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Vasopressors and inotropic agents
Recommendation 15 In the presence of life-
threatening hypotension, we recommend administra-
tion of vasopressors in addition to fluids to maintain
target arterial pressure. (Grade 1C)

We recommend infusion of an inotropic agent in
the presence of myocardial dysfunction. (Grade 1C)
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Fibrinogen supplementation
Recommendation 28 We recommend treatment with
fibrinogen concentrate or cryoprecipitate if major bleed-
ing is accompanied by hypofibrinogenaemia (viscoelastic
signs of a functional fibrinogen deficit or a plasma
Clauss fibrinogen level < 1.5 g/L). (Grade 1C)

We suggest an initial fibrinogen supplementation of
3—4 g. This is equivalent to 15-20 single-donor units of
cryoprecipitate or 3—4 g fibrinogen concentrate. Repeat
doses should be guided by VEM and laboratory assess-
ment of fibrinogen levels. (Grade 2C)
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IN#EEAMM [+ (sBP) 78.5mmHg

(IQR:57.5~94)
Ak $5 10581/ 5

(IQR:85~129)
I 0% [B] 24 22[8] /5
. X (IQR:14~29)
BEELANJILGCS 105

(IQR:3~14)
KA 35.9°C

(IQR:34.6~36.5)



pH 7.29

(IQR:7.19~7.36)

Lac 4.8
(IQR:3.3~7.7)
BE -4.6
(IQR:-9.6~-2)
PT% 68.5
APTT 321
(IQR:27.75~36.9)
Fib  178.5

(IQR:129~224)
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Fib 178.5

(IQR:129~224)
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Fibrinogen supplementation
Recommendation 28 We recommend treatment with
fibrinogen concentrate or cryoprecipitate if major bleed-
ing is accompanied by hypofibrinogenaemia (viscoelastic
signs of a functional fibrinogen deficit or a plasma
Clauss fibrinogen level € 1.5 g/L). (Grade 1C)

We suggest an initial fibrinogen supplementation of
3—4 g. This is equivalent to 15-20 single-donor units of
cryoprecipitate or 3—4 g fibrinogen concentrate. Repeat
doses should be guided by VEM and laboratory assess-
ment of fibrinogen levels. (Grade 2C)
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i ama e . Pre-emptive administration of fibrinogen concentrate
contributes to improved prognosis in patients
with severe trauma

Koji Yamamoto,' Atsushi Yamaguchi,? Makoto Sawano,” Masaki Matsuda,’
Masahiro Anan,' Koichi Inokuchi,? Satoru Sugiyama?

ISS 2 26 ISS241

ISS 2 26

-

o

o
]

©
I

Overall mortality (%)

]

Percent survival

NN

©o
o

EENMEHI OB ERAETIFTREFZ L=,



$ﬂ'] /&?-ﬁ“ BE *)J 45 EHU /&ﬁ 5£ ?
No Bolus Crystalloids

Prehospital restriction of fluids




KRiHZ@MLARIEZEEZFTZTFHL. £EMEBNT IOEaVvIICEFERZHATS

ProtocollB<FEDHEFZ

0.8 _—

0.2

2013 2014 2015 2017 2018
=B HlhTO— LTI
BHiO4D)/—H KK E



fiiT e 9a B ] (F

1 RE)

;J\

(IQR:80~145)







