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Clinical Course and Costs of Care for Crohn’s Disease:
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o7 S The Markov cohort analysis projected a future
06 | clinical course, or future “life expectancy,” of 46.4 years
£ for a representative Crohn's disease patient aged 28.1
8 os years at the time of diagnosis (Table 5). The projected
£ i future clinical course consisted of 11.1 years (23.9%) in

medical “remission” (no medications) and 18.9 vyears
(40.7%) in postsurgical “remission” (no medications).

have s}glliﬁcmt impact on future costs of illness. On the
~ other hand, surgery leads to a much more durable

A | , ’ . —— | remission than that induced by medication, raising the

Years After Diagnosis possibility that treatment strategies that feature early

surgery may be more favorable from an economic perspec-
tive than the continued use of expensive medications.

Figure 2. Proportion of Crohn's disease patients in each treatment state by year since diagnosis of Crohn's disease.
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Table 2. Risk of Surgery for Cases of Incident Crohn's Disease and Ulcerative Colitis Overall, Post-1970, Post-1980, Post-1950, and

Post-2000

Crohn's disease (95% CI)

Uleerative colitis (95% CI)

All years of incident cases (after 18955)
Lyear surgery sk
Syoar SUrgery risk
10-vear surgery risk

Incident cases {after 1970)
L-year surgery sk
Seyoar SUrgery risk
10wyear surgery rsk

Incident cases {after 1980)
Lyear surgery rnsk
Seyoar SUrgery risk
10-year surgery risk

Incident cases {after 1990)
Lyear surgery rnsk
Seyoar SUrgery risk
10year surgery risk

Incident cases {after 2000)
Lyear surgery rnsk
Syoar SUrgery risk
10year surgery risk

4.9% (3.8%-6.3%)
11.6% (9.3%-14.4%)
15.6% (12.5%-13.6%)

4.4% (3.5%-5.5%)
10.3% (B.2%-13.0%)
13.5% (10.8%- 16.9%)

4.4% (3.5%-5.6%)
10.6% (B.2%- 13.8%)
11.9% (B.9%-15.9%)

4.1% (2.9%-5.7%)
9.59% (5.9%-14.3%)
13.7% (2.3%-20.3%)

2.7 (1.4%-5.3%)
T.B% (2.5%-23.4%)
MA

MNA, not available bocause there were no studies in this category.
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Effect of Resection Margins on the
Recurrence of Crohn’s Disease in the

Small Bowel

A Randomized Controlled Trial

ANMALS OF SURGERY
Waol, 124, Mo, 4, 363-573
© 1994 Lippancoli-Raven Publishers.
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1040
a0
a0
7
aa

&0
40
30 -
20 -
10 -

% Recurrence Free

0 1 1 1 1 1 1 1 |
0 12 24 i ] 48 G0 2 &4 96

Months

Figure 2. Kaplan-Meier curva. Limited resection group comparned with
extended reseclion group: cumulative recurrence-free rates are nol Sg-
rificantly differant {(log-rank test: p = 0.38).
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Figure 3. HKaplan-Meier curve. Histologic calegories cumulative recur-
rence-ree rates: calegaries 1 and 2 {probably normal margins) compared
with categories 3 and 4 {probable imvobved margins), No significant differ-
ence found (log-rank test: p = 0.31).
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A Meta-Analysis Comparing Conventional
End-to-End Anastomosis vs. Other
Anastomotic Configurations

After Resection in Crohn’s Disease

H mTAavio-TAavia avaoTouwon oXeTi(eTal UE:
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MIKPOTEPO XPOVO VOO NAEiag

YT1101TpO0TTN i010 JE TNC TEAIKOTEAIKAC QVOOTOUWONC
C. Simillis et al, Dis Colon Rectum 2007:50:1674-87

AvaAoya attoTeEAEOPATA KAl ATTO TNV TTPOOTITIKI TUXAIOTTOINUEVN MEAETN
Twv Mc Leed et al DCR 2009
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Short-Term Outcomes after Laparoscopic
lleocolic Resection for Crohn’s Disease

A Systematic Review
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Short-Term Outcomes after Laparoscopic
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Table 2. Overall morbidity (including reoperations)
after ileocolic resection.

