UNIVERSITATEA DE MEDICINA SI FARMACIE ,,JULIU HATIEGANU”
CLUJ-NAPOCA

STRATEGII DE AMELIORARE A TRATAMENTULUI
CHIRURGICAL AL CANCERULUI COLORECTAL

REZUMATUL TEZEI DE DOCTORAT

DOCTORAND CONDUCATOR STIINTIFIC
DR. ZAHARIE FLORIN PROF. DR. LIVIU VLAD

2012



Cuprins

A. STADIUL ACTUAL AL CUNOASTERII ......ccccooiiiiiiiiiiiiiicieicci i 1

1. Tratamentul chirurgical al cancerului colo-rectal............cccooovvveiieieiieiiecce e 2

2. Factori de management postoperator ce pot influenta evolutia pacientilor cu

interventii chirurgicale pentru cancere colo-rectale.............cccocininiiiiiicicien, 14

B. CONTRIBUTII PERSONALE ......ooiiiiiieceee ettt 30
1. Managementul chirurgical in urgentd al ocluziilor prin cancere colonice si rectale
..................................................................................................................................... 31

L. INEFOAUCETE ... 31

1. Material $1 MELOAA ......ccveeveeeierieiiiee e 32

1. REZUIALE ... 34

IV, DISCULIL 1.veeuvieeieitieieeieettet ettt ettt e e eeesteeseeseesaeesbe s e sbeeneesbeenbeaneenreas 52

Vo CONCIUZIT e 55

..................................................................................................................................... 56
L. INEFOTUCETE ...ttt 56

1. Material $1 MELOAA ......ccveviiiiiiiieiee e 57

. REZUIALE ... 59

IV, DIESCULIL c.vevveveitestiite sttt bbbt 72

V. CONCIUZIT ottt et 78

3. Amputatia de rect asistata laparoscopic versus abord ClasiC ..........cccocevviieniieiieennns 79
L. INEFOTUCETE ...t 79

1. Material $1 MELOAA ......ccvevvieeieeieieieieeee et 80

. REZUIALE ... 81

IV, DISCULIL 1.vvenvieiiietiesie ettt ettt ettt eteesteesseeaaesbeeseesbeesbeesseeneenne e 102

V. CONCIUZIT ot 112

4. Rezectia laparoscopica a cancerului rectal cu excizia completa a mezorectului (TME)



Ii. DISPOZITIV OPEIALO......ccviieieieeie e es 114

Il TehniCa OPEratorie ........ccceiveieiie e 115
IV, REZUIALE ..o 122
V. DISCULIL ettt 126
VI CONCIUZIT v 129
5. CONCIUZIT GENEIAIE ..o 130
6. BIDHOGIAIE ..o 132

Cuvinte cheie: cancer colorectal; ocluzie intestinala; fistuld anastomoticd; amputatie

de rect asistata laparoscopic; rezectie totala a mezorectului; rezectie laparoscopica;

Capitolul 1

Managementul chirurgical in urgenta al ocluziilor prin
cancere colonice si rectale

Material si Metoda

Din 1898 pacienti diagnosticati cu neoplazii colorectale si tratati in cadrul Clinicii
Chirurgie 111 Cluj-Napoca pe o perioada de 10 ani, 635 pacienti S-au prezentat in urgenta cu
diagnosticul de ocluzie intestinald. Dintre acestia au fost exclusi din studiu pacientii cu perforatie
si peritonita asociata, cei la care s-au practicat derivatii interne sau pacientii supusi interventiilor
tip Hartman fara repunere ulterioara in tranzit. Astfel, s-a alcatuit un lot global de studiu de 590

de pacienti.



Rezultate

Lotul | LOTULII
PARAMETRII (1 timp) (2/3 timpi)
Valoare Valoare p
0.373
Varsta 67.89+14.13 68.77+13.96
0.760
Sex (B/F) 140/127 169/154
. 0.453
Mediu (R/U) 161/107 189/134
s 0.671
Comorbiditati 41.94% 41.48%
i 0,074
Hb(g/l) - Mediana (range) 10.3 (6.2), 9.8 (5.1)
Proteine serice totale - Mediana 0.472
(range) 5(1.2) 5.6 (1.1)
o 0.745
Morbiditate generala 25.85% 25.38%
i 0.439
Mortalitatea 9,36% 11.45%
) ) 0.675
Fistula anastomotica 9.73% 10.83%
Durati de spitalizare (zile) 9 15.4 0.029
Administrare antibiotice (zile) 13 16 0,09

Tabelul I. 1: Distributia parametrilor postoperatori studiati pentru cele doua loturi.