Conclusion



€ F D massive transfusion protocol

+

B HA & [+ FI|{F F (8% &l [R)
T4V ) —5 2 REF| D 5L HIRS

CTZRIBZETES MNEFENDS
)40 MIITHND




BHEAIE MM, 4R a9 F T DB

$

BHAREER . ff X EZDIET

RMFEDHELT  EHIEICKDETELROLIFS







FET-NER (27451) REVIEW

BEERSME 12451

Fpre it = Ik AAVSROSCIE D TET= 3451

4 M 5E i




®O0 ®6 PO

@ Q

FE(Of) Hmarvko—)LRTETF

BREET

X fik 7] i
ﬁj(HJE"':I'ﬁb'EB I;%hx #/%EZ/

+=U

8 2 FE & & H/ MKk
MRS

—

EigEE BEE
SHEEiES IHE CPA—ROSC

SMBIESAH KENARIEE BBREH

--
<

s



J47) /=2 HEIDE,

DL BEMTP

2013/04 2015/10 2020/5

2014/04

2018/5

FibZd 7l {3 A BA 4 MTPERET1 MTP &-‘55]-3



SED

i

5 JiE JiE 151 2 .
_NFETLIEIZ

MTPEE DHRETB

AR IZDEITAI=HIZTEAHZ T



MTPDZHETR) 20204
Bty RERONFTEINBEMIZERI«FY) /—F7 & F|(FO) ZEFHIRS

lac 2.5t o FHEHEMIO00m L. L

SEROTEMZHFRAL TULATREEH Y

2% B DFCIRE DN E15H

FC3g + J470A3215U/kg
A&, REIDWEIZESBLDDEAEEZENM
AEIFEZEALLGED

EEMENME(MEREEZET D) BEENMEEIR (FREEICTILIE)

LIt opeETMTPREIN DL E(ZE D AEH




MTP basic components 2020%

HIE1E B S DABG. BERY—H—. Euﬁd);ﬁrﬂll
STUF—I X KB, (BECallFED 2
(1.1<ica<1. 25mmo|/L=5—1%o)

« RCC:OBGHMM(Wd MAEHEDOFEMEHITRIIZ)
— LI X ABO R B & I

- FFP: ABO[E &!& Ifn
e« PCHT-ICAASVT5BRLET,
« Ty S—T

E H A Z3e iR F (IR DX EG TlF4gL &)
BT T — T B, BEEDKETEE



INRENMDFAZH

FEl6 T KimEn XA —5 —Fta

B0/ LLELGSIEA—F — LAY

¥

FFPAYSULL E A B% I M /MrA—F —Bita

(RBC:FFP:PC=1:1:1DE)

MEE MR T LGS, 9<CI2A—F—EFvo2ILT S
(BEMAFTEIN ., fTRICUTRHERLRIBES LICUENHIMT A5 S (XK. TDRY TIZELY)



MTPZXET2020/05~

MTPEEIFFDEHRIIETEDRA NI —%, (VILTIRMD)

MTPH Ef

RIE1hEDABG, E. ME e [E] S|

#EINR>1.5 or #FBE INR>1.5

1.1<iCa<1.25mmol/LZ&ED _

\ 4

L ERE R EF FIEE D 5 Zeego.

FFEH Fib>150mg/dIfE R

l

RBC. FFP
(volume replace)

FFPSULL L1 5
PCA—4~ —FEath

T ETHS

ICUAZEE T TMTPSEFEET B




I iR 5%

Bt (&

8 B AOpH 7 E DER 15 K] F
B FEL TDAHILS DA

PHAI SRS

A




YA TS




R e CRR R | KA CIRREEL
(HREIRRC2)

(FFRETRHZ3)



24 /=7 UHBERELTH
rovEUAEELTLRIE
BREDR T —F D BEHREL TO SRR T RIELZLY,

SHAI RS

JRtETY

WERY,
FAVEEENGAENTSTEH
BEDI«IT)/—F o EFnEL<{OKEIZBEESLELY,

AHYVU>




KeylZZE>TLH DI

ke, FaE>, Z1271/— >, XITEF




PT/APTT,




SMEDREH M., JRITOAIE T Bt EH

RERBRISEERDANONL=2MDIREHNEEH]




ROTEM delta®

UV
80
60
40
20
0»
™ 2 |
apha
AND
MO
. LI
.L ’o "'l

0 10 20 30 40

BAQMEE MCF: IMENOR XS
BABHMMML BAQNBEL SORERLPOPIGONN

(a) IE Wi T

(b) AEE EFE T £ (T AEERD
W

(c) A% E & FET R U M/MRIET

(d) AEE & FIET | #Ria U

Cloftryg teme
Chot formaton e

Apha angle

Amgitade 10 mn et C1
Maumum oot femness
Lyss indes ) mn e CT
LA WM s
0 60
Tima in min
a
mml.
™ |
C

40

10 20 30 40 “0

my




RESEARCH Open Access

The European guideline on management of ")
major bleeding and coagulopathy
following trauma: fifth edition

Donat R. Spahn’, Bertil Bouillon?, Viadimir Cerny***%, Jacques Duranteau’, Daniela Filipescu®, Beverley J. Hunt®,
Radko Komadina'®, Marc Maegele'', Giuseppe Nardi'? Louis Riddez'?, Charles-Marc Samama'®,
Jean-Louis Vincent' and Rolf Rossaint'®"