Intra-abdominal abscess 10
Table 1. Complications after ileocolic resection requiring reoperation [l EUE UL 1
within 30 days. Anastomotic leakage 7
Wound infection 28
: Wound hemat 3
Intra-abdominal abscess 2 ound hematoma
i lleus/small bowel obstruction 16
Anastomotic leakage 55
o ) ) Urinary tract infection 7
Necrotizing wound infection 1 ]
Pneumonia 6
Small bowel obstruction 1 .
C Fever of unknown origin 2
Total 9 1.5“/)
ot ( °) Atelectase/pneumothorax 4
Cardiovascular 3
Miscellaneous 4

Gotal 91 (15.3%) )




Short-Term Outcomes after Laparoscopic
lleocolic Resection for Crohn’s Disease

A Systematic Review
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Study Laparoscopic  Conventional RD (fixed) Weight  RD (fixed) Study or Laparoscopic  Conventional RD (fixed) Weight  RD (fixed)
or subcategory /N N 95% CI % [95% CIJ subcategory n/N n/N 95% Cl % [95% C1]
RCTs RCTs
Maartense 4430 12/30 —_— 1033 -0.27 [-0.48, -0.05] Maartense 0/30 1/30 1033 -0.03 [-0.12, 0.03]
Milsom 5131 9/29 — 1031 -0.15 [-0.36, 0.06] Milsom 1/31 1/28 1031 0.00([-0.09,0.09]
Subtotal (95% CI) 61 59 = 2064 021 [-0.36, -0.06] Subtotal (95% CI) 61 59 2064 -0.02 [-0.08, 0.03]
Total events: 9 (laparoscopic), 21 (conventional) Total events: 1 (laparoscopic), 2 (conventional)
Test for heterogeneity: x* = 0.59, d.f. = 1 {p = 0.44), I’ = 0% Test for heterogeneity: x° = 0.23, df. = 1 (p=0.63), I = 0%
Test for overall effect: Z =2.71 (p = 0.07) Test for overall effect: Z = 0.54 (p = 0.59)
Non-RCTs Non-RCTs
Alabaz 0/26 0/48 .- 11.61 0.00 [-0.08, 0.08] Alabaz 226 4/48 — 1161 -0.01 [-0.14, 0.12]
Bemelman 3730 TI48 - 12.71 -0.05 [-0.19, 0.10] Bemelman 0/30 2/48 = 1271 -0.04 [-0.12, 0.03]
Benoist 5024 332 - 9.44 0.11 [-0.08, 0.31] Benoist 1/24 1/32 —p— X1 0.01 [-0.08,0.11]
Bergamaschi 4439 5/53 —— 1547 0.01 [-0.12,0.13] Bergamaschi 0/39 0/53 - 1547  0.00 [-0.04, 0.04]
Diamond /12 211 —l— 395 0.10 [-0.37, 0.18] Diamond 0/12 0/11 —— 3.95 0.00 [-0.15,0.15]
Duepree 321 4/24 7.71 0.02 [-0.24, 0.19] Duepree 1/21 0/24 —— 77 0.05 [-0.07,0.17]
Huilgol 4421 319 6.87 0.03 [-0.20,0.27] Huilgol 0/21 019 —— 6.87 0.00 [-0.09, 0.09]
Shore 0/20 1/20 6.88  -0.05[-0.18, 0.08] Shore 0/20 120 —— 6.88  -0.05 [-0.18, 0.08]
Von Allmen /12 218 4.72 0.04 [-0.27, 0.18] Von Allmen 012 016 . 472 0.00[-013,0.13]
Subtotal (95% CI) 205 71 7936 0.00 [-0.06, 0.05] Subtotal (95% CI) 205 271 L 3 79.36  -0.01 [-0.04, 0.03]
Total events: 21 (laparoscopic), 27 (conventional) Total events: 4 (laparoscopic), 8 (conventional)
Test for heterogeneity: x° = 3.03, df. = 8 (p=093), I’ = 0% Test for heterogeneity: x° = 2.29, df = 8(p=0.97), I = 0%
Test for overall effect: Z = 0.12 (p = 0.91) Test for overall effect: Z = 0.34 (p = 0.73)
Total (95% CI) 266 330 100.00  -0.05 [-0.10, 0.01] Tatal (95% CI} 266 330 ‘P 100,00 -0.01 [-0.04, 0.02]
Total events: 30 (laparoscopic), 48 (conventional) Total events: 5 (laparoscopic), 10 {;
Test for heterogeneity: y° = 11.43, df = 10 (p =0.33), I = 12.5% Test for heterogeneity: x* = 2.67, df. = 10 (p = 0.99), I* = 0%
Test for overall effect: Z = 1.66 (p = 0.10) Test for overall effect: Z = 0.54 (p = 0.59)
I I 1 1 I T T T T
=05 <025 0 025 05 05 -0 0 025 05
Favors Favors Favors Favors
laparoscopy open surgery laparoscopy open surgery

Fig. 4. Reported overall morbidity.