Concluzii

Nu se evidentiazd complicatii mai frecvente in interventiile singulare comparativ cu
interventiile seriate. Principalul avantaj al interventiilor intr-un singur timp pentru cancerele
colorectale ocluzive este reprezentat de faptul cd anuleazd neajunsurile unor interventii

chirurgicale seriate cum ar fi stoma si implicatiile psiho-sociale, calitatea scazutd a vietii,

sechelele postoperatorii date de reinterventiile chirurgicale abdominale.




Factorii de risc ai fistulelor anastomotice dupa chirurgia

Capitolul 11

neoplaziilor colo-rectale

Material si Metoda

Au fost analizati retrospectiv 1743 pacienti Supusi rezectiilor colice urmate de
anastomoze primare fara stomii temporare de protectie. Dintre acestia, 1689 pacienti (lotul I) nu

au dezvoltat fistula anastomotica postoperatorie, iar restul de 54 de pacienti (lotul 1) au dezvoltat

fistula anastomotica postoperatorie.

Rezultate:

Parametrul OR 95% ClI p

Pierderea in greutate (>4 kg) 1.0 0.9-1.2 0.832
Obezitatea 1.2 0.8-1.5 0.874
Fumatul 1.2 0.5-1.3 0.893
Uzul de alcool 1.1 0.7-1.4 0.785
Patologia cardiovasculara 1.0 0.8-1.2 0.687
Diabet 13 0.7-1.4 0.787
Patologia pulmonara 1.2 0.9-1.7 0.598
Hemoglobina (<11 mg/dl) 1.4 1.0-1.8 0.026
Leucocitele >10.000/mm3 14 0.9-15 0.687
Proteinele serice< 60g/I 13 1.1-1.7 0.034

Tabelul I1.1: Analiza multivariabila a lotului studiat
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Concluzii

Valorile scazute ale hemoglobinei (Hb) si ale proteinelor serice (PS) totale sunt
semnificativ asociate cu fistula anastomotica; pacientii cu PS<6,0 g/dl si Hb<9,9 mg/dl prezinta

un grad inalt de risc pentru dezvoltarea fistulei anastomotice.

Capitolul I1I

Amputatia de rect asistata laparoscopic versus abord clasic

Material si metoda

Studiul a fost realizat pe un numar de 172 de pacienti diagnosticati cu cancer rectal in
Clinica Chirurgie Ill, in intervalul ianuarie 2008 — 31 decembrie 2011. Dintre acestia, 29 de
cazuri au beneficiat de interventie laparoscopicd, iar restul de 143 au urmat interventia clasica

Miles/Lloyd-Davies.

Rezultate
INTERVENTIE INTERVENTIE
PARAMETRII CLASICA LAPAROSCOPICA
Valoare Valoare p
0,001
Pierderi sangvine intraoperatorii 364.85+223.78 220+104.38
0.005
Reluare alimentatie per os (zile) 2.63+£0.96 2.00£0.65
0,028
Reluare tranzit intestinal (zile) 2.45%0.16 1.92+0.38
0,034
Durata de specializara (zile) 8.05+0.91 10.32+0.45

Tabel I11.1. Parametrii intra si postoperatori la cele doua loturi de pacienti.
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INTERVENTIE INTERVENTIE
PARAMETRII CLASICA LAPAROSCOPICA
NR. % NR. % p
Complicatiile postoperatorii 48 33.6 5 12.8 0.019
Complicatiile plagii 29 20.3 0 0 0.004
Decese postoperatorii 5 3.5 0 0 0.527
Durata operatiei >200 min 103 72,02 3 10,34 <0.001
Administrare antibiotice > 3 zile 86 60,84% 6 20,7 <0.001
Administrare antialgice > 3 doze 89 62,43 6 20,68 <0.001
Mobilizare precoce 28 19,58 20 68,9 0.0002
Durata spitalizare > 6 zile 61 42,65 4 13,8 0.0004

Tabel I11.2. Parametrii intra si postoperatori la cele doua loturi de pacienti.