Fibrinogen
Coagulation monitoring

Recommendation 10 We recommend that routine prac- AF-PCC(TAM V)
tice include the early and repeated monitoring of haemo-

stasis, using either a combined traditional laboratory S
determination [prothrombin time (PT), platelet counts S TOAEY

and Clauss fibrinogen level] and/or point-of-care (POC)
PT/international normalised ratio (INR) and/or a visco-
elastic method (VEM). (Grade 1C)

FFP—ene—package TRHLP

VI. Further goal-directed coagulation management
Goal-directed therapy
Recommendation 25 We recommend that resuscitation

measures be continued using a goal-directed strategy, BATH—I8HESELTNS

guided by standard laboratory coagulation values and/or ZOEMLHREEA 1 1
VEM. (Grade 1B)

Coagulation-based-therapy
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A review of transfusion- and trauma-induced hypocalcemia:
Is it time to change the lethal triad to the lethal diamond?

Ricky Michael Ditzel, Jr, Justin Lee Anderson, BHSc, William Joseph Eisenhart, MA,

Cody Jack Rankin, Devin Rnh\'ﬂ DeFeo, BA,
1 Jeffrey Siegler. MD.
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Sangki Oak, BS,

DIAMOND- THE ROLE OF CA%*

Hypothermia
Causes decrease in liver metabolism of citrate,
Citrate not metabolized in the liver binds to Ca**
available in the blood

leading to less Ca**

Acidosis

Ph.

Low Ca’* levels associated with lower

Lower Ph prolongs clot formation,

—EEFXRICHNATSEDIEEF?

DRIZHATESLZLEIE?

AN LOEE MK

Coagulopathy
Ca?* in the plasma is a necessary co-

factor for clotting

-Ca?t
Transfusion further exacerbates.

Hypocalcemia

levels drop due to blood loss.




AF-PCC(rA1t>h3)
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Endogenous thrombin potential following
hemostatic therapy with 4-factor prothrombin
complex concentrate: a 7-day observational
study of trauma patients

Herbert Schéchl’?*, Wolfgang Voelckel', Marc Maegele?, Lukas Kirchmair' and Christoph J Schlimp?

Utility of 4-Factor Prothrombin Complex
Concentrate in Trauma and Acute-Care
Surgical Patients

William Sellers, DO; Charles Bendas, MD; Frederick Toy, MD; Brian Klock, MD;
Jamie Kerestes, PharmD; Amanda Young, MS; Clint Badger, MD; Jason Jensen, MD;
Natasha Becker, MD, MPH

Anesth Analg. 2016 May ; 122(5): 1287-1300. do1:10.1213/ANE.0000000000001188.

Prothrombin Complex Concentrates for Bleeding in the
Perioperative Setting
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The role of four-factor prothrombin complex concentrate in
coagulopathy of trauma: A propensity matched analysis

Faisal Jehan, MD, Hassan Aziz, MD, Terence O'Keeffe, MD, Muhammad Khan, MD, El Rasheid Zakaria, MD, }'L [=]
Mohammad Hamidi, MD, Muhammad Zeeshan, MD, 4— P CC d) *x 5— E ‘i
Narong Kulvatunyou, MD, and Bellal Joseph, MD, Tucson, Arizona

TABLE 1. Demographics and Injury Parameters for the

( N Unmatched Data
Total trauma Patients PCC + FFP FFP
n=4,285 Characteristics (n=210) (n = 306) P
\ / Age: mean £ SD, y 574209 58419 091
v Male, % (n) 65% (136) 58% (178) 0.82
a b /"C'“ded (n= 540\ Whites, % (n) 70 % (147) 71% (217) 0.70
Admiw’onl"n, l.s Bleed"'\g BMI, me + SD 246+92 2574112 0.52
n=1,056 d|athesls Blml n ury, %o .l’_ll 80% (168) 8?{'c (266) U—‘(\
L i . D Antiplatelet use, % (n) 28% (59) 25% (76) 035
1 Vital parameters
- * \ . Pre-injury GCS, medaan [IQR] 10 [3-12] 0.04
: :D SE ¢an + S 09423 0.02
PCCHFFP or FFP alone R ——— g T o%am)  ond
n=516 * Received PCC ED HR, mean + SD 95 + 12 0.03
\_ ) \ alone / Injury parameters
ISS, median [IQR] 29 [16-39] 26 [16-35] 0.02
ISS> 15, % (n) 76% (160) 75% (230) 0.83
Head, AIS 3[2-3] 3[2-3] 0.53
Chest, AIS 3[1-3] 3[1-3] 091
Abdomen, AIS 3[2-4] 2[2-4 0.03
WPCLAER FFP alone Mechanism of injury.% (n) . e
n=210 n=306 MVC 30% (63) 40% (122) 0.85
Pedestrian struck 35%(73) 34% (104) 0.63
Falls 15% (32) 13% (40) 0.25
lPropensuty Score matching R PR o
Initial HB 343 12+ 4 0.13
Initzal INR 192 1842 0.15
Comorbidities
PCC+FFP = 40 Hypertension 30% (63) 26% (80) 0.04
FFP = 80 Diabetes 22% (46) 16% (49) 0.03
COPD 12% (25) 10% (30) 0.08
TXA, % (n) 60% (126) 50% (153) 034

