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UDRZOVANI HOMEOSTAZY

— zakladni charakteristika zivého organizmu

« Rana narusuje homeostazu — naruseni prirozeného metabolizmu
tkani

- otevreni prostoru pro invazi predatoru

o Imunitni systéem — strazce homeostazy

« Hojeni rany — slozka lokalni a slozka systémova




LOKALNI SLOZKA HOJENI RAN

|. Inflamace
2. Proliferace

3. Remodelace
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3. REMODELACE

Collagen 11

]

=

(6 ) Type 11 collagen
replaced by type |

. Remodelace kolagenu

Collagen |

« Vaskularni regrese

Epidermis

\

¥
e P B e

=
G U S Vétsina chronickych ran jsou vredy z
e =l dlvodu ischemie, diabetu, venostazy,
Blood vessels -
z tlaku.




HYPOXIE A INFEKCE
— jsou zakladni lokalni faktory poruchy hojeni

« Hypoxie nahrava bakterialnimu rustu, snizuje angiogenezi

proliferacni aktivity hojeni

« Infekce prodluzuje inflamacni fazi hojeni (IL-1, TNF-0),

proteazy rozpousti extracelularni matrix,

. Biofilm bakterii chrani bakterie a brani hojeni

=) Ferfuze a oxygenace tkani je systéemovym opatrenim
pro hojeni ran, (+vyznam zmirnéni inflamacni intenzity)




SYSTEMOVE FAKTORY HOJENI

I. Vék —nikoliv' schopnost hojeni ale snizeni rychlosti procesu
hojeni. Cviceni zvysuje

tkanovou regeneraci, snizeni zanetu v rane.

Keylock KT, Vieira V|, Wallig MA, DiPietro LA, Schrementi M, Woods JAExercise
accelerates cutaneous wound healing and decreases wound inflammation in aged
mice. Am | Physiol Regul Integr Comp Physiol. 2008 Jan; 294(1):R 179-84.

2. Pohlavi — estrogeny zlepsuji hojeni ran u zen i muzu

Gilliver SC, Ashworth JJ, Ashcroft GS. The hormonal regulation of cutaneous
wound healing. Clin Dermatol. 2007 Jan-Feb; 25(1):56-62.




3. Stress — nejen hormonalni zmeny

Psychological stress

' I I

Hypothalamus Psychological responses Autonomic nervous system
Hypothalamic-pituitary-adrenal Unhealthy behaviors Sympathetic-adrenal medullary
Glucocorticoid <«— Depression and anxiety  Cigarette smoking Norepinephrine and
hormones, cortisol T Alcohol consumption epinephrineT

\ / Disturbed sleeping l
Poor nutrition
Altered immune response l Hyperglycemia

Impaired wound healing




kbt b o B @ A —— CRT - capilary refeal
time (>4,5s)

RESEARCH Open Access

Clinia_:al assessment of periph_era_l perfusion to « PPI — periheral perfusion

predict postoperative complications after major .

abdominal surgery early: a prospective index (MASIMO, <1,4)

observational study in adults ’

Miched E van Genderen', Jorden Paswe', Jeroen de Jonge’, Ralf P van der Valk™, Alexandre Lima ® TSkIn-dIff o7 rOZdII
teploty kuze predlokti a prstu
(>2st.C)

Table 4 Peripheral perfusion paramete

Baseline D2 D3

Measurement Nonsevere Severe Nonsevere Severe Nonsevere Severe

parameters  complications complications complications complications complications complications

CRT (s) 24 (0.1) 28 (02) 2.7 (0.1) 59 (0.6)° 28(02) 5.7 (07)°

PPI (au) 39(0.3) 29 (03) 39(03) 1.7 (0.4)° 44 (03) 2.2 (05"

Tian-an ('C) 2.1 (02) 25 (0.5) 2.2 (02) 39 (06)° 22 (0.2) 36 (07)°

"a.u,, Arbitrary units; Baseline, Prior to surgery; CRT, Ond postoperative day; D3, Third postoperative day; PP, Peripheral perfusion index;
Takin-dite, FOrearm-to-fingertip skin temperature gradiemplications. Severe complications category comprises grades lll to V complications.
Data are presented as mean £ SE for the total patient specific time point by linear mixed-model analysis.



