* e ICU Iz 2 RMEER 7 0 b 22—/ 0F NIZEHT 5458

i 3L D X 4y it SCHE -

& E I | A
AT & HTE AR - ilbe Rt v ¥ —

EPIBEA - BEF

20194 8H15HHFEDOHH

HUSE TR R I A
W - A Hdg  mEE

=S
udal
>
St
i




L ;%ﬁ%kaﬁlj ..................................................... P 1-3
L WFZE 1 RHIEER 7 mha— L ORI JELZE MR ] coeeereerereceeeees P.4-15

[WFSE 1-A: B fitiak ICU OFEREF A 26 &2 L7z A R HIBER 7 e h=a— L D B 5% |

................................................................ P 4-9
[WFSE 1-B : it FIEER 7 0 b — L o022 4 PERTAR
............................................................... P 9-15

L HFZE 2 HitE EBER 7 T — L DR EHREE ceoevevsosonsosonsans P 16-29

IV, BEE ceeeeeneesosontastasacsatsssossassessasstsnsonsassannas P 30-33

V. REHLAGADEDL ceeeeseesossssntantontosssssssnsonsansosssnnns P 34

VI FESE sesevsecseccasetsstsntassassasssssssssassacsassssnssnsanss P 35

BIFISCHR cevovsovovssnsosontsscessnsosonssncossnssssnssncosonsss P. 36-49



I HREEM

B o 12XV, intensive care unit (ICU) Zf4Fe L9 BRUMIE, 25
SME . TERE NI R A b\ o P BE IR OO ST R EEERT S B LR T L C&E T
5[1-6], —H T, EIERENDAEFLED | S IRHEREREE | SRAIHSREMRE , AL ¥
SV AEE LS T RERE EE O 728D |2, activities of daily living (ADL) < quality of
life (QOL) MFE LK T LALSE I/ CTERVWEFT NI TWDHIENREIIL, K&
72 HEHEDH T 5L7, 8], Post-Intensive Care Syndrome  (PICS) EME(EILD ICU A4
PR EH bR E IS | FIE, TL CHERICRER RN - RF L 5
ZTEY[9-13], Km7ZiF Tl M DEITH DI LW iz B LI ER O
ERRDHINTND[14, 15], RO VEDEL T, ICU AEHFOR MR L FREFE
DR IR Tl 228 RS RERR B 2 < T IS A& RO DEL U A )T —
varefuL LU HER 7 m 7T A (RYIEER) 2175 2R RSN TV D 6], 74
HEPR 2 ICU 13BN LTt | ICU 1R == I o e AR e I O Fifi (17, 18], AN LIF
WesRiRE R O [19] IBFERe S A RE DA 1 [20], B EIBBEROUEE[19], A
EIRAROBA[19], EFREOER[21, 22], ° QOL Ok#[23]72L PICS 721 T
IRk 2 IRESIR DB IIERHDZENMESILTND, BFEHTARTALTiE, FHEE
RITIRNTE T 2% 5T ICU AZER RHINSDOBR MG HEES N T 5 [24-26],

LU0 5, BIEEIR O A RIS B4 D981 SR MBER T —



LEAL,ICU TEHE 77 O—ERELTRYIBERZITV, 3 TITSUE RS LT
DK DR FIRBE T FIRBE O AL L5 TV 10, 18, 27-33], BT
— AR EHIBER UL E > TRV HARD ICU THREIBERICEFA T Z &M%
BIRDN, BEIZE GELCHE EHRE) B 272000 LU CHEIRI - #7050 F
PFELNDDNENS TR T ChH o7, Fi2, HARD ICU IZREHBERIZ DWW T
WELTELAED ICU LEEARTREIOT AT 238720 | RHEER 2 D5 ETo
PRERES SR D FIREMEN DD LD | FESMNE DM E L ZDEEDE THARITEAT S
ZLFTERnE bz, AARD ICU OBLRIZH ST RHIEER Dr— V&7 L&z
R OMENDHDHEFE Z T,

ARFFED B YL, (D B iR ICU OFHBICIR > 72 RIBER 7 aha— /LD BR
BT REIRL, b — )L OL R AREET HZE[34] BEIOM) Fl7 mha—
Vi ICU (DEALT=t4 5D B IRIY - BIF 2 R OMFIE1T52 L [35], 20
ZoODTrRRZEY AARTRYBERZHEE T D7D D — L BT NV E R T ZEITH
Do 7235 FHIBER 7 2 ha— /WIZB 27 X CTOBFEIL, BiiE R+ FIRBEB s i B
FHEBBOAGROLEEESIL, FFTEONT IOV T, BIRERKZEOR
Hd%<°> Alan Kawarai Lefor 0% D584 51172030 | RUR R FE TR =E T Thh

7o FEatFAIALER T 97T R (Vienna, Austria) ¥72(% EZR (Saitama, Japan) C{ 77z,



II. #fF%E 1

RHBER 7 oha— OB L ViRl [34] (i B 2/KRE%E 7 28-31)

[WFZ2 1-A: B % ICU OFEEETIA 424 L2 U7 s WK 7 2 ha— L OB %

(R R 2 HEE L T IRRE - ICU O 200

A& AR TFIRPEIRIRIR 560 IR, RO/Z—~U-R7Z—0—%FL, RN

— O R A RCE L H — E U TIRN RIS BUE B 252 1T A D il oo

iz 3 IR RIFIE TH S, BENIZIX 1 -2® ICU 2389 . closed mixed ICU LT

12 RKORYRZEE LTS, HEEEO ICU ZAZ v 713 1 AND _FHRERIEERE . 3

DB T M1 NOIBIWHERE | £ L CH &R BN B HE=1:2) THRRS

NTND, LY T U EHIWHE R ITE B2 L~V DFFE LI 4 Bl inRHE

MEFNZITONDEHIE 2> TND, B TOEREF ML, 5 FTIZ ICU D F4Y

BER 2 I U= 2 137 o Tz, B A 1T ICU B0t - BT IR UNE T —

varA—F—OHENTEE 1 ANCKL 1 AOBSRE ML HITH D, B

(I RHBER OB T — APHZEIT 1| AW R0 oT,

(RHIBEER 7 v ha— LB T 1 A)

FUOIZ, EHIREFRE, U T —2aBHE, ICU FHihh, BlFkiEt

MORD FBERHEEY —% 0 7 T N—T R LT, V—F o 7 7 —T 3 FEL
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Table 1. ICU A% w7 Zxtge b U= B HABEPR e | 2ok 3 DFERE OFRAT RS R (5Ck 34 Lvs1H)