Concluzii

Rezectia abdominoperineald a cancerului rectal asistata laparoscopic este fezabila, sigura
si eficienta. Poate fi relizatd in conditii depline de siguranta de catre o echipa cu experienta si
reduce rata de complicatii postoperatorii, nevoia de transfuzii de sénge, administrarea de
antibiotice si antialgice, permitand reluarea mai rapida a tranzitului intestinal, scurtand durata de
spitalizare si oferind rezultate estetice superioare.

Pe langa avantajele oferite pacientului (morbiditate si mortalitate scazutd), abordul
laparoscopic ofera avantaje si chirurgului: vizualizarea facila a plexului vezico-prostatic, disectie
facila la nivelul spatiului pelvic, absenta complicatiilor parietale si aderentele scazute

postoperatorii.



Capitolul IV
Rezectia laparoscopica a cancerului rectal cu excizia

completa a mezorectului

Material si metoda
O serie de 10 de pacienti consecutivi cu diagnosticul de neoplasm rectal mijlociu/

superior au fost supusi rezectie de rect pe cale laparoscopica cu excizia totala a mezorectului

(TME).

Tehnica operatorie

Timpii cheie a interventiei chirurgicale, expusi in detaliu in cadrul tezei de doctorat,
includ: expunerea adecvata a regiunii pelvine; mobilizarea colonului sigmoid si ligatura
pediculilor vasculari; mobilizarea flexurii splenice; disectia mezorectului; extragerea piesei

operatorii si realizarea anstomozei colo-rectale.

Rezultate
Durata medie a operatiei [limite] 160 min [120 — 240 min]
Pierderea de sange medie intraoperatorie [limite] 75 ml [50 — 100 mi]
Durata medie de spitalizare [limite] 5,7 zile [2 - 16 zile]
Reluarea tranzitului intestinal pentru gaze (zile) 1,3 zile [1zi- 2zile]
Reluarea alimentatiei lichidiene per os (toti pacientii) Ziualp.o
Suprimare sonda urinara (toti pacientii) Ziua 2 p.o.
Mobilizare activa completa (toti pacientii) Ziua 1 p.o.

Tabelul 1V.2: Datele operatorii si rezultatele post-operatorii pe termen scurt

Nici un pacient nu a necesitat administrarea de antialgice opioide. Morbiditatea

postoperatorie a fost de 10% (1 caz). Un singur pacient a prezentat disfunctie tranzitorie a vezicii
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urinare (incontinenta urinard) in prima zi dupd suprimarea sondei vezicale; disfunctia a disparut
complet pand la externare. Nici un pacient nu a prezentat incontinentd pentru materiile fecale. Nu
am avut nici un caz de supuratie a plagii operatorii si nu am inregistrat nici o complicatie
generald (cardiaca, pulmonara sau de alta naturd). Nu am inregistrat nici un deces.

Perioada medie de urmarire postoperatorie a fost de 9 luni (cu limite cuprinse intre 6 si
12 luni). Nu avem date complete Tn ceea ce priveste complicatiile genitale (impotenta); nu am

inregistrat nici un caz recidiva locala sau la locul de implantare a trocarelor.

Concluzii

TME prin abord laparoscopic este o procedura viabila, sigura si eficientd, cu morbiditate

si mortalitate scazuta avand in acelasi timp toate avantajele abordului minim invaziv.