igure 1. Study population.
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2018 EAST Pobium

The role of four-factor prothrombin complex concentrate in
coagulopathy of trauma: A propensity matched analysis

Single center trial DT —%

Faisal Jehan, MD, Hassan Aziz, MD, Terence O'Keeffe, MD, Muhammad Khan, MD, El Rasheid Zakaria, MD,
Mohammad Hamidi, MD, Muhammad Zeeshan, MD,
Narong Kulvatunyou, MD, and Bellal Joseph, MD, Tucson, Arizona

TABLE 3. Primary Outcomes

PCC + FFP FFP
Variables (n = 40) (n = 80) P
INR g
Time to correction, min 373 + 211 955 + 524 0001 @ §
Correction of INR, % (n) 95% (38) 92% (74) 0.62 5
Rate of INR correction 031 0.1 0.08 0.1 0.01 0 —
Blood products - sl
pRBC transfused, units T+3 945 0.04 T
FFP, units 542 743 0.03 g
Platelets, units 343 343 0.72 g 10
Thromboembolic complications
DVT 2.5% (1) 1.2% (1) 0.51 : I
PE 0% 0% 0.95 , I
Mesenteric infarction 0% 1.2% (1) 0.84 0-2hrs  24hrs  46hrs  68hrs  B-10hrs 10 lahes 14-16hrs 161 > 18 hrs

DVT. deep venous thrombosis, PE, pulmonary embolism.

INREEE{LFEFTOER . RBCEHIMLEZITIEEZEDHY

TABLE 4. Secondary Outcomes .
373 0 0 N -
Variables PCC + FFP (n ~ 40) FFP (n ~ B0) P %t4%25 A)VS33 Yo p= =0. 04—C;ﬁ""‘§b %OT‘O

ICU length of stay 1 [1-2] 1 [1-2) 091 '[nl*l\/r /I\liﬁ'h‘%mb
Hospatal length of stay 5 [2-6) 7[3-8] 0.03

T bl bR AR

SNF. skilled nursing £




TABLE 2. Postmatch Demographics and In
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FFP Alome 40X 224
\Variables n~1M) (n~234)

Four-factor prothrombin complex concentrate is associated with

improved survival in trauma-related hemorrhage: A nationwide
propensity-matched analysis

Muhammad Zeeshan, MD, Mohammad Hamidi, MD, Ara J. Feinstein, MD, Lynn Gries, MD, Faisal Jehan, MD,
Joseph Sakran, MD, MPH, Ashley Northcutt, MD, Terence O'Keeffe, MD,
Narong Kulvatunyou, MD, and Bellal Joseph, MD, Tucson, Arizona

TA)HDSHET —EIR—AMSDPSTYF YT

18 L E DM G EE Zall inclusion

EHEFEENHS. hrsEREED DA [Lexclusion

593818 AN H55118970 A Mincluede=if-,
ZFNDHT385A (0.3%) Hh4-PCCH+FFP,
PS-matchingL T234 A9 D Ttrial
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Four-factor prothrombin complex concentrate is associated with
improved survival in trauma-related hemorrhage: A nationwide
propensity-matched analysis

Muhammad Zeeshan, MD, Mohammad Hamidi, MD, Ara J. Feinstein, MD, Lynn Gries, MD, Faisal Jehan, MD,