4. Diabetes — hypoxie z poruchy perfuze a angiogeneze

Diabetes
Hypoxia Keratinocyte dysfunction Higher MMPs Impaired angiogenesis
Fibroblast dysfunction Impaired neovascularization

l

ROS and AGEs

T

Hyperglycemia

Decreased host immunity

Impaired Wound Healing

MNeuropathy

MMP= matrix metalloprotease , ROS= reactive oxygen species, AGE= advanced
glycation end-product




5. Obezita

lokalni charakter rany, komorbidita, = hormonalni a cytokinova

aktivita

Local Wound Conditions Associoted Diseases and Conditions Factors Altering Immune and Inflammatary Responses
1. decreased vascularity in adipose tissue 1. haord to reposition 1. adipekines: leptin, adiponechin, resistin
2. skin folds harbor micro-organisms 2. coronary heart disease 2. cytokines: TNFalpha, IL-1, L4, IL8, I1-10
3. friction coused by skin on skin 3. atherosclerosis 3. chemokines: I8, MCP-1, IP-10
4. increased wound fension 4. type 2 diabetes
5. increased fissue pressure 5. cancer
6. hematoma ond seroma formation 6. hypertension
7. wvenous hypertension 7. dyslipidemio

8. stroke

@. respirafory problems

MCP. monocyte chemoatiractant protein-1; IP-10 inferferon-gamma-inducible protein 10.




6.Alkohol - zvysene riziko infekci (chronicky abusus)

- snizena reaktivita hojeni — akutni vliv alkoholu — snizena
tvorba zanétovych cytokinu, snizena kumulace neutrofilu a

jejich snizena fagocytarni aktivita, snizena angiogeneze

7.Koureni — vasokonstrikce, tkanova ischemie, infekce

- snizena aktivita leukocytu, IL-1, proliferace fibroblastu,
tvorby matrix

- predoperacni preruseni koureni, pripadné pouziti
naplasti zlepsuje hojeni

- existuji i prace, kde mala davka nikotinu zvysuje
angiogenezi a zlepsuje hojeni.

Sorensen LT, Jorgensen LN, Zillmer R, Vange ], Hemmingsen U, Gottrup F (2006). Transdermal nicotine patch enhances type
d | 3 24 /- -




8. Léky - antikoagulace, antiinflamace, antiproliferace
- glukokortikoidy systemove

x glukokortikoidy lokalni — malé davky u chronickych ran
akcelerujt-hojeni(redukee-exsudatu,bolesti-hypergranutact—

- nesteroidni antirevmatika

- chemoterapeutika vcetné biologické lécby (inhibice
angiogeneze)

9. Vyziva - energeticke substraty, vitaminy, stopove prvky,
mineraly

- obecné zameéreni na protein, glukozu, polynenasycené mastne
kyseliny, K, P, Mg, vitaminy A,C, E, D, zinek, meéd’ zelezo




Nonsteroidal anti-inflammatory drugs and the risk of
anastomotic leakage after anterior resection for rectal
%
cancer

e, i = b :
D. Kverneng Hultberg “*, E. Angenete . M.-L. Lydrup ",
9 : o d o :
J. Rutegard °, P. Matthiessen °, M. Rutegard *
* Depariment of Surgical and Perioperative Sciences, Surgery, Umea University, Umea, Sweden

"IJE;mmuEm af Surgery, Institwte of Clinical Sciences, SSORG — Scandinavian Surgical Outcomes Research
Crroup, Sahlgrenska Academy at University of Gothenburg, Sahlgrenska University Hospital/Ostra, Gothenburg,

Abstiract

Background: Nonsteroidal anti-inflammatory drugs (NSAIDs) have been widely used in colorectal surgery due to their opioid-spanng ef-
fect. However, several studies have indicated an increased risk of anastomotic leakage following NSAID reatment, although conflicting
results exist. The pnmary goal of this study was to further examine whether postoperative NSAIDs are independently associated with anas-
tomotic leakage after anterior resection for rectal cancer.