Fig. 3. Postoperative complications requiring reoperation.
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ORIGINAL ARTICLE

National Trends and Outcomes for the Surgical Therapy
of Ileocolonic Crohn’s Disease: A Population-Based Analysis
of Laparoscopic vs. Open Approaches

Kelly Lesperance - Matthew J. Martin -
Ryan Lehmann - Lionel Brounts - Scott R. Steele

National Inpatient Sample (NIS) 2000-2004
AoBeveic Crohn 396.911
X/0 (12%) 49.609
AvVOIKTA (94%) 46.783
NQTTapOCKOTTIKG (6%0) 2.826
Noonportnta 15%
OvnoiydétnTa 0,2% AaTrapookoTTIKG
0,9%avoikTd




Risk Factors for Intra-Abdominal
Septic Complications After a First
Ileocecal Resection for Crohn’s
Disease: A Multivariate Analysis
in 161 Consecutive Patients

Arnaud Alves, M.D., Ph.D.,! Yves Panis, M.D., Ph.D.,! Yoram Bouhnik, M.D., Ph.D.,?
Marc Pocard, M.D., Ph.D.,® Eric Vicaut, M.D..> Patrice Valleur, M.D.”

- AttwAgia Bapoug >10% - 4/4 100%

- KopTtikooTepOEION - 3/4 26%

- EvOokoIlAlako ATTéoTnua . 2/4  16%

- Ymrotrpomadadlovrta Etreicddia ‘E¢apong

Dis Colon Rectum 2006: 50: 331-33



Long-term outcomes of laparoscopic

VErsus open 1leocolic resection for

Crohn’s disease: Follow-up of a
prospective randomized trial

Luca Stocchi, MD,” Jeffrey W. Milsom, MD, FACS,” and Victor W. Fazio, MD, FACS,” Cleveland, Ohio,
and New York, NY

Surgery October 2008
Table I. Recurrent disease on 27 LC versus 29 OC paticnts
L (patients, F) O (patients, %) P value

Mean follow-up, yrs (SD) 997 + 3,17 1095 + 1.58 K]
Colonoseopy during followup 18 (66.7%) 22 (75.49%) A5
Endoscopic recurrence 12 (4B.0%) 149 (65.5%) 4
Radiological recurrence 13 (4B.1%) 15 (51.7%) BO
First surgical recurrence 8 (25.9%) B (27.65%) g ]
In-hospital medical reatment for recurrent disease anytime KEEn 1%“ LR 83
Location first recurrence .78

Anastomotic 1% (4B.1%) 12 (41.4%)

Small howel 1 (5.7%) 1 Q%.4%)

Colon 1] 2 (6.9%)
Behavior first recurrence 29

Nonstricluring, nonpenetrating disease 5 (14.8%) 3 (10.5%)

Stricturing 9 (33.3%) B (27.6%)

Penetrating a 4 (15.8%)
Operation for first recurrence 13

Resection and reanastomosis 7 (BE%R) 4 (60%)

Small bowel resection 1] 1(12.5%)

Colonic resection 1} 3 (37.5%)

Strictureplasty alone 1 {12.5%) ]
Laparoscopic resection for recurrent abdominal disease 4 (A0%) 1{12.5%) A1

Li, Laparoscopic leocolectomy; O, wpen ileccolectony,

56 ao0¢eveic
Follow up: 10,5 xpovia = 29 utrotrpotreég (52%) —> 16 etmmaverrepdocis (28,5%)



Cumulative Incidence of Second Intestinal Resection

iIn Crohn’s Disease: A Systematic Review and
Meta-Analysis of Population-Based Studies

Alexandra D. Frolkis, BSc', Debra 8. Lipton, BSc', Kirsten M. Fiest, PhD"**, Mar{a E. Negron, DVM, PhD'4, Jonathan Dykeman, MD'*,
Jennifer deBruyn, MD, MSc', Nathalie Jette, MD, MSc', Talia Frolkis', Ali Rezaie, MD, M5c"?, Cynthia H. Seow, MBBS, MSc?,
Remo Panaccione, MD', Subrata Ghosh, MD' and Gilaad G. Kaplan, MD, MPH, FRCPC'?