ICU physicians ICU nurses Physical therapists

List Lack of knowledge and | Lack of priority for early mobilization Lack of priority for early mobilization
experience about rehabilitation | Lack of program and strategy Lack of program and strategy
Lack of program and strategy Lack of EM culture in ICU Lack of EM culture in ICU
Lack of EM culture in ICU Lack of knowledge and experience about | Lack of multidisciplinary communication
Lack of  multidisciplinary | rehabilitation and cooperation

communication and cooperation

Limited stuff, time constrains

Lack of multidisciplinary communication and
cooperation

Lack of resources, such as personnel, equipment,
costs

Lack of the leadership / Lack of conference round
ICU-related medical devices

Hemodynamic or respiratory instability of the
patients

Risk management during rehabilitation

Poor management of the time schedule

Deep sedation

Excessive daily workload / Inadequate staff training

Lack of share of the patient condition

Lack of personnel resources

ICU-related medical devices
Hemodynamic or respiratory instability of
the patients

Poor management of the time schedule
Severity of the patients

Risk management during rehabilitation

Ambiguous bed rest level




Frequently | Lack of knowledge and | Hemodynamic or respiratory instability of the | Hemodynamic or respiratory instability of

mentioned | experience patients the patients
barriers Lack of program and strategy ICU-related medical devices ICU-related medical devices
Lack of program and strategy Lack of program and strategy
Poor management of the time schedule among stuff | Severity of the patients
Lack of the leadership Risk management during rehabilitation
Risk management during rehabilitation Lack of multidisciplinary communication

Lack of multidisciplinary communication and | and cooperation

cooperation

ICU intensive care unit, EM early mobilization

Table 2. FijteE FEHABER 7 oha— L 2BAR I 2812 L L5 FSCmk  (CCiik 34 Ko )

Contents of the protocol Reference number
<STEP 1> Automatic rehabilitation order 18, 36, 37
<Algorithm> Respiratory Criteria 16, 28
<Algorithm> Cardiac Criteria; dosage of the catecholamine | 30

<Algorithm> Cardiac Criteria: other items 16, 18, 38
<Algorithm> Consciousness Criteria 18

<Algorithm> Rehabilitation contents at each level 18, 39

Adverse events lists 18, 19, 38, 31, 40
Protocol exclusion criteria 16, 18, 19, 38




Figure 1. AifGFHBEAR 7 2ha—v  (5CHk 34 K051 H)

Rehabilitation orders are written on admission

|

<STEP 2>

(D ICU physicians, usually the ICU fellows, use the Maebashi EM Algorithm in the morning (Figure 2)
@ ICU physicians decide on the rehabilitation level (Figure 2) and schedule time with the ICU nurse and physical therapist in the morning
(32 The sedation dosage is adjusted to targeta RASS of -1 or 0 before performing rehabilitation by ICU physicians in the morning

|

<STEP 3>

+ The rehabilitation session is conducted at a pre-determined time and at the selected level
+ ICU physicians monitor the hemodynamic and respiratory status of the patient at all rehabilitation levels

The selected level is level 1 > A physical therapist provides the rehabilitation session

The selectedlevel is level 2 > A physical therapistand a nurse provide the rehabilitation session

The selected level is level 3, 4 or 5 S bA three-person_ team inclt,_lding an ICU physicifa_n, an chargc_e nurse
and a physical therapist provide the rehabilitation session

 The sedation adjusting strategy depends on ICU physicians without any sedation protocol

® If the physical therapist cannot attend the session, the team is still three people, a physician, a charge nurse and another ICU nurse.
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Figure 2. AT FIIBER 7 LU L (SCHK 34 Z031H. BATEICEIR)
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PEEP positive end expiratory pressure, RASS Richmond Agitation-Sedation Scale

Level 1: No mobilization, bed exercise such as passive range of motion, passive transfer
to chair

Level 2: sitting position in bed, including using cycling ergometer and active range of
motion

Level 3: sitting on edge of bed

Level 4: active transfer to chair

Level 5: standing, stepping in place, ambulating.



(RS2 1-B: Al F-HIBER 7 v b — L O 22 2R
7D

ABFFEL, BER AR BT TE CTh D, 7 rha—/L&iE A LT 2015 4F 6
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Table 3. RN AP OFRALIDAEEHFRIAL (LK 34 LV51H)
a fall to the knees or ground
tachycardia (>130/min) or bradycardia(<40/min)
hypertension (systolic blood pressure >180 mmHg)
hypotension (systolic blood pressure <80 mmHg)
symptomatic orthostatic hypotension
arrhythmias except a pre-existing arrhythmia
myocardial infarction associated symptoms
desaturation (peripheral capillary oxygen saturation <88%)
abnormal respiratory rate (>40/min or <5/min)
asynchrony with mechanical ventilation
patient’s intolerance to request to stop rehabilitation
cardiopulmonary arrest / bleeding
unexpected or inadvertent removal of medical devices

Table 4. G EBFH O F (SUEK 34 KV51H)

Variable Values Median [IQR] or Number (%)
Age (years), median [IQR] 69.0 [55.8-80.0]
Gender (male), n (%) 156 (67%)
Body Mass Index: BMI (kg/m?), median [IQR] 21.1[18.8-24.2]
Ambulatory prior to admission, n (%) 208 (90%)
Admitted from: Emergency Room, n (%) 181 (78%)
Hospital ward, n (%) 51 (22%)
ICU admission diagnosis: Sepsis, n (%) 92 (40%)
Gastrointestinal, n (%) 49 (21%)
Respiratory failure, n (%) 29 (13%)
Trauma, n (%) 28 (12%)
Drug abuse, n (%) 12 (5%)
Others, n (%) 22 (9%)
APACHE II score, median [IQR] 16 [10-22]
SOFA on admission, median [IQR] 4 [2-7]
Patients undergoing mechanical ventilation, n (%) 72 (31%)
Patients receiving Extracorporeal Membrane 6 (2.6%)
Oxygenation, n (%)

IQR interquartile range, /CU intensive care unit, APACHE Acute Physiology and

Chronic Health Evaluation, SOFA Sequential Organ Failure Assessment,
11




G

(1) AEFGOIRERLFE

WFgektGelrnot- 232 A (Table 4.) 12kt L CTE& & 587 [BIDBER T ADMTH

NIz, 205 13 FOBH AT I EIOR HEFEER0, AEFERAER

2.2% (95% 1 #E X [H] 1.2-3.8%) Th-o7=, 13 MIOHFEFHLRDOHILEE N LT

L DFFZA 7 8] (5 [BEABREE D T5 | 2 {1 JEIR O ) | ST = OAEIR 7S 6

A Cdh-o7- (Table 5.), &5t 10 AN 13 [MIOF EFHREZXRERL, 8 AN% 110, 1 A

23 2 [B] (Level2 & 3, EHoHEE SAPEARME) . 1 A 3 [B] (42T Levels, & THEED

W T7) Toole, WM AN B DBEERAFEFROFEAIT 1 BIGED DT,

Table 5. HEFLOMIELHEE  (CUHk 34 X5 H)