Methods: Patients who underwent anterior resection for rectal cancer during 2007—2013 in 15 different hospitals in three healthcare regions
in Sweden were included in the study. Registry data and information from patient records were retrieved. The association between NSAID
treatment (for at least two days in the first postoperative week) and symplomatic anastomotic leakage (within 90 days) was evaluated with
multiple logistic regression, with adjustment for pertinent confounding factors.

Results: Some 1495 patients were included in the study. OF these, 27% received postoperative NSAIDs for at least two days in the first
postoperative week. Symptomatic anastomotic leakage occurred in 11% and 14% in the NSAID and non-NSAID group, respectively.
With adjustment for confounders, the odds ratio for leakage among patients who received NSAIDs compared with those who did not
was (.88 (95% C1 0.65—1.20). No differences were seen between non-selective and COX-2-selective NSAIDs,

‘ Conclusion: Postoperative NSAID treatment does not seem (o increase the risk of symptomanc anastomotic leakage after anterior résection

for rectal cancer. NSAID use appears to be safe, but a well-powered randomized clinical trnal is warmranted.

sevier Lid, BASD ~ The Association for Cancer Surgery, and the European Society of Surgical Oncology. All nghts reserved.




Medicine
IE-‘_p'EtEI'I'IEIﬁG Review and Meta-Analysis elclne.

Perioperative intravenous glucocorticoids can
decrease postoperative nausea and vomiting
and pain in total joint arthroplasty

A meta-analysis and trial sequence analysis ERREEE
Ping Chen, MM, Xiwen Li, MM®, Lii Sang, MM®, Jiangfa Huang, MM’

Abstract
Background: This meta-anabyss smed to demonstrate the efficacy and salety of |

] W g
nlensity and postoperative nausea and vormiting (PONV) in paBents undergoing glucocorticoids cotrol
Methods: PubMed, Embase, the Cochrane Central Register of Controlled T :
databases were searched for randomized controlad trials (RCTs) comparing intrav PR ; sl
gucocoricoids or sham for patients undergoeng TdA. Outcomes inclidad visual anaio e g A L o
the cocurmenca of POMNY; length of hospital stay; the oocumance of nfaction: and biog s —— e .
rigk ratios (RH) with a 95% confidence interval (CH) for dichotomous outcomes and the o - e oo
1 for continuous outcomes. Tral sequential anabvsis was aed used 1o verily tha po — 13
= - iy D 2 i - AIT.RPR (e
HS - | | (e ] i LR o 1L L0 b, LN |
Mo. of patents  Male, Mean Intervy e — e =gy &
Reference Intervention Contrel %  age, y Anesthesia Equivalency to dexa) ":3:’ .
Sculon 2016 14 13 44 66  SAFA 7.5 mg e '
Kardash 2008 25 %5 50 68 SA 40 myg
Bemeron 2009 25 25 N5 NS A 0mg | A
Mathiesen 2008 & 40 50 &7 SA & mg
Lunn 2013 24 M 44 66 oA 23,43 mygl = e e
Lurn 2011 24 24 M3 GG b 25 myg Saline 2. 34, RCTs 1 mo TEA
Fuji 2005 20 10 53 5B EA 4, 8 and 16 mg saline 4 RCTs 1d THA
Koh 2013 135 134 51 72 SA 10 mg Placabo 2,3.4,7 RCTs 34 THA
Jubes-Elvses 2011 15 15 G2 6B ZAEA 11.3 mg Saine 1,2 3 4,56 7 RCTs 2d TEA
Jubes- Elyzee 2012 17 17 48 6B SRS 11.3 mg Salne 1,2 3, 4,5 6,7 RCTs 3d TEA
McLawham 2016 11 12 51 LT SAEA 11.3 mg Flacebn 2.6 RCTs 24 TEA
Moradles-Munoz 2016 rd 27 50 688 SA B mg Saling 34,7 RCTs 2d TEA
Backes 2013 41 37 68 BB o4 10 mg Placebo 1,2, 3.4, 57 RCTs ad TIA