Joseph Sakran, MD, MPH, Ashley Northcutt, MD, Terence O'Keeffe, MD,
Narong Kulvatunyou, MD, and Bellal Joseph, MD, Tucson, Arizona

TABLE 3. Primary Outcomes

FFP Alone 4-PCC + FFP

Variables n~ IM) (n~2M)
i-hour ransfusion

pRBC, mean + SD, unats

Plastra, mean = SD, units

Phcles n =+ S umns

sfusion

pRBL mem + SD, unes

Plastea, mean = SD, units

Flatelets, mean + SD, amts
Mortainy,

ED mont 6)

Overall in-bosposal mortality 27.7% (65) 17.5%(41)

TABLE 4. Secondary O

Vanabhiles

RBC. FFPOEIMHNESIIHFEEHY

FETHEE17.5%vs27.7% p=0.01THEEEHIHoT-,
mEARVNIHEEELGL

‘REOFEMTONILEEELL

A-PCCHE S EINBFETHOERIX30£18min
(SART—EATELEIRSDRERE)

Cum Survival

LOSDAYS
Figure 1. Survival curve analysis.
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Comparison of two different coagulation ~ &~
algorithms on the use of allogenic blood

products and coagulation factors in
severely injured trauma patients: a
retrospective, multicentre, observational
study

Fa1—1)ERERHER (USZ) & IL—H 2 9&ERE (LUKS)
BAMELHEHEME 16l E 1SS>16 2012~20144F

7ILTdY X L DR

OE MR (Hb, Pit, Fib{E, VERF;EM. XIIREFEM. INR, aPTT, ABG, ROTEM)
QA InM/MrRELEORNROEELHESR

QKB ., CaqA . BRIEE M. MAPSS~60D#EHE
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Comparison of two different coagulation @eres
algorithms on the use of allogenic blood Outcome

products and coagulation factors in m@ﬁ =, ,ﬁ@@-j‘i@ﬁ &= . Hb /ﬁ@g’f,ﬂ,gg—'
severely injured trauma patients: a
retrospective, multicentre, observational
study

[t mr vauma | USZ (n=172) LUKS(n=172) OR(95% C)  p-value
RBC 20 (11.6%) 51 (29.7%) 32(18-57) <0001

| — FFP 4 (23%) 9 (5.2%) 23(07-77) 0.6

rsarior ot S PLT 10 (5.8%) 6 (3.5%) 06 (02-16) 031

oy —— TXA 76 (44.29%) 66 (28.6%) 08 (05-1.2) 029

ﬁﬁj Fibrinogen 42 (24.4%) 59 (34.3%) 16 (1.0-26) 0.04

ntzn) PCC 17 (9.95%¢ 41 (23.8%) 29(15-53) 0001

L R— J Factor Xl 5 (8.7% 6 (3.5%) 04 (0.1-10) 004
Starch 5 (2.9%) 37 (21.5%) 92(35-239) <0001

‘ oo o Gelatin 47 (27 3%) 27 (15.79%) 05 (03-08)  0.009
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Hospital Zurich; ISS: Injury severity score ( )
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Anaesthesia 2017, 72, 1317-1326 doi:10.1111/anae coagulation assays
1. Modicatior 1. ROTEM® (EXTEM, INTEM. FIBTEM_APTEM
Platelot nhibitio HEPTEM in case of heparnn us
& CPD available at http://www.learnataag «  Heparin <. Laboratory coaguiati
Qral anticoaguiatic vitamin-K . Anti-Xa (screening for heparnn and Xa
antagonists, Xa or lla iInhibiors) b
2. Available laboratlory values . TT (screening for dabigatran
. . . . 1. Past medical history (e.9.) . PT (screening for vitamin-K antagonists or
Change of transfusion and treatment paradigm in major traum. | * " &9 e b oprnen ety
. . Von Willebrand disease . Factor V (lwver failure or factor deficiency
patients Ui . Facior Xl (factor deficiency
P. Stein,’ A. Kaserer,” K. Sprengel,” G. A. Wanner," B. Seifert,” O. M. Theusinger' and D. R. Spah ‘ v.'-‘ ;’;.-'s.. Ce aggregomelry 0 OF Pl
Patient physiology (target values) Management
Normothermia (2 350 C) Active warming
2005~2007 ( $ “& ) Normocalcaemia (Ca*" 2 1.15 mmol.l') Calcium 1y
HIJ Normal acid-base status (pH > 7.2) Fluid resuscitation with balanced crystalioid
solution, Gelatin may be considered
VS Haematocrit (0.21-0.24) RBC transfusic
\b? I e Sarmiceise hunstaneins Parmiee N . husnakaneins
2012~2014 (5tEEE B EIEME D ELIR) B ermissive hypovolsemia / hypotenss