. Adverse events  Event rate per 1000
Events list e s .
(n=13) rehabilitation sessions
Patient intolerance * 7 (54%) 12
Symptomatic orthostatic hypotension 6 (46%) 10
Fall to knees or ground 0 (0%) 0
Asynchrony with mechanical ventilation 0 (0%) 0
Tachycardia or bradycardia 0 (0%) 0
Arrhythmia 0 (0%) 0
Myocardial infraction associated symptom 0 (0%) 0
Tachypnea or bradypnea 0 (0%) 0
Desaturation 0 (0%) 0
Cardiopulmonary arrest 0 (0%) 0
Bleeding 0 (0%) 0
Inadvertent Removal of medical devices 0 (0%) 0

 Patient’ intolerance includes five episodes of extreme exhaustion and two episodes of

exacerbation of abdominal pain in patients diagnosed with acute pancreatitis.
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(2) AFHFFREFEAR R OBIFR

K-BERIREE (Level 1-5) E A EFLEADEI %% Table 6 (Z7~7, Level 1

(FiE T BL7E) & Level 2(Rw R _EREENIUANE YT —a)) 2 &b 7=y R kL

AV DOBERIREEIZ 3T DA FHHFGR I AR (200 [FIOHERST AL 2 RIOF FFL,

1.0%, 95%E A X [H]: 1.0-3.6%) & Level 3 (MAANT) . Level 4 G AENLINBRG T 5E) |

Level 5 (S7A7 ., RS Ix  H3T) %A o8 7= 58\ PR 38 72 (active rehabilitation) O A2

PR (387 [BIDBER A A, 11 [RIOFEFH G 2.8%, 95%(55E X [H]: 1.4-5.0%)

(CHEAITRDIR T (A M E | P =0.15),

Table 6. BE/RTRE LA EHHFRORMR

(3CHR 34 ZoaI )

Total number of Adverse events, Total number of
sessions performed n (%) patients (n=232) ?
Rehabilitation level
Level I,n 154 1 (0.60%) 73
Level 2
total, n 46 1(2.2%) 26
ergometer, n 10 0 (0%) 4
Level 3, 169 7 (4.1%) 74
Level 4,n 54 0 (0%) 18
Level 5
total, n’ 164 4 (2.4%) 83
Standing / marching at bedside, n | 103 4 (3.9%) 42
Ambulating in the ICU, n 61 0 (0%) 49
Active rehabilitation (Level 3-5),n | 387 11 (2.8%) 143
Total Rehabilitation sessions, n 587 13 (2.2%)

Data are presented as number (%), /CU: Intensive care unit
2 This demonstrates the number of patients who experienced each rehabilitation levels.
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(3) AEFRLERT N ARDEMR

HiRL—1(99%) . BIIRT A2 (98%) . JRIEH T —T /L (94%) 73 i BEEE Tl
MSH Tz (Table 7.), 587 MIDBERIT ADI . 293 [\ (50%) 75 N LRERK 251
110 [A] (19%) A3 extracorporeal membrane oxygenation (ECMO) 1 C, A EFH LR /AR
XENZEI 2.4%, 3.6% Th o7, ERET NAAEEDF EFZITFRD RN -T,

Table 7. HEFRLERET AAOBLGL (GCHEL 34 X051 H)

Total number of Adverse events,
Medical devices )
sessions performed n (%)
Peripheral venous catheter, n 582 13 (2.2%)
Arterial line: total, n 574 13 (2.3%)
radial, n 568 13 (2.3%)
femoral, n 6 0 (0%)
Central venous catheter: total, n 167 8 (4.8%)
jugular, n 112 5(4.5%)
Subclavian,n | 18 0 (0%)
femoral, n 37 3 (8.1%)
Hemodialysis catheter: total, n 105 1 (1.0%)
jugular, n 96 1 (1.0%)
femoral, n 11 0 (0%)
Mechanical ventilator, n 293 7 (2.4%)
endotracheal tube, n 183 5(2.7%)
tracheostomy tube, n 127 3 (2.4%)
ECMO cannula: total, n 110 4 (3.6%)
jugular, n 110 4 (3.6%)
femoral, n 110 4 (3.6%)
Feeding tube, n 419 10 (2.4%)
Urinary catheter, n 550 12 (2.2%)
Chest tube, n 83 3 (3.6%)
Abdominal drain, n 112 2 (1.8%)
Total rehabilitation sessions 587 13 (2.2%)

ECMO: extracorporeal membrane oxygenation

14



(4) Faba— LB A% O ICU TR ABER R

ICU A& HEER T AETOHMIE 0.7 A (PU4 (7 &iPH 0.0-0.9 H) Th-

77. ICU PEAE T 62%D BE D3 AT (Level 3) DBEIRIREEZERR L. A DAk

ALERKETIE 1.2 B (WA ALEEPH 0.1-2.0 H) ThHh-oTz,

Table 8. 7'mh=a—/VIEAROBERRTIL  (GCHK 34 JV51H)

All study patients (n=232)?

Variable Values Median [IQR] or

Number (%)

Patients who could get out of bed, n (%) 143 (62%)

Patients who could stand during ICU stay, n (%) 82 (35%)

Patients who could ambulate during ICU stay, n (%) 49 (21%)

Days to first rehabilitation session (days), median [IQR]? 0.7 [0.0-0.9]

Days to first out of bed (days), median [IQR]? 1.2 [0.1-2.0]

Days to first standing (days), median [IQR]? 1.2 [0.8-2.1]

Days to first ambulating (days), median [IQR]? 1.0 [0.7-1.7]

IQR interquartile range
2 Days counted from the time of ICU admission ICU: Intensive care unit

(8D

D —X% 77— b % . A iER ICU AZ Y 7 5%t UT-FERET o Ar—h

kT, BMIBER 7 aha— V&2 BAR Uiz, EARNIIX 1y A B OAZ 7 BE 521T-

Izo 7uba— VA% AEFROFAERIT 2.25Tho7-, BERBEL LI Th A

FHERBERT LA ERT S AABEEOAFEHERLRO T, EIERE

DRMEHNZIBNTHZLDEE D 2 H LN DAL LA DOBER 38 2 22 TETZ,
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0. P50 2 B F IR 7 e ha — L O 2 RARGE (35 ] (R B 25 B /KR35 27-17)
(F52)