1= WAS 3 120 2 = VASE 240, 3 = VAS & 48R, 4 = P octurmerde of fasi and vomitng, 5 = iengih of Pospda Sy, & = i bood gucoss, T = e cotuments of nfecion, BA = epiduril snesthesa, NS
= nol stated, RCTs = randomized conbrolied trigs, 54 = sping anesthests, THA = lotel hip srthopizsty, TIA = lobel joinl attropasty, TRA = ot boee arthroolashy
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COH 10 BESSS ) 2R 70 1 B2 M Cardmsmlar D‘i’s-ﬂdeFE
Dexamethason 5mg/den 3 dny
Postoperative glucocorticoid enhances - ’
recovery after endovascular aortic repair for
chronic type B aortic dissection: a single-
center EKDE‘I’iEﬂEE
Mengtao W <! Lei Zhang ", Junmin Bac'', Zhiging Zhao', Gingsheng Lu', A Feng', Chao Song’,
Ran Thou' and Zaiping Jing'
Table 2 Postoperative outcomes
Outcomes DXM (n=52) N-DXM (n=40) P 0 ==
{378
Pain score on the second day 360+021 483+032 0.001 g s };rw _—
T4 I|I|I|""---.._'h__‘.l-‘-
Postoperative hospital stay, days 621 +0.44 048 +036 0658 72 .
ER
Postoperative adverse events, 0313 e L
I8
n (%) *";,f 777
Adverse cardiac events 0 3 {7.5) » 4 ‘{F f#
Adverse cerebrovascular 1 (15) 0 z :l T il
i | ) B
events §of L7 b S (P
= ’.r" H"H;
3-month follow-up, n ) 0718 3 :P/‘\\_I/
Type | endoleak 0 1 (25) E; r— —
A 4
Type |l endoleak 1(19) 1 25) g 20k j.{j "f
DXM dexamethasone group, N-DXM non-dexamethasone group ,i_"f.::."f:’,,_'.;','.';‘..;,f’".",:'; i,n |




BM) Open Preadmission glucocorticoid use and

anastomotic leakage after colon
and rectal cancer resections:

a Danish cohort study

Eva Bjerre Ostantald, "

Danish Coloractal Cancer Group

Rune Erichsan,' John A Baron, ' Ole Thoracius-Ussing,®
Lene Hperrild versen,* Andars H Riis,' Henrik Toft Sorensen,’ on behalf of the

Riziko leaku zalezi na podani

kortikoidu, ale neni vyznamné.

Table 3 Absclute and relative risk (QRs) associating use of glucocorticolds and anasiomotic leakage afier colon cancer resection, Denmark, 2001-2011

Study population, Leakage,
MN=18 190 N=1184 Leakage risk, % Risk difference,” % Unadjusted OR Adjusted ORt
Glucocorticold use n (%) n (%) {95% CI) {95% CI) {95% C1) {95% CI)
Mo s 14041 (77.2) BO7 (75.8) 8.4 (6.0 to 6.8) Referent Raleran Referant
;n; use 4148 (22.8) 287 (24.2) 6.9 (6.0 to B.8) 0.5(-0.3101.4) 1.09 (0.95 10 1.25) 1.05 (089 1o 1.23)
LESE
Current use 345 (1.9) 26 (2.2) 7.5 (5.1 to 10.7) 1.1 {-1.7 10 4.0) 1,19 (0.80 to 1.79) 1.24 (0,82 to 1.88)
Recent use 207 (1.1} 18 (1.5) 8.7 (5.4 to 13.1) e3(=1.6106.2) 1.40 (0.85 to 2.27) 1.43 (0BT lo'2.34)
Im' Lige 2448 (5.2) 53 (4.5) 5.6 (4.3t072) =08 {-2310.7) 0.87 [0.6510°1.15) 0.90 (067 o 1.20)
(F.:12]
Current use 434 (2.4) 32 (2.7) 7.4 (5.2 t0 10.1) 1.0(-15103.5) 1.17 (0.81 to 1.88) 1.04 (0.70 1o 1.53)
Recent use {1.4) 16 (1.4) 6.3 (3.8t099) 0.0 (=31 10 3.0) 0.99 (0.60 to 1.66) 0.96 (0.57 1o 1.62)
Farmar use 742 (4.1) 51(4.3) 6.9 (5.2 to 8.9) 0.5({-1.4102.3) 1.08 (0.81 to 1.45) 1.06 (0.78 1o 1,44)
Intestinal acting use 54 (0.3) 51{0.4) 9.3 (3.6 to 19.1) 2.9 (=4.910 10.6) 1.50 (0.59 to 3.76) 1.47 (0.56 10 3.84)
Mixed usa 1167 (5.4) BE (7.3) 7.4 (6.0 to 9.0) 1.0 (-0.6 10 2.5) 1.17 (0.83 to 1.47) 1.02 (0.78 o 1.35)