Table 2. Overall and stratified risks of second surgery

Ar [ Gastroenterol 2014;

/

5-Year risk
Subgroup
Percent risk analysis Percent risk
(95 ClI) F (%) Q (P value) P value® (95 CI)
Befare 1980 (n=2) 297 (23.7-37.1) 0.0 0.8 (0.38) 446 (37.7-82.7)
1980 and after (n=4)  23.8(22.1-25.5) Bl 7.7 (0.05) 0.10 \%2 (31.2-35.4)

10-Year risk \

Subgroup
analysis
F (%) Q (P value)? P value®

0.0 0.1 (0.82)

117 8017 <001 /




Patel et al. BMC Surgery 2013, 13:14
httpy//www.biomedcentral com/1471-2482/13/14 BMC

Surgery

RESEARCH ARTICLE Open Access

Laparoscopic surgery for Crohn’s disease: a
meta-analysis of perioperative complications and

Iong term outcomes comparea with open surgery

Sunil V Patel ", Sanjay VB Patel', Sreeram V F{amagopalanm"" and Michael C Ott’

34 studies were included in the analysis, and represented 2,519 patients.

Study %
D RR (95% CI) Weight
Alessandroni 2010 —-'-— 0.71 (0.29, 1.71) 16.63
Bergamaschi 2003 0.95 (0.42, 2.14) 19.65
Eshuis 2008 i 0.94 (0.34, 2.59) 12.60
Eshuis 2010 - . 0.57 (0,10, 3.42) 4.03
Lowney 2006 —-—i—— 0.53 (0.20, 1.42) 13.44
Stocchi 2008 —i—-— 1.18 (044, 3.15) 13.44
Tabet 2001 —-—i—— 0.39 (0.12, 1.25) 9.62
Uchikoshi 2004 : - 1.53 (0.37, 6.37) 6.31
Umanskiy 2010 i * . 0.38 (0.02, 7.81) 1.40
da Luz Moreira 2007 - : 0.56 (0.07, 4.61) 2.88
Owverall (l-squared = 0.0%, p = 0.820) ¢’ 0.76 (0.54, 1.11) 100.00
I
a 1 10
Favours Laparoscopic Fawvours Open

Figure 4 Forest plot of surgical recurrence, ['ule ratio 0.78, (95% Cl 0.54 - 1.11, P=017).




Quality of Life after Intestinal Resection
in Patients with Crohn Disease:
A Systematic Review

Francis J.Ha® Louisa Thong® Hanan Khalil>®

Dig Surg 2016

*Faculty of Medicine, Mursing and Health Sciences, and " Centre for Chronic Diseases Management, Monash Rural
Health, Joanna Briggs Centre, Monash University, Moe, VIC, Australia

Table 2. Characteristics of included studies

Author, year published  Study

Number of CD  Study demographics

(1rooL

Follow-up period \

1008 AcBeveig v. Crohn

97% lMpoypaupaTIONEVN EINEOTUPAEKOUN

Mty TTapakoAouBnon : 30 nuépeg = 5 xpovia

‘Evapgn BeATiwong HR QoL oTig 2 €B0.JETA X/0
Kal dl1apKeIa 5 €N

YwnAR Ikavotroinon acBevwy, 181aiTepa PE TV
AQTTOPOCKOTTIKN €TTEURAON

(study period) design patients (total) (gender, age, location)| instrument
Wrishl{:l al. 124], P 174 Male 48% SF-36 6,12, and 18
2015 (2009-2011) Age: 36 (IQR 26-45) 1BDQ months
Location: Australia
Joyee et al, [18], R 691 Male: 45% CGQL 5 years
2013 (2001-2007) Apge: 4l
Location: United State
Sica et al. [20], P 28 Male: 50% TSO 1 year
2008 (2004-2005) Apge: 34
Location: Ttaly
Maartense et al, [19], P 52 (60) Male: 43% SF-36 3 months
2006 (2000-2003) Age: 30 GIQLI
Location: Metherlands
Delaney et al. [17], R 82 Male: 50% CGQL 30 days
2003 (2001-2002) Ape: 40.1£12.5
Location: United State
Thidby et al. [22], R 39 (139) Male: 43% H50Q 16 months (range
2001 (1994-2000) Age: 41 (range 21-77) 3-76)
Location; United State
T'llling{:n:l al, [23], P 16 Male: 63% TTO 24 months
1999 (1992-1993) Age: 315 (IQR 25-41)] DQO
Location: Austria, RFIPC
Germany
Yazdanpanah et al. [25], P 26 Male: 46% SF-36 3 months