ABFIEIE, HERR % A M E i L7t Th D, RiiER+F9bE ICU 12
BRAAELZ I8 LORTOBEERG LU, ICU A% 2 HLAINIZIREL
ToWRAE FEE | R 7 B DR 23 IR O 2 Do i B R RE . T I 7 % R L HEA T MR
PR RO DI (LR, N ERV B B 1728 O LERPI L EIIRBE T T5
BIFIIERI LT, 2014 42 1 A5 2015 4 5 A&7 mha— L8 AHITHE (Group A) |
2015 4F 6 2252016 4 12 A £ T2 7 uba— L8 A%EE (Group B) EL7=, 7'uha
—/VEL AR C, HEHRICIIT2 ICU A%y 7 (EHIRIFFRHE | ICU & i#hil) D A
(BETVRRBLE 4-5 44, BN B =1:2) PIEHNCZE DT R0 o7, BdRiE L
[ZOWTIE, B 1T ANCE AL L2 1| A O<HYHITHY , 7 rha—/ LB AR
TEDIIR 5T, ICU I EET 28T BEEBR AL X037, BER T AREIC
BHND ICU AT D~ /80 —0ds B7p EITH A DT o7, ICU IBRE# D
— IR BRI I DEEPR AKX 7 m v — VAT TE DT AN LIER#R
R, A RE W REIBER SN ORE R B E 52557 mha— LR R
TR 7 $t ORI SCEB IR M A T e o 7o, FIBER I BE 3D 1T O
Ai#% LR 2472 (Table 9) , FHIRER 7 b — LB ADTZDIZ, AR SR
HERAs EORIE K E 2 E 13 TN >Tz,
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Table 9. F-HIBER B DIRHIORTZ LLf  (3CHK 35 LV 51 H)

Comparison items Routine care before the intervention Intervention: The Maebashi EM Protocol

Is there any protocol or

o No rehabilitation policy or protocol. The Maebashi EM Protocol
guideline about EM?

One month before the study, education of the principle of post

Is there any education i i i . intensive care syndrome, the importance of EM, and the
No education, no simulation training. ) ) .
about EM? fundamental of protocol and simulation training of the protocol
was given to all ICU staffs.
When is the Written when the ICU physician thought rehabilitation is ) i e
o ] ) ) Automatically written for all ICU admissions
rehabilitation ordered? | necessary for the patient to recover physical function.
When dose the Not provided until the physical therapist is available. The ) L
e ) . ) Start in the ICU admission day or the next day.
rehabilitation start? physical therapist in charge decide when to start.
How is the ICU physicians evaluate the medical condition including
Wi
e L ) . respiratory, circulatory, and consciousness status, and determine
rehabilitation level Depended on the physical therapists in charge. - _
decided? the rehabilitation level according to
ided®

the Maebashi EM Algorithm (Supplemental Figure 2)

Depend on the physical therapists in charge. The duration of

How often is the a session is supposed to be 20 minutes at most. (The All patients are supposed to receive at least one rehabilitation
rehabilitation provided? | weekend policy also depends on physical therapists’ session each day (including weekend) for 20 minutes.
availability)

17




Who are the providers
of rehabilitation
session?

@Principally the physical therapist, seldom ICU physician or
nurse.

b Multidisciplinary team consists of an ICU physician, a nurse, and
a physical therapist. If a physical therapist is not available, an ICU
physician and nurses would provide rehabilitation. The day-shift
ICU staff provides EM in the ICU.

Who monitor the
patient during
rehabilitation

The physical therapist in charge

The ICU physician monitor the hemodynamic and respiratory
status of the patient and maintain vigilance over the central venous
catheter, endotracheal tube, or ECMO cannula.

Who decide to stop the
rehabilitation?

The physical therapist in charge without criteria

The ICU physician could decide whether to stop or continue the
session based on discontinuous criteria (Supplemental table 1) or

the patient’s medical condition.

The rehabilitation
system on the general
wards

No specific rehabilitation protocols. The frequency and
degree of subsequent rehabilitation depended on the
physical therapist in charge. There is seldom help from
nurses and doctors.

Same as the routine care before the intervention.

ICU intensive care unit, EM early mobilization, ECMO extracorporeal membrane oxygenation, RASS Richmond Agitation-Sedation

Scale

? When physical therapists want to mobilize a patient at an active rehabilitation level, such as sitting on edge of bed, standing, or

ambulating, they could request help to a nurse or ICU physician, but whether they could attend depended on the burden of their work on

that day.

® The available ICU physicians are one of the five ICU physicians in the ICU that day and not a resource from outside the ICU.

18




(FHAHAD

TEEFHIIE A 1%, BeNSE T REAFERR R & 2 AR FLE L, BB %
IO EERT IR LE LTz, ABEARIEFRE ORI A BT O 20 S 5 x
FAAT Tz, BIREFARIE B I3, BEAR B2 20 R as & LT, 45 BER 58 D 2Rl R
& ICU AZENDLA MR ER E TO B, BRRDROMETEL T, AN LRFR R
(A1, ICU 7RSI, ABTIfM ., BEERE B ST OEIG | IBBESE . IRBERE & (A HERE
DWTHI R LAt 21T o7z, F72, ICU A=K, A O &, REREO
Sequential Organ Failure Assessment (SOFA) &4 7E ] D2 L B2 DU TR LLig

21T o7,

=
=%
r%

LR R
BE L SN OB TR EEERIZIX Mann-Whitney U-test $£721% Fisher’s

exact test 2 FH U V7=, BEPNFE TS SR, BRI R L #: (Fisher’s exact test) . 3L VL2
BRYAT 4y EG WA W 28 BT A AT o720 sZARUT. 10%D KB 1H
PNoHNBRFHFEREZ RN TT N TOREE REF05 AIC IZEDAT v T UAR
T kA W CRIRUESET VAR LT, TORE, REIEER 7 mha— L8 ALk
I LU CTHEE LIz, ABERERE IOV T, Bfl B E i (Mann-Whitney
U-test) &, 0 BIMIREZ 1 » H ELT2 R BT =R B DR R 512 2% BAB IR 047
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ERVCR RN 24T 572, A SUIBENSE 1 REFIRRIC AIC ICLD AT v T'D
AR FETERBUREET VEIERR LT, 2015 - 6 AIXT77 XA LEITBERIME
USRI DRI LT, ABeie B 1 X 28 BB £ 7 /L AR S s iz,
BEET NV EDEIZ, THIABLERE EFEEOAFHRERE 2L CET VDDAt H
Shd 7 mha— L AL TWipoloa D7 mha— VA% (Group B) DA
B EE 1y AZ L O RIIEL T TELE,

AR EEAMIE H %, RO R EET W M A ThHFENIE RO & [FL
AR KA TS A B AT (2 BB RV AT F 132 A a2 T v 7 Bl
GIMT) ZAT 572, SOFA (ZOWTIE, A L DU A3 (7 P J6 ORI LA MR 75 T

U, B R kL (Mann-Whitney U-test, Fisher’s exact test) #4772,

(55D
(1) BFHFFROLE: (Table 10.)