‘Walues n parenthesas are 85%. Cls unisss othenwise indcated.
"Calculated by sublracting the estimate for never-use rom that e gucocortiooid usen.

tAdusted for sex, age, Chartson Comorbidity Index scons, American Socioty of Anesthesiologists’ Physical Statug Classilication (ASA) score, infammatony bowel disease, slcoholam, smoking
status, cheonic chstructive pulmonary disorder medications and non-steridal anti-inflammatony drugs.




ABSTRACT

BM} Open PI'EDPEI’EHIIVE SIHglE-dDSE Introduction: Although randomised controlled trials

me thylprednis Dlﬂ ne versus Pl ﬂEEbD have demonstrated that preoperative glucoconicoids
) . ) . may improve postoperative surrogate outcomes among
after major liver resection in adults: patients undergoing major liver resection, evidence

n supporting improved patient-important outcomes is
prﬂtucnl for a randomised controlled lacking. This superiority trial aims to evaluate the effect
; of administration of a bolus of the glucocorticoid
h’]ﬂl methyiprednisolone versus placebo during induction of
anaesthesia on postoperative morbidity among adults
undergoing elective major liver resection.
Alexsander K Bressan,' Derek J Robents,' Sana U Bhatti,! Eljah Dixon,!  Methods and analysis: This will be a randomised,
Francis R Sutherland,! Oliver F Bathe," Chad G Ball' dual-arm, parallel-group, superiority trial. All
consecutive adults presenting to a large Canadian
tertiary care hospital who consent to undergo major
liver resection will be included, Patients aged <18 years
and those currently receiving systemic coricosteroid
therapy will be excluded, We will randomly allocate

oL - - participants to a preoperative 500 mg infravenous
SII’EIIgﬂIS a"d III‘I‘IIIHIIIJIIS DI ““5 SIH d'ﬂ‘ bolus of methylprednisolong versus placebo. Surgical
taam members and outcome assessors will be blinded

to treatment allocation status. The primary outcome

= This randomised controlled trial will evaluate the mezsure il be pestuperthe complatons.
. . econdary outcome measures wall include maortality,
effect of a single preoperative dose of methyl- i T e P,
i Tt 1 - i mmp!'caiinrrs. and blood levels of select
prﬂdm:ﬂﬂlmﬁ on thE “'EId.Enl?E Uf pDBtDpEm’tNE |:|r|::|infllam'nn'.ﬁl'c|:+r!.|I cylokines, acute-phase proteins, and
complications and other patient-important out- labu[mrwt_"w;enaamﬂr I;“;“‘;L w_s’rs_;n f
. . POSIOparatng e d : INCICEMNEE
comes instead of surrogate outcome measures. postoperative c:’n'fmmmns and mortality will be
- ini compared using Fisher's exact test, while the above
e Surglt:al t_mm_ I'I'IEITIEbEFS_, Dﬂftlﬂl[ﬂmﬁ, and DU'I'GDII'IE laboratory urneaﬁurea will be compared using mixed-
assessors will be blinded to study allocation SOk ol WL ik codent v
intercept.
status. Ethics and dissemination: This trial will evaluate
a -l-I.H3 iS a Siﬂgiﬂ'-'ﬂﬂﬂtl'ﬂ ﬁﬂd}f the protective effect of a single prepperative dose of

methylprednisolone on the hazard of postoperative
complications. A report releasing study resulis will be
submitted for publication in an appropriate journal,
approwimately 3 months after finishing the data
collection.

Trial registration number: NCT01997658; Pre-results.