1997 (1994 1995)

Age: 29 (range 19-62)
Location: France

RFIPC

_/




The Swedish Crohn Trial: A Prematurely
Terminated Randomized Controlled Trial of
Thiopurines or Open Surgery for Primary
Treatment of lleocaecal Crohn’s Disease

Gerdin L. et al Journal of Crohn's and Colitis, 2016,

Assessed for eligibility (n=43)

#| Declined to participate (n=7}

¥

Randomised (n=36)

¥ b
Allocated to MT (n=18) Allocated to ST (n=18)
Recieved MT (n=18) Received 5T [n=15)

Ind not receive 5T
Not CD¥ on PAD {n=2)
First resection > &0 cm {n=1)

1999 — 2007
Follow up : 5 €1n
QoL: SF36 utrép Tou XEIPOoUpPYIKOU OKEAOUG yia ToV 1° xpOvo
AlakoTTr) HEAETNG AOYW apyou puBuou EvTagng Kal
aAAayn¢ KAIVIKAG TTPAKTIKNAG (IFX).




OPo15 Cost-effectiveness of laparoscopic ileocecal resection
versus infliximab treatment of terminal ileitis in Crohn's
disease: the LIR!C TRIAL

J. de Groof, W. Bemelman, E. Eshuis, T. Gardenbroek, P. Bossuyt, J. Bosmans, H. van Dongen,
B. van Wagensveld, M. Brink, E. Consten, C. Buskens, G. D'Haens, P. Stokkers, C. Ponsioen,
LIR!C Study Group

[MoAukevTpik TuxalotroiNUéVn MEAETN (33 KEvTpa oe OANavdia kal AyyAia)
EvAAikeg aoBeveic pe CD TeAIKOU €IAEOU
Kal atroTuXia oTnv Bepartreia e oTePOEION 1) BeloTTOUpIVES (>3 PAVEQ)
ATTOKAEIONOG: ooBapn OTEVWON, EINEOTUPAEKTOMN, MAKOG VOOOUVTOG >40 €K, atTdoTNUa

~—_
/ Maiog 08- Okt 15
143 aoBeveig
65 aof 70 aoB
IFX AOTTOPOCKOTTIKF EINEOTUPAEKTOMN

* QoL pe xprion tou Inflammatory Bowel Disease Questionnaire (IBDQ) kai
Tou SF-36

* Méon diagopd (MD) a1o IBDQ score: 5.8 yovadeg UTTEP TNG EKTOUNG
(p=0.28)

 MD oT1o SF-36 : 4.8 povadeg utrép TG ekTounNS (p=0.035)

* Méoo kéoToc/aoBevn : 19.655€ oTo IFX kai 10.724€ oTnVv €KTOMN

12th Congress of ECCO, Barcelona 2017




OPo15 Cost-effectiveness of laparoscopic ileocecal resection
versus infliximab treatment of terminal ileitis in Crohn's
disease: the LIR!C TRIAL

J. de Groof, W. Bemelman, E. Eshuis, T. Gardenbroek, P. Bossuyt, J. Bosmans, H. van Dongen,

B. van Wagensveld, M. Brink, E. Consten, C. Buskens, G. D'Haens, P. Stokkers, C. Ponsioen,
LIR!C Study Group

- H xeipoupyikn ekToun (AQTTAPOOKOTTIKI EINEOTUPAEKTOMN)

BeATiwveEl TNV TTO1I6TATA (WNAC TWV a0Bevwy Pe vooo Crohn Tou
TENIKOU €IAEO0U.

- ‘Exel xapunAotepo KOOTOC a1rd TNV Bepartreia pe IFX.