Group A |Z 204 44, Group B (Z1% 187 4 D A& 3B gk STz (Figure 3) , 4F
Wi, MEBI, Body Mass Index (BMI), A=ERpE BT 5. AZERF APACHEIL, A=EF
SOFA. N LFFIl#:<° ECMO Offi =R FEHE SUm Al Sk, @A O ff =L
W7o BN FICA B ZEITRRO LR -T2, 72721, Charlson Comorbidity Index
BLOmLFazT oA ROMHRIZHOWTI Group B TAH EIZED> T,
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Figure 3 MBHF 7o —Fv—h (OCHk 35 X5 H)

2401 patients admitted to the ICU
From January 2014 to December 2016

427 under 18 year old

Total of 417 patients excluded by admission diagnosis

122 Acute cardiovascular disease

99 Acute cerebrovascular disease

26 Progressive neuromuscular disease

109 Post cardiopulmonary syndrome

61 Condition limiting mobilization
45 unstable pelvic fracture
10 spinal injury with fracture of spine
6 multiple absent limbs

h 4

Y

1657 patients eligible

785 patients from January 2014 to May 2015 772 patients from June 2015 to December 2016
581 patients discharged ICU e .| 585 patients discharged ICU
within 48 hours ICU stay | within 48 hours ICU stay
h A h A
Pre group Post group
204 patients enrolled 187 patients enrolled
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Table 10. B SOk (SCHK 35 K051 1)
Characteristics Group A (n=204) Group B (n=187) P value
Age (years), median [IQR] 72 [62-79] 73 [63-80] 0.61
Gender (male), n (%) 143 (70%) 123 (66%) 0.39
BMI (kg/m?), median [IQR] 22 [18-24] 22 [19-25] 0.50
Charlson Comorbidity Index 1 [0-3] 2 [1-3] <0.01
Ambulatory prior to admission, n (%) 180 (89%) 164 (88%) 0.99
Admission source: ~ Emergency room, n (%) 158 (77%) 155 (83%) 0.22
Hospital ward, n (%) 46 (23%) 32 (17%)
ICU admission diagnosis:  Sepsis, n (%) 115 (56%) 107 (57%) 0.92
Gastrointestinal, n (%) 28 (14%) 24 (13%) 0.88
Respiratory failure, n (%) 24 (12%) 26 (14%) 0.55
Trauma, n (%) 22 (11%) 15 (8%) 0.39
Others, n (%) 15 (7%) 15 (8%) 0.85
APACHE II score, median [IQR] 22 [15-27] 22 [16-28] 0.40
SOFA at ICU admission, median [IQR] 7 [4-10] 7 [4-10] 0.23
FIM value at beginning of rehabilitation
total value, median [IQR] 27 [18-40] 25[18-43] 0.49
motor value, median [IQR] 13 [13-15] 13 [13-13] <0.01
cognitive value, median [IQR] 14 [5-25] 12 [5-28] 0.96
Patients receiving mechanical ventilation, n (%) 133 (65%) 112 (60%) 0.33
Patients receiving ECMO, n (%) 12 (6%) 7 (4%) 0.46
Patients receiving Surgical procedure in operating
80 (39%) 70 (37%) 0.76
room, n (%)
Patients receiving continuous vasopressor, n (%) 134 (65%) 118 (63%) 0.67
Patients  receiving  continuous  analgesia
149 (73%) 124 (66%) 0.16
(fentanyl), n (%)
Patients receiving continuous sedation, n (%) 144 (70%) 115 (62%) 0.07
Patients receiving steroid, n (%) 29 (14%) 52 (28%) <0.01
Patients receiving neuromuscular blocking agent,
4 (2%) 6 (3%) 0.65
n (%)
Patients receiving dialysis, n (%) 62 (30%) 60 (32%) 0.80

IQR interquartile range, BMI body mass index, /CU intensive care unit, APACHE Acute
Physiology and Chronic Health Evaluation, SOFA Sequential Organ Failure Assessment,

FIM functional independence measure, ECMO extracorporeal membrane oxygenation,

Group A= pre-intervention, Group B=post intervention
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(2) TEEFHEEE : BENSELT =R (Table 11.)
7' ha—/ VB AR OBENSE L 31T 24% (Group A) 7*5 11% (Group B) ~
KL GR%E P <0.01) . AiTAE P HIBER 7 o ha— L OB ARFENEC RO T &

BEICHBEL QW= GRE PE<0.01) . F&EET L OFEM% Table 11-B [ZR LT,

Table 11. BEPNFE RO (SCHR 35 K051 H)
A. The historical comparison of hospital mortality

Clinical and financial outcomes Group A (n=204) Group B (n=187) P value Adjusted P value

In-hospital mortality, n (%) @ 48 (24%) 21 (11%) <0.01 <0.01

B. The details of the analysis

Variables Odds ratio 95% ClI P value

Univariate analysis

Intervention: Maebashi Early Mobilization Protocol 0.41 0.24-0.72 <0.01
Multivariate analysis with logistic regression model 2

Intervention: Maebashi Early Mobilization Protocol 0.25 0.13-0.49 <0.01
age 1.02 0.99-1.05 0.90

BMI 0.94 0.88-1.02 0.12

Charlson comorbidity index 1.13 0.96-1.33 0.13

Admission source, ER or hospital ward 0.58 0.30-1.13 0.11

Admission diagnosis: respiratory failure 4.66 2.15-10.10 <0.01
SOFA at ICU admission 1.12 1.02-1.22 0.01

mechanical ventilation 2.34 0.80-6.84 0.12
continuous vasopressor 2.71 1.09-6.73 0.03
continuous sedation 0.37 0.13-1.09 0.07
steroid 2.42 1.21-4.84 0.01

4 Covariates were selected through a stepwise method with Akaike’s Information
Criterion: age, body mass index, Charlson comorbidity index, admission source,
admission diagnosis: respiratory failure, Sequential Organ Failure Assessment score on
admission, mechanical ventilation, continuous vasopressor, continuous sedation, and
steroid use
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(3) FEFHHER . APBGiREHE (Table 12.)