PYODERMA GANGRENOSUM
— terapie kortikoidy




JAMA Dermatology | Consensus Statement

Diagnostic Criteria of Ulcerative Pyoderma Gangrenosum
A Delphi Consensus of International Experts

Emaniial Maverakis, MD; Cheltas b, MD: Kanade Shinkai, MD, PRD; Danid Ficnsnting, MD, PhD: J-E!I’:EpF': Calien, MD;
Lhwe Wodina, MD: Angelo Valerio Marzano, MO: Danésd Wallach, MB: Eyoungmd Eim, Phi: Cowrtney Schadt, MD:
Anthony Ormenod, MO; Maosell A Fung. MO: Andnea Steel, BA; Forum Pated, MD; Rosie Qan, MD; Fiona Crasg, MRCP;
Hywed C, Williames, DSc; Frank Powell, FROP; Alexander Methaey, PhD; Michelle ¥, Cheng, MD

IMPORTANCE Pyoderma gangrenosum is a rare inflammatory skin condition that is difficult to
diagnose. Currently. it is a “diagnosis of exclusion,” a definition not compatible with clinical
decision making or inclusion for clinical trials.

OBJECTIVE To propose and validate diagnostic criteria for ulcerative pyoderma gangrenosum.

4 4 ~ A 4 EVIDENCE REVIEW Diagnostic criteria were created following a Delphi consensus exercise
CaStO P re h I € d nuta d I agn Oza’ using the RAND/UCLA Appropriateness Method. The criteria were validated against

4 -4 : : peer-reviewed established cases of pyoderma gangrenosum and mimickers using k-fold
naIeZ S€ hOI"SI Ch Iru rgICkou cross-validation with methods of multiple imputation.
intervencil.

FINDINGS Delphi exercise yielded 1 major criterion—biopsy of ulcer edge demonstrating
neutrophilic infiltrate—and 8 minor criteria: (1) exclusion of infection; (2) pathergy; (3) history
of inflammatory bowel disease or inflammatory arthritis; (4) history of papule, pustule, or

7 L e N vesicle ulcerating within 4 days of appearing: (5) peripheral erythema, undermining border,
H Iavn I krlte rium: and tenderness at ulceration site; (6) multiple ulcerations, at least 1 on an anterior lower leg;
{7) cribriform or “wrinkled paper” scar(s) at healed ulcer sites; and (8) decreased ulcer size

N (S UtrOﬁ I n |’ | nfl Itra’-t \' b|OPS| | within 1 month of initiating immunosuppressive medication(s). Receiver operating

or characteristic analysis revealed that 4 of 8 minor criteria maximized discrimination, yielding

+4 Z 8 pom OocC n)"c h krité Il sensitivity and specificity of 86% and 90%, respectively.

CONCLUSIONS AND RELEVANCE This Delphi exercise produced 1 major criterion and 8 minor
criteria for the diagnosis of ulcerative pyoderma gangrenosum. The criteria may serve as a

stan OVUj |, d iagn C’)ZU \'4 86% guideline for clinicians, allowing for fewer misdiagneses and improved patient selection for

clinical trials,

JAMA Dermadol. doi: 100007 famadermatol. 20175980
Pubished online February 14, 2018,



World Journal of
Gastrggﬂfgrgjﬂgy Leak v colorektalni anastomoze je v 4-33%

Sulsmil i M Lwrmeig |I|. W WRET |.- el | Gtroestiesl 2006 Augiisl 35; T3} TE2-T1N5
A TG

i Do /v ot o) s Ml s e e s w3 jde o zavaznou komplikaci:
T zvysuje pooperacni letalitu
prodluzuje pooperacni lecbu

Integrated approach to colorectal anastomotic leakage:

S St 5 : . zvysuje naklad
Communication, infection and healing disturbances Y v] . .)' N
zhorsuje kvalitu zivota
Clodt L Sparreboom, Zhol-Qiag Wy, Jia-Fu K, Johan F Langs Znemoznule PrOtInadorovou Ieru

Etiologie dehiscence anastomozy:

|. Operacni defekt — porucha sutury, ischemie, napéti v suture
2. Infekce — absces v anastomoze, peritonitida
3. Porucha hojeni
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