Concluzii generale

e Dupa repartitia pe sexe a existat o predominantd a cancerului rectal la barbati.

e Repartitia pe decade de varsta a evidentiat o incidentd maxima a neoplasmului rectal in decada
60-70 de ani.

e Consumul de fumat si alcool au reprezentat factor de risc pentru cancerul de rect.

e Manifestarile clinice cele mai frecvente aparute in studiu au fost rectoragiile si alternanta
diareea-constipatie.

e Incidenta redusd a mortalitatii si morbiditatii postoperatorii justifica efectuarea rezectiilor
colice cu anastomoza colo-rectale in acelasi timp operator, in cadrul interventiilor in urgenta
pentru ocluzie intestinala prin cancer colo-rectale.

e Principalul avantaj al interventiilor intr-un singur timp pentru cancerele colorectale ocluzive
este reprezentat de faptul cd anuleaza neajunsurile unor interventii chirurgicale seriate cum ar
fi stoma si implicatiile psiho-sociale, calitatea scazutd a vietii, sechelele postoperatorii date de
reinterventiile chirurgicale abdominale.

e Valorile scazute ale hemoglobinei serice si a proteinelor serice sunt asociate semnificativ cu
fistula anastomotica. Prin urmare, riscul dehiscentei poate fi prezis cu o mai mare acuratete, in
beneficiul pacientilor care necesitd masuri aditionale (administrarea preoperatorie de sange si

de proteine) pentru a imbunatati viabilitatea anastomozei.
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La pacientii la care s-a practicat amputatia de rect pe cale laparoscopica, pierderile sangvine
intraoperatorii, reluarea alimentatie per os (zile), a tranzit intestinal (zile) precum si durata de
spitalizare (zile) au fost semnificativ mai reduse.

Pentru pacientii la care s-a practicat amputatic de rect, mobilizarea postoperatorie a fost
semnificativ mai rapida Tn cadrul lotului cu abord laparoscopic, iar durata interventie
chirurgicale laparoscopice a fost similard cu cea clasica.

Pentru pacientii supusi amputatiei de rect, morbiditatea postoperatorie generala precum si
complicatiile de plaga au fost semnificativ mai mari in cadtul lotului de abord clasic

Pentru pacientii supusi amputatiei de rect, numarul pacientilor ce au necesitat administrarea de
antibiotice > 3 zile, si de antialgice > 3 doze a fost semnificativ mai mic in lotul pacientilor
suputi interventiei pe cale laparoscopica

Pentru pacientii supusi amputatiei de rect, numarul pacientilor ce au necesitat o durata de
spitalizare > 6 zile a fost semnificativ mai mic in lotul pacientilor supusi interventiei pe cale
laparoscopica

Dintre complicatiile postoperatorii aparute dupd amputatia de rect, retenfia urinard a
predominat la pacientii supusi interventiei pe cale laparoscopica, iar supuratiile la cei operati
clasic.

TME prin abord laparoscopic este o procedurd viabila, sigura si eficientd, cu morbiditate si
mortalitate scazuta avand in acelasi timp toate avantajele abordului minim invaziv.
Laparoscopia in mainile unui chirurg cu experientd este o metoda sigura si eficienta, cu o rata
de morbiditate si mortalitate scazutd, permitand totodatd si conservarea sfincterului anal n
interventii chirurgicale cu intentie curativa la pacientii diagnosticati cu neoplasme rectale
joase.

Nu trebuie uitat insda ca, in ciuda multiplelor avantaje, abordul laparoscopic rdmane un
procedeu de chirurgie minim-invazivd avansatd, care datoritd complexitdtii procedurale

prezinta si riscuri importante.
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Chapter1

Emergency surgical management of colon and rectal cancer
occlusions

Material and Methods

Out of 1898 patients diagnosed with colorectal cancer and treated within the Third
Surgical Clinic, Cluj-Napoca, for a period of 10 years, 635 patients came to the emergency unit
with bowel obstruction diagnosis. Among these, patients with associated perforation and
peritonitis, those with internal derivatives or patients who underwent Hartman interventions
without subsequent bowel transit resumption, have been excluded from the study. Thus, the

overall study group comprised 590 patients.
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Results

Series | Series Il
PARAMETERS (1 cycle) (2/3 cycles)
Value Value p
0.373
Age 67.89114.13 68.77+13.96
0.760
Gender (M/F) 140/127 169/154
0.453
Area (rural/urban) 161/107 189/134
. 0.671
Comorbidities 41.94% 41.48%
: 0,074
Hb(g/l) - Median (range) 10.3 (6.2), 9.8 (5.1)
Total serum proteins — median 0.472
(range) 5(1.2) 5.6 (1.1)
. 0.745
General morbidity 25.85% 25.38%
: 0.439
Mortality 9,36% 11.45%
g 0.675
Anastomotic fistula 9.73% 10.83%
Hospital stay (days) 9 15.4 0.029
Antibiotic Administration 0.09
(days) 13 16 ’

Table 1. 1: Distribution of postoperative parameters studied for the two groups.