ABERR IR L1 29220 R/LD>5 22706 KAV L= (55 P E<0.01),
B — NITDE 5167 RV (95%(EHH X [H: 1069-8304 F V) | 27%D I E HIJsA
K LT, S8BT ORALT T L EHEIC Figure 4 Z1EK, 7 2ha— Vi AR
3. AR EREIIA B ZDRW EREMIZH T (P E=0.08), 7' rh=—/LiE A
E£LD, ARISHA L (PE=0.02) . D% 1.5 FRIHOHTFEHIRICBWTHEID

FRoe 7208 0 258 7= (P fE=0.02) , F#&ET /L OFEMI%Z Table 12-B 127”7,

Figure 4. 225 &MRNTE T WICEL D ABERR R E ORFR SN2 L (5CHk 35 K051 H)
$ Total Hospital Costs
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== Total hospital costs from final regression model 95% Confidence Intervals

Expected total hospital costs without protocol ® Actual Total medical costs with intervention
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Table 12. AP EOMAT (ST 35 ZV51H)
A. The historical comparison of total hospital costs

Clinical and financial outcomes Group A (n=204) Group B (n=187) P value Adjusted p value

Total hospital costs (3$)

median [IOR] ® 29220 [20021-47988] 22706 [12971-39256] <0.01 <0.01

& Covariates were selected in the same way as the analysis of mortality: body mass
index, ambulatory prior to admission, admission source, admission diagnosis: Sepsis,
admission diagnosis: Trauma, extracorporeal membrane oxygenation, surgical,
continuous vasopressor, continuous analgesia, and dialysis

B. Details of the final model

Variables Coefficient Standard error t-statistic P value VIF

a. Segmented regression model before adjustment

Intercept fO 4.46 0.046 96.45 <0.01

Trend in the pre-period B1 0.003 0.005 0.64 0.52

Level change soon after the intervention 32 -0.190 0.07 -2.73 <0.01

Trend in the post-period B3 -0.003 0.006 -0.46 0.64

b. Final segmented regression model

Intercept fO 4.268 0.102 41.723 <0.01

Trend in the pre-period p1 0.007 0.004 1.776 0.08

Level change soon after the intervention 2 -0.142 0.059 -2.396 0.02

Trend in the post-period B3 -0.013 0.005 -2.430 0.02

BMI -0.006 0.003 -2.072 0.04 1.13
Ambulatory prior to admission 0.096 0.043 2.221 0.03 1.15
Admission source (ER) -0.181 0.035 -5.222 <0.01 1.09
ICU admission diagnosis: Sepsis 0.082 0.032 2.539 0.01 1.49
ICU admission diagnosis: Trauma 0.120 0.052 2.307 0.02 1.30
APACHE 1I at ICU admission 0.003 0.002 1.417 0.16 1.99
ECMO 0.162 0.072 2.240 0.03 1.40
Surgical 0.064 0.029 2.198 0.03 1.15
vasopressor 0.087 0.034 2.511 0.01 1.58
analgesia 0.093 0.031 2.970 <0.01 1.20
Neuromuscular blocking agent 0.128 0.091 1.408 0.16 1.26
dialysis 0.150 0.033 4.558 <0.01 1.36

F-statistic of the final model: p value <0.01
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(4) EIREHMEEH  (Table 13.)

UNEVT—2a B - BEOEIE | WAL, SINT, B TE R LB
DENIE 1 Group B THEIZHIML Tz, ICU AENLABER R 2R ETO B
¥, Group B THEIZMEML . 7abha—/ L A% Group B Tl 78%DH#FE 733 HLL

U AANT A& FERY CE T2, F7-. Group B TliE, A LIEKESEER] D 40%4 . ICU
TESE WM O 17%8HE 417 B BT DB ERE I O 17%EHE 4 7R 7=, 1B

RELZ H SEAM T THEZR B 1 Group B CH EIZHNL . ICU AEL THHiREERFET

—|

@ Functional Independence Measure D £ 5 (2L &) IZ Group B TH EITK

X)o7,

(5) figkaskE 227 (SOFA) DZEAL (Table 14.)

ICU AZERFRB LN ICU AE DO im il LM THE A TR o7,
ICU JB=IFIZH\ T, Group B C SOFA 7MKL (3.0 vs 2.0, P fi<0.01), FFIZHEER &I
W DAEDMED > T2, ICU AR i E £ TOZLEIT Group B TH EIZIEL,
ANERFLIRERFOL(E, RemESIBERFOZ(LEIT I Group B THREICKE
Mot ICU AZENOIREEETOLE N E, i ED ICU IRERFETOE L E,
ICU AZEDDHIBERFETOEMET X TUZBWC, AifEFHIBER 7 aha—L 0
A BAITAHBIL Tz (Table 15.)

26



Table 13. BIWRFHMMIEE  (OCHk 35 K51 H)

Group A Group B Adjusted P
Outcomes
(n=204) (n=187) value

Rehabilitation Outcomes
Patients who received rehabilitation, n (%)? 122 (60%) 171 (91%) <0.01
Patients who could get out of bed, n (%)? 62 (30%) 146 (78%) <0.01
Patients who could stand during ICU stay, n (%)?2 28 (14%) 83 (44%) <0.01
Patients who could ambulate during ICU stay, n (%)?2 7 (3.4%) 40 (21%) <0.01
Days from ICU admission to first rehabilitation session (days), median [IQR]? 2.9 [2.0-4.0] 1.2 [0.8-2.0] <0.01
Days from ICU admission to first out of bed (days), median [IQR]? 5.1[3.7-8.1] 2.0[1.3-2.9] <0.01
Days from ICU admission to first standing (days), median [IQR]? 4.8 [3.8-7.1] 2.2 [1.5-3.7] <0.01
Days from ICU admission to first ambulating (days), median [IQR]? 4.7 [3.8-5.5] 2.0 [1.5-3.0] 0.09
Clinical and financial outcomes
Mechanical ventilation period (days), median [IQR]? 5.0 [2.7-8.9] 3.0 [1.9-6.0] <0.01
ICU Length of stay (days), median [IQR]? 6.5 [4.6-10.3] 5.4 [4.3-7.8] <0.01
Hospital Length of stay of all patients including death (days), median [IQR]? 32.6 [18.5-57.1] 25.4[15.8-46.2] 0.53
Hospital Length of stay among survivors (days), median [IQR]*® 34.4120.4-57.4] 27.3[16.2-46.2] 0.02
Patients who ambulate independently without assistance at hospital discharge, n (%)* 106 (52%) 124 (66%) <0.01
Discharged destination:  Home, n (%)? 83 (53%) 86 (52%) 0.20

Another hospital and rehabilitation center, n (%)? 63 (40%) 70 (42%) 0.07
Nursing home, n (%)?2 10 (6.4%) 10 (6.0%) 0.51
FIM sum value at hospital discharge, median [IQR]? 82 [45-108] 95 [54-118] 0.09
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FIM motor value at hospital discharge, median [IQR]? 56 [23-76] 68 [30-84] 0.05

FIM cognition value at hospital discharge, median [IQR]? 29 [19-35] 30 [19-35] 0.70
The gap of FIM sum value between the beginning of rehabilitation and hospital

. 48 [13-69] 57 [21-80] <0.01
discharge
The gap of FIM motor value between the beginning of rehabilitation and hospital