- H AaTTapOoOKOTTIKN EINEOTUPAEKTOUN €ival ATTOOEKT EVOAAAKTIKN
uEB0DOG TNG Beparreiag pe IFX kal



[ Scand. 1. Gastroeni. 6, 479-481, I?Tl.]

REVIEW

Early or Late Operation in the Treatment
of Crohn’s Disease

radical’ surgery at an earlier stage? This prob-
lem is closely connected with the guestion of
the spread of the disease during medical treat-
ment and also with the guestion whether
Crohn's disease is from the beginning restricted
to a small area of gut or is a generalized
allergic or immunological disease involving
more or less the whole gut. There is a great
deal of evidence indicating that a spread, which
means ‘involvement of more and more gut, will
occur during conservative treatment (21, 36,
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Table 1. inical characteristics of patients

Group 1 n. 83 Group 2 n. 124 OR (95%(CI) P
Age at surgery (years) mean (range) 36 (12-78) 36 (14-68) ! ns
Sex (F/M) 35/48 (42% 58%) 53771 (43%./57%) 0.97(0.55-1.71) ns
Smoking (yes/no) 50/33 (60% 40%) 73/51 (60%./40%) 1.05(0.60-1.86) ns
Family history for IBD (yes/no) 677 (T%/93%) 87116 (6% 94%) 1.13(0.37-3.38) ns
Penetrating /non-penetrating (surgical specimen) 34749 (41%/59%) 60/64 [48%./52%0) 0.74(0.42-1.29) ns
Peri-operative morbidity n (%) 11 [5.3) 17 (8.2) 0.96(0.43-2.16) ns
Major perioperative morbidity n (% 5 (6.0 7 [5.6] 1.07(0.33-0.51 ns
Mesalamine prophylactic treatment (yes/no) 46,/37 [55%45%) 98/26 [79%./21%) 0.32(0.17-0.60) 0.0005
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Conclusion
Early surgery prolongs clinical remission compared to surgery per-
formed during the course of the disease, but the natural history of dis-

ease is not modified. Aliment Pharmacol Ther 26, 1303-1312



Clinical course of Crohn’s disease first diagnosed at
surgery for acute abdomen
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Fig. 1. Cumulative probability of a course free of discase from an intestinal resection in the two groups of Crohn's discase patieats (Group A: paticnts with
“diagnosis at Surgery” of CD; Group B: patients with “clinical diagnosis” of CD) (Log Rank test p<0.001).
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Table 3
The use of drugs during clinical course of disease.

Surgical diagnosis (115 patients) Clinical diagnosis (375 patients) OR 95% CI Ji
5-ASA, number (%) 111(96.5) 375(100) 0.03 0.06 0.0029
Antibiotics, number (%) 79(68.7) 240(64) 1.2 0.7-1.9 NS
Steroids, number (%) 69 (60) 301(30.3) 0.3 0.2-0.5 0.0001
Aza/6-MP. number (%) 30(26) 138 (36.8) 0.6 0.3-0.9 0.0450

Infliximab, number (%) 7(6.1) 31(8.3) 0.7 0.3-1.6 NS
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Timing of 1leocolonic resection for symptomatic
Crohn’s disease — the patient’s view
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Mechanisms of Intestinal Failure in

Crohn’s Disease
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From the Intestinal Failure Unit, Department of Surgery, Hope Hospital, Salford, Manchester,

Unifted Kingdom
e DCR 2001
Table 1.
Details of 41 Patients with Intestinal Failure Because of Crohn's Disease
Gender Residual Mumber of ' [B'F,'Iar;:rm Resection
Group n (%) {Male/Female Age (yr) Small-Bowel Small-Bowel R "
. esection to Index
Ratia) Length {cm) Resections
IF {yr)
Primary disease 717.00 4:3 28 (19-47) —_ 0 — —
Uncomplicated sequential 9(22.00 4:5 48 [(2B-5T) B5 (B0-120) 3 (2-8) 17 (3=27) 0.2 (0.1-1.0)
Massive resection associated 25 (81.0) 7:18 48 (20-71) 70 (60-200) 4 {2-T) 0.5 {0.1-1.5)t 2.1 {ﬂ.??—EE.D}‘]
with surgical complications
J
= Intestin Lre.

All data are presanted as median (rangs).
* P = 0.002, Mann-Whitney U test; 1 P = 0.001 Mann-Whitney U test.
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