Conclusions

There is no evidence of more frequent complications in single versus serial interventions.
The main advantage of single interventions for occlusive colorectal cancer is represented by the

fact that they cancel the shortcomings of serial surgery such as stoma and psychosocial

implications, low quality of

reinterventions.

postoperative sequelae due to abdominal
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Chapter 11

Risk factors for anastomotic fistulas after colorectal cancer
surgery

Material and Methods

A number of 1743 patients undergoing colic surgical resections followed by primary
anastomosis without temporary protective stomas were retrospectively analyzed. Of these, 1689
patients (group 1) did not develop postoperative anastomotic fistula, and the remaining 54 (group

I1) developed postoperative anastomotic fistula.

Results
Parameter OR 95% ClI p
Weight loss (>4 kg) 1.0 0.9-1.2 0.832
Obesity 1.2 0.8-15 0.874
Smoking 1.2 0.5-1.3 0.893
Alcohol consumption 11 0.7-1.4 0.785
Cardiovascular pathology 1.0 0.8-1.2 0.687
Diabetes 1.3 0.7-1.4 0.787
Pulmonary pathology 12 0.9-1.7 0.598
Hemoglobin (<11 mg/dl) 1.4 1.0-1.8 0.026
Leukocytes >10.000/mm3 14 0.9-15 0.687
Serum proteins < 609/l 13 1.1-17 0.034

Table 11.1: Multivariate analysis of study group
Conclusions



Low levels of hemoglobin (Hb) and total serum proteins (SP) are significantly associated
with anastomotic fistula; patients with SP<6.0 g/dl and Hb<9.9 mg/dl have a high risk for

developing anastomotic fistula.

Chapter 111

Laparoscopically assisted versus conventional approach in
rectal amputation

Material and methods

The study was conducted on a total number of 172 patients diagnosed with rectal cancer
in Third Surgical Clinic, between January 2008 - December 31st, 2011. Of these, 29 cases
underwent laparoscopic intervention, and the remaining 143 underwent Miles/Lloyd-Davies

conventional intervention.

Results
CONVENTIONAL LAPAROSCOPIC
PARAMETERS INTERVENTION INTERVENTION
Value Value p
0,001
Intraoperative blood loss 364.85+£223.78 220+104.38
0.005
Resume eating by mouth (days) 2.63+£0.96 2.00£0.65
0,028
Resume bowel transit (days) 2.45%0.16 1.92+0.38
: 0,034
Hospital stay (days) 8.05+0.91 10.32+0.45

Table 111.1. Intra and postoperative parameters in the two study groups.




CONVENTIONAL LAPAROSCOPIC
PARAMETERS INTERVENTION INTERVENTION
No. % No. % p
Postoperative complications 48 33.6 5 12.8 0.019
Wound complications 29 20.3 0 0 0.004
Postoperative death 5 3.5 0 0 0.527
Intervention time > 200 min 103 72,02 3 10,34 <0.001
Antibiotic therapy > 3 zile 86 60,84% 6 20,7 <0.001
Antialgic therapy > 3 doses 89 62,43 6 20,68 <0.001
Early mobilization 28 19,58 20 68,9 0.0002
Hospital stay > 6 days 61 42,65 4 13,8 0.0004

Table 111.2. Intra and postoperative parameters in the two study groups.

Conclusions

Laparoscopically assisted abdominoperineal resection of rectal cancer is feasible, safe
and efficient. It can be performed under full safety conditions by an experienced team and it
reduces the rate of postoperative complications, the need for blood transfusions, antibiotics and
painkillers, allowing a faster resumption of bowel transit, shortening the hospital stay and
providing superior aesthetic results.

In addition to patient benefits (low morbidity and mortality), the laparoscopic approach
also offers surgeon advantages: easy vesico-prostatic plexus visualization, easy dissection in the

pelvic area, absence of parietal complications and low postoperative adhesions.
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Chapter 1V

Laparoscopic rectal cancer resection with total mesorectal
excision

Materials and methods

A series of 10 consecutive patients diagnosed with rectal cancer in the middle / upper

rectum underwent laparoscopic rectal resection with total mesorectal excision (TME).