-MAF £5 mmMg prior o surgica

Ettﬁ,\ interventional source control
X MAP 80-90 lll’!l’{;‘. ncaseof TB Vasopressors combined with volaemia comect

Detect low fibrinogen Management
FIBTEM s 7 mm Fibrinogen 2-4 g i.v. (afler 6 g of Fibrinogen
administer factor Xil. 15 U Xg
Detect fibrinolysis Management
. EXTEM / INTEM: Clot lysis after MCF and Tranexamic acid
Adult patients (= 16 years) admitted to APTEM: normal . Bolus: 15 mg.kg™' i.v. (consider empiric use
University Hospital Zurich 2005-2007 and 2012-2014 Hyperfibrinolysis . Consider continuous infusion 1 - 2 mg kg
(n=1138) ?n'goirfg bleeding !da.r?aggfner:t
actor Xl activity < 60 Factor X111 15 U kg v
Excluded
= Incompete data for TASH (n = 64) Platelet count/function
« EXTEM/INTEM MCF < 40 mm Platelet concentrate
TASH calculated + Platelet count < 50,000.ul
S 100.000.ul " in cardiac surgery or TBI
(n=1074) Platelet function (Impedance Consider desmopressin 0.3 pg kg (max 16 pg
Excluded aggregometry) case of aspirin (like) platelet dysfunction
\ - Referred Patients (n = 338)
Primary admissions NR > 2.3 (Quick s value < 30%) thrombin compiex concentrate
nfusion of small repealed doses
(n =736)
— Excluded .
v - Missing/incomplete ED data (n = 5) Factor V activity < 20% FFP (2-4 units)
Analysed Detect heparin Antagonise heparin
INTEM (CT/CFT) or ACT prolonged and Protamine (1:1) 1o antagonise heparnr
=) HEPTEM or heparinase-ACT norma
Special circumstances Consider
Seek haematologist advice rFVila 60 meg kg
vOn brand factor concentrate
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Change of transfusion and treatment paradigm in major trauma

patients

P. Stein," A. Kaserer,” K. Sprengel,” G. A. Wanner," B. Seifert,’ O. M. Theusinger' and D. R. Spahn®

Massive transfusion
RBC in ED

RBC in first 24 h

FFP in ED

FFP in first 24 h
Platelets in ED
Platelets in first 24 h
Mortality (overall)
Mortality (at 24 h)
Hospital stay, days
ICU stay; days
Ventilator support; days
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2005-2007
n= 323

40 (12%)
138 (43%)
170 (53%)

9 (31%)
119 (37%)
35 (11%)
55 (17%)

107 (33%)

55 (17%)
18.0 (20.2)
10.2 (11.3)

7.2 (9.2)

d0i:10.1111/anae.13920

2012-2014
n - 408

15 (4%)
70 (17%)
110 (27%)
24 (6%)
67 (16%)
37 (9%)
66 (16%)
88 (22%)
40 (10%)
15.4 (15.4)
1(10.1)
3.2 (6.2

Raw OR (95%CI)

0.27 (0.15-0.50)
0.28 (0.20-0.39)
0.33 (0.24-0.45)
0.14 (0.09-0.23)
0.34 (0.24-0.48)
0.82 (0.50-1.34)
0.94 (0.64-1.40)
0.55 (0.39.0.76)
0.53 (0.34.0.82)

p value

< 0.001
0.001
< 0.001
< 0.001
< 0.001
0.43
0.76
< 0001
0.004
0.12
< 0.001
< 0.001

Adjusted OR (95%C1)

0.16 (0.06-0.42)
0.23 (0.14-0.40)
0.27 (0.18-0.48)
0.11 (0.05-0.21)
0.29 (0.17-0.49)
0.75 (0.38-1.46)
0.62 (0.49-1.54)
0.38 (0220 65)
0.23 (0.01-0.549)

EEORRBRFRIITETLEL)

p value

< 0.001
0.001
< 0.001
< 0.001
< 0.001
0.39
0.62
< 0001
0.001
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