) 37 [7-57] 46 [17-67] <0.01
discharge
The gap of FIM cognitive value between the beginning of rehabilitation and hospital
d'scr?arZe 9 g d P 8 [0-17] 6 [0-17] 0.26

i

IQR interquartile range, ICU intensive care unit, FIM functional independence measure

4P values were adjusted with the same covariates in the multiple analysis of the hospital mortality, the most clinical important outcome,
including age, body mass index, Charlson comorbidity index, admission source, admission diagnosis: respiratory failure, Sequential
Organ Failure Assessment score on admission, mechanical ventilation, continuous vasopressor, continuous sedation, and steroid use

Table 14. Sequential Organ Failure Assessment O Fij#% Feig:  (5CHik 35 K051 )

Group A Group B Group A Group B
: P value P value

Variables (n=204) (n=187) (n=204) (n=187)
At ICU admission
SOFA sum 7.0[4.0-10.0] 7.0[4.0-10.0] 0.23 7.0 (3.9) 7.5 (4.0) 0.19
SOFA respiratory system 2.0 [1.0-3.0] 2.0 [1.0-3.0] 0.61 2.0 (1.3) 2.1(1.2) 0.58
SOFA cardiovascular system 2.0 [0.0-4.0] 1.0 [0.0-4.0] 0.73 1.9(1.8) 1.8 (1.8) 0.52
SOFA liver 0.0 [0.0-1.0] 0.0[0.0-1.0] 0.72 0.4 (0.7) 0.4 (0.8) 0.65
SOFA kidneys 0.0 [0.0-2.0] 0.0 [0.0-2.0] 0.34 0.9 (1.3) 1.2 (1.5) 0.13
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SOFA coagulation 0.0 [0.0-2.0] 1.0 [0.0-2.0] 0.38 0.9 (1.1) 1.0 (1.2) 0.32
SOFA nervous system 0.0 [0.0-1.0] 1.0 [0.0-2.0] 0.03 0.9 (1.3) 1.1(1.2) 0.09
Maximum SOFA score during ICU stay

SOFA sum 8.0 [5.0-11] 8.0 [5.0-11] 0.87 8.4 (4.3) 8.3(4.3) 0.89
SOFA respiratory system 2.0 [1.0-3.0] 2.0 [1.0-3.0] 0.53 2.2 (1.2) 2.2 (1.2) 0.53
SOFA cardiovascular system 3.0 [0.0-4.0] 3.0 [0.0-4.0] 0.56 2.2 (1.7) 2.0(1.8) 0.35
SOFA liver 0.0 [0.0-1.0] 0.0 [0.0-1.0] 0.23 0.7 (1.0) 0.5(0.9) 0.21
SOFA kidneys 0.0 [0.0-2.0] 0.0 [0.0-2.0] 0.95 1.1(1.4) 1.2 (1.5) 0.66
SOFA coagulation 1.0 [0.0-2.0] 1.0 [0.0-2.0] 0.51 1.1(1.2) 1.2 (1.3) 0.33
SOFA nervous system 1.0 [0.0-2.0] 1.0 [0.0-2.0] 0.16 1.2 (1.4) 1.3(1.3) 0.37
At ICU discharge

SOFA sum 3.0 [2.0-5.0] 2.0 [1.0-4.0] <0.01 |[3.8(2.8) 3.1(2.4) <0.01
SOFA respiratory system 1.0 [1.0-2.0] 1.0 [0.0-1.0] <0.01 |1.3(1.0 0.8 (0.8) <0.01
SOFA cardiovascular system 0.0 [0.0-0.0] 0.0 [0.0-0.0] 0.04 0.3(0.9) 0.1 (0.6) 0.04
SOFA liver 0.0 [0.0-1.0] 0.0 [0.0-0.0] 0.38 04 (0.8) 0.4 (0.8) 0.55
SOFA kidneys 0.0 [0.0-1.0] 0.0 [0.0-1.0] 0.64 0.7 (1.3) 0.6 (1.3) 0.77
SOFA coagulation 0.0 [0.0-1.0] 0.0 [0.0-2.0] 0.16 0.6 (0.9) 0.8(1.2) 0.04
SOFA nervous system 0.0 [0.0-1.0] 0.0 [0.0-1.0] 0.07 0.6 (0.9) 0.4 (0.8) 0.04
Change in SOFA score

between at ICU admission and at maximum 0.0 [0.0-2.0] 0.0 [0.0-1.0] <0.01 1.5(2.2) 0.9 (1.6) <0.01
between at ICU admission and at ICU discharge | 3.0 [0.0-5.0] 4.0 [2.0-6.0] <0.01 3.0(3.3) 4.2 (3.0) <0.01
between at maximum and at ICU discharge 4.0[2.0-6.0] 5.0[2.0-7.0] <0.01 4.2 (3.1) 5.0 (3.0) <0.01

ICU intensive care unit, SOFA Sequential Organ Failure Assessment, Group A= pre-intervention, Group B=post intervention
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Table 15. fig#sFe LG B HIBER 7 v ha— VS AORRMR  (3CHK 35 K05 1H)

Variables Coefficient  95% Confidence interval ~ Standard error t-statistic P value
A. Multiple linear regression analysis of the change in SOFA sum score between at ICU admission and at maximum

Univariate analysis

Intervention: Maebashi Early Mobilization Protocol -0.59 -0.97--0.2 0.20 -3.01 <0.01
Multivariate analysis with regression model?

Intervention: Maebashi Early Mobilization Protocol -0.47 -0.85--0.10 0.19 -2.48 0.01
B. Multiple linear regression analysis of the change in SOFA sum score between at ICU admission and at ICU discharge

Univariate analysis

Intervention: Maebashi Early Mobilization Protocol 1.28 0.64-193 0.33 3.91 <0.01
Multivariate analysis with regression model?

Intervention: Maebashi Early Mobilization Protocol 0.95 0.51-1.39 0.23 4.21 <0.01
C. Multiple linear regression analysis of the change in SOFA sum score between at maximum and at ICU discharge

Univariate analysis

Intervention: Maebashi Early Mobilization Protocol 0.85 0.23-1.47 0.32 2.68 <0.01
Multivariate analysis with regression model?

