitive treatment effects for

Im secondary outcomes,
—~—
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West Nile Virus Vaccine Candidates Tested in Clinical Trials,*

Age of No. of No. and Serious Adverse
Participants Participants  Timing of Events Attributed  ClinicalTrials.gov
Vaccine Type, Name, and Trial (14l Enrolled Doses Immunogenicity to Vaccine Number
Live attenuated chimeric
WN/DEN4-3'A30 (NIAID, NIH)
Phase | trial, completed in 2005 18-50 56 1Dose  55-75% Seroconversion (increase in PRNT,, by a factor None NCT00094718
of 24 atday 28 0r 42)
Phase 1 trial, completed in 2009 18-50 26 2Doses,  89% Seroconversion after second dose (increase in None NCT00537147
6mo apart PRNT_ by a factor of =4 at day 28 or 42)
Phase | trial, completed in 2016 50-65 28 2Doses,  95% Seroconversion after first dose by day 90 (PRNT, None NCT02186626
6mo apart =1:10)

ChimeriVax-WN02, YFV 170 backbone (Sanofi Pasteur)
Phase 2 trial, completed in 2009

Part | 18-40 112 1Dose  >96% Seroconversion (increase in PRNT., by a factor of None NCT00442169
24t day 28)
Part2 24] 9% 1Dose  Approximately 96% seroconversion (increase in PRNT, None NCT00442169

by a factor of 24 at day 28); GMT and viremia tended
to be higher among persons 265 yr of age

Phase 2 trial, completed in 2009 250 AN 1Dose  92-95% Seroconversion (increase in PRNT,, by a factor None NCT00746798
of 24 at day 28)
DNA
VRC-WNVONAQ17-00-P, first generation (NIAID, NIH, DVBD, COC)
Phase 1 trial, completed in 2008 18-50 15 3Doses,  100% Had neutralizing antibodies detected (PRNT ) at None NCT00106769

Awkapart 4 wk and 24 wk after third dose; titers were similar
to those elicited in horses 3 wk after 1 dose of WNV

DNA vaccine
VRC:WNVDNAQ20.00-VP, second generation (NIAID, NIH)
Phase | trial, completed in 2007 18-65 30 IDoses,  >96% Had neutralizing antibodies detected (EC_) at 4 None NCT00300417
4wk apart wh after third dose
Recombinant subunit
WN.80E (Hawan Biotech) ‘
Phase | trial, completed in 2009 18-45 2 3 Doses, Unpublished Unpublished NCT00707642
4wk apart
Inactivated whole virus
HydroVax-001, hydrogen peroxide inactivated (Najit Technologies)
Phase | trial, completed in 2016 18-49 51 2Doses  31-50% Seroconversion at 15 days after second dose None NCT02337868
(1 pg or 4 ), (PRNT,, 220 with or without complement enhance
dwkapart ment)
Formalin inactivated (Nanotherapeutics)
Phase 1-2 trial, completion date 218 0 2Doses, 3wk All doses elicited immune response, with peak antibody None None
unknown apart; booster  responses after booster dose (microneutralization) .
on day 180 G
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