Surgical technique

Key moments during surgery, detailed in the thesis, include: adequate exposure of the
pelvic region, sigmoid colon mobilization and vascular pedicle ligation, splenic flexure
mobilization, mesorectal dissection, extraction of the surgical device, and achievement of

colorectal anstomosis.

Results

Mean surgical time [range] 160 min [120 — 240 min]
Mean intraoperative blood loss [range] 75 ml [50 — 100 ml]
Mean hospital stay [range] 5,7 days [2 — 16 days]
Resumtion of bowel transit of gas (days) 1,3 days [1 zi — 2 days]
Resumtion of liquid nutrition by mouth (all patients) Day 1 p.o

Catheter removal (all patients) Day 2 p.o.

Total active mobilization (all patients) Day 1 p.o.

Table 1V.2: Surgical data and short-term postoperative results

No patient required administration of opioid analgesics. Postoperative morbidity was
10% (1 case). A single patient had transient bladder dysfunction (urinary incontinence) in the

first day after bladder probe removal; the dysfunction completely disappeared until discharge.




No patient had incontinence for faeces. We had no cases of wound suppuration and no general
complication (cardiac, pulmonary or other). There were no deaths.

Mean postoperative follow-up was 9 months (range between 6 and 12 months). We don’t
have full data regarding genital complications (impotence), we recorded no case of local

recurrence or trocar implantation recurrence.

Conclusions
Laparoscopic TME is a feasible, safe and efficient procedure, with low morbidity and

mortality while keeping all the advantages of minimally invasive approach.

General conclusions

* There was a predominance of rectal cancer in men, after gender distribution.

* Age distribution showed a maximum incidence of rectal cancer in 60-70 years of age range.

» Smoking and alcohol consumption were risk factor for rectal cancer.

» The most common clinical manifestations occurring in the study were rectorragies and
diarrhea-constipation alternation.

* Low incidence of postoperative mortality and morbidity justify the performance of colic
resections with colorectal anastomosis within the same surgical time, in emergency interventions
for bowel obstructions by colorectal cancer.

» The main advantage of single interventions for occlusive colorectal cancer is that they cancel
all the shortcomings of serial surgery such as stoma and psychosocial implications, low quality
of life, postoperative sequelae due to abdominal surgical reinterventions.

* Low serum hemoglobin and serum protein values are significantly associated with anastomotic
fistula. Therefore, the risk of dehiscence can be more accurately predicted, for the benefit of
patients requiring additional measures (preoperative administration of blood and protein) in order
to improve the viability of anastomosis.

* In patients who underwent laparoscopic rectal amputation, intraoperative blood loss,

resumption of oral diet (days), resumption of bowel transit (days) and length of hospital stay



(days) had significantly lower values.

* For patients who underwent rectal amputation, postoperative mobilization was significantly
faster in the laparoscopic group, and laparoscopic surgery duration was similar to that of the
conventional approach.

* For patients undergoing rectal amputation, overall postoperative morbidity and wound
complications were significantly higher in the conventional approach group.

* For patients undergoing rectal amputation, the number of patients who required antibiotics
therapy > 3 days, and analgesics therapy > 3 doses was significantly lower in the laparoscopic
approach group.

* For patients undergoing rectal amputation, the number of patients who required hospital stay >
6 days was significantly lower in the laparoscopic group.

» Among the postoperative complications that occurred after rectal amputation, urinary retention
was predominant in patients undergoing laparoscopic intervention, and suppurations in the
conventional group.

* Laparoscopic TME is a viable, safe and efficient procedure, with low morbidity and mortality
while keeping all advantages of minimally invasive approach.

» Laparoscopy in the hands of an experienced surgeon is a safe and effective method, with a low
morbidity and mortality rate, also allowing anal sphincter preservation in surgery with curative
intent in patients diagnosed with low rectal cancers.

» However, despite the many advantages, the laparoscopic approach remains an advanced
minimally invasive surgical procedure, which due to its procedural complexity presents major

risks.
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