Intervention: Maebashi Early Mobilization Protocol 0.66 0.25-1.08 0.21 3.16 <0.01

SOFA sequential organ failure assessment, /CU intensive care unit

? the same covariates in the multiple analysis of the hospital mortality, the most clinical important outcome, was used: age, body mass

index, Charlson comorbidity index, admission source, admission diagnosis: respiratory failure, Sequential Organ Failure Assessment

score on admission, mechanical ventilation, continuous vasopressor, continuous sedation, and steroid use
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IV. &%

(1) #F7E 1 (RHIBER 7 v ha— L O BFS &L2 2ERHE) 12DV T

WFZE 113, FIEER O — LM Z M, E- R 208

T EL T T TCWRWICU CTREBER S AT L% H BFIFAFETOT b A%

R, EDLEMZFHLTZ B ARG FEAE SO TO REIEER (2B 92058 T

%, EMNTEL, BERICESED DD DT L KRR ST HRiE R HRER 7 nha— v

(B> TRERZATHZ LT, BIERE OB T, BEET AL T2V Th,

FHBEUR ORI T — L TOBEIR LR UK MED A F HRFEA = - L eV TR 21T

HTLMTE, AARDELDIFBENFIHER+FRHBr LAk ICU a2 AL TE

0 ARFFERERIL AIFFED ICU TRUBERZHEE T LB IC O — Ve T 18725

AIREMED DD,

AR Tl ICU TRIIBERZHEE T 272012, —FHRINATT2ZL

(. AR O FHIBER (T D IERER A T D, BUEE T, FEHIZLDIERELZ D

KHIEN R ESNTET-23[41-44] . FOETITHIST A2 81T, 2R 1 EH A

VLU INEETHD, 2T, FEBRIT ICU OBERIZBH D AR Y 7 %k 517 FEEEGH AT

ZATHZL T, Bltiak CRER ZHEME T DFR O Heh S ik I R EEEE A T2 808 AT

REL72D, TIBIZKIIL L=V AT 2a B R T HI LT, b2hER I ICU TH

HIBER AL L HEE TEH LB 2 b,
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AT PR 7 b — L RBER A TGN/ Te, ERERE ORE
TETLIEER IR DEHL, IR T A A ZIFRH D1 )0V — & — 7oK, A8
RRENST-BREICKHL T 27212, ERIABERZ 338 | BB 5 EDVFEHH
Thd, EHIRFFHEIL, F—=0 7 OWfE T, EIEEE O A2V EBOER T
NAZDFUNTFHALL , FT2 ICU (21T DL MR EHE Ot DRI 2459 LB &
%45, 46], = ORERRE ) LEHRE /1% 7 o ha— VITH A ANDZ & T HRIABER Z
LEPOHIFIHERE TEDD TIIARIEE 2 -, R IRRREZ G D 7 E Rl B
P5HZETICU EBDOEPHENEY , 2D RIZ 2oVl bdH5
[47-49], FERELC, il FHIBER 7 oha— T EERIGFREZLEL T E RS
DI BER T — 203 5T DEER O Wiy (F HEHERIEER 2.6%) [34] L
[FIKMED L M) (TR 1| DR EFRIEAETF:2.2%) CREREZITIZLN TEIL, £
Tz, BIERBOBIEINTIHB W T ERMFR DO AR LZ ESZIERT52872< 62%H D
BFMNICU AN 2 A LANITHRANLLL EORERIREE A B § 52N TET, &
7o, BERFREE B DL L TRz, AT ECMO Lo 7z RUTEER
DFERELE 2 SN TWDIERRT SAA[40, 50] 235 L QOB THL A E RS AER

D LRI BIEERZATIZ LN TET,
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(2) WFgE 2 (FAE FHIEER 7 v ha— L O RERIRGE) (2O T

TG IR 7 v b — LEAER | BeNSE T RIS LUk R O

oD . ABEAR R D 20 R FHERY Tdh o7, ICU DRERR LTI ZE AL

L. A& R BIEER 7 b — /WA BICERE TV M LSEESAHB L Tz,

BEPNFE RO Ll 29 D8R, MfED el vl getEz i RIR S0 5729012, 3L

B ESECRICHE LG 255K T [51-56 | it AR R L U S 28 SR ATT 24T - 7275 il

& R HREAR 7 b — L OB TBENFE R LA BITAHBEL T e, BeSE T

SO LT FIAE LT EAR OligiaslE E Ok, SOFA DIK T AZEIT O, it

LD TIE, ICU AR AEFT DO SEOE bR, FITAERFEBRERFOZE

{EEMIETC R T EAHRIL . SOFA DZEAL B L SR E/ITTIRRERN RO FRIA &

RN Z DB EEHREL TWALS57, 58], FrZ, JEERDIEOUGED KD THRUEICT 57

HESIS9], ZNHDOHE EAMIEORE RI1T—E L T2, 28 SN TIE., BiIE

FIEER 7 v b= — L O SOFA OUCE LA RITHB T2 80D 72, 71

BEPR 7S SOFA % i ESH D AN = A AITARMFZE N BIXIASLNI T 72> TR, Loy

L. WSO TR MERIEIZRB T DOREER O, FLRIEMEY AU DI

AEWSTB RPN R BIFER ICH DT LRSI TDL60, 61], 4, FIEER 25E

ROl aR P U L O R BAR AR T D720 IT S hiiik 7> 7 IMEMTSE

%‘g—@%éo
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ABERRERE DN ClE, 2 BT 4 W CABRERE O THIET L
AERLL . RIRFRZR ABR IR B OHERB At Uz, A5 A FUEER 7 aha—1
D NIHENCABERRER B 2D S8, D 2R3 7 aha— VA% R

OOz, LAATOE FX R RFT U728 Cld, 2R R E 7213 AU T LR )3
FLTHY[21, 221, FHIBER ORI 721 W BB A REEL 7 DITARFFZE 318
TCTholz, RHBERORFHIZDIIL, B x 72T UM AL FEOMAE DR THLIL

DHDEB R HILTND[22, 62-64], AWFZETH, A LR ER IR OF#ME, ICU A=
HATRT - SR BEERE IR O | IRBERE S AREERE D[R] R WNT2 T T N LD YGEDR T
HILTIY, ZOIHRRERIIR M EFLNZEBbihd,

AR IR 7 b — L 03N, ICU OB A BRI B LS E 72,
ICU AZEHNIUNEYT = a2 T BB OFIG | SmAAr, Sifr, BT a2 M LTS
BEOEEITABITIINL , FoABERRE ETO B LA RIS L, FHE
PR OB R i KBRS 57250123 B AN O AL AL LI O BEPR 3R B R M S S h
TWHRL19, 26 KO 7 mha—/VE A#EE (Group B) Tl Z<DEFH N3 H
LUN DS A TE T, kA IR T U NI LBGEIZ D o7 L bivd, BHIE
PEEOBMER O B WIBER 2 AT 52813, BEOIVR W, ZLTIW RV EE L

RS9 22 &M RaNT,
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V. iREESHDORE

A FROHEREEL T, EHHE /N EE L THOZENZEIT B
%o WFFEAE R DM B Y A R T HITIE, KO KRRV o T Y A X TRl E % i
RFIEEATOMEDN DD, Fio, MRBEIFIUTBIT DR IEENR LN LG, K
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