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Objectives: To report the experience of performing laparoscopic cholecystectomy (LC) in patients
suffering from sickle cell disease (SCD), and to assess if their postoperative complications can be mini-
mized by shortening the operating time.
Methods: Strict measures were taken to minimize the operating times and duration of pneumo-
peritoneum in SCD patients undergoing LC. Data collected included demographics, preoperative hae-
moglobin, the surgical technique used, operating times, insufflation pressures, perioperative
complications and hospital length of stay.
Results: In the 5-year period from July 2003 to June 2008, 19 patients with SCD underwent elective LC. Of
these, 84% were female. The mean age was 21.5 years. The most common indication for surgery was
symptomatic cholelithiasis (60%). The mean preoperative haemoglobin was 8.2 g/dL. No preoperative
blood transfusions were given. Four patients had preoperative endoscopic retrograde chol-
angiopancreatography (ERCP). Mean operating time was 27.9 min (range 20-45 min) which is 2.5-6
times quicker than most reports in the literature. There was no conversion to open surgery. Mean
hospital length of stay was 2.5 days. Postoperative complications were noted in four patients with painful
crises accounting for 50%. There was no mortality.
Conclusion: The study suggests that if stringent measures are taken to shorten the operating time, LC can
be safely and effectively performed in SCD patients with minimal perioperative complications.

© 2008 Surgical Associates Ltd. Published by Elsevier Ltd. All rights reserved.
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1. Introduction

Sickle cell disease (SCD) is a condition endemic to Africa
although it is currently prevalent in many other countries due to
migrant populations.’ The West Indies is one of the regions where
SCD is highly prevalent, owing to a large population of individuals
of African lineage and diverse inter-racial mixing, Haemolytic
anaemia associated with sickle cell disease predisposes these
patients to an increased risk of developing pigmented gallstones
which increases with age.>> In Jamaica, 9% of children and 83% of
adults with SCD suffer from cholelithiasis.* The incidence and
prevalence of SCD and associated gall bladder disease have not
been well documented for other countries in the Caribbean region.

Cholecystectomy is commonly performed in SCD patients for
symptomatic as well as asymptomatic cholelithiasis and is the most

* Corresponding author. Tel./fax: +1 868 662 4030.
E-mail address: uwi.hariharan@gmail.com (S. Hariharan).

common surgical procedure in this cohort of patients.> They are
unique surgical patients requiring closer attention to prevent per-
ioperative complications. Hence, optimal perioperative manage-
ment of SCD patients undergoing cholecystectomy has always been
a contentious issue.

In the general population, the benefits of laparoscopic chole-
cystectomy (LC) over open cholecystectomy (OC) with respect to
many aspects of perioperative outcome have been established
beyond doubt® However, in SCD patients, some studies have
suggested that OC may be preferable to LC in order to minimize
complications such as postoperative acute chest syndrome
(ACS).7-®

Many pathophysiological changes associated with pneumo-
peritoneum may lead to perioperative complications, which have
been well established in animal studies and in the general pop-
ulation.®! However, few studies have specifically analysed the
causal relationship of factors such as operating time and intra-
abdominal pressure to the development of perioperative compli-
cations in SCD patients. The studies quoting a higher incidence of
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ACS in patients undergoing LC compared to OC, did report relatively
longer operating times in the former.”®

It is known that CO; insufflation during LC can result in hyper-
capnia and respiratory acidosis.”® These changes, which could
precipitate sickling in SCD, would necessarily be related to the
duration of the surgery. Moreover, ACS is often most severe in the
lung bases, the same regions which are underventilated during the
insufflation of the peritoneal cavity in LC. We sought to minimize
the diaphragmatic splinting and physiological changes that
precipitate sickling by shortening the operating times and
decreasing the insufflation pressures. However, it would be
unethical to have a control group within the SCD patients with
longer operating times and higher insufflation pressures, as this
would expose patients to unnecessary risk. We hereby report our
experience with 19 consecutive LCs in SCD patients.

2. Methods

LC in SCD patients was planned meticulously and the following
methods were utilized to ensure a shorter operating time in these
patients;

1. SCD patients were exclusively operated on by the most senior
laparoscopic surgeon (first author) with an experienced assis-
tant and a scrub nurse.

2. Residents and junior surgeons were not allowed to operate on
SCD patients, despite the fact that the procedures were per-
formed in a teaching hospital, where postgraduate residents in
surgery are trained.

3. No teaching was done on SCD cases during the operation.

4, SCD patients were scheduled to have surgery second or third
on the operating list. A previous LC will ensure that the lapa-
roscopic equipment is functioning properly. This will avoid
undue prolongation of the operating time due to malfunc-
tioning equipment.

5. An ultrasonically activated scalpel (Harmonic Scalpel™) was
used to obliterate the cystic artery and dissect the gall bladder
off the liver, and this technique is known to shorten the oper-
ating time.?

6. Patients with suspected choledocholithiasis had preoperative
ERCP and sphincterotomy thus eliminating the need for intra-
operative cholangiography.

2.1. Other perioperative considerations

All SCD patients were admitted 1 day prior to surgery and
received preoperative intravenous hydration. Preoperative hae-
matological and biochemical investigations and abdominal ultra-
sounds were routinely performed.

In all the SCD patients, LC was performed with the standard
four-port technique using 12 mmHg of CO, pneumoperitoneum
created via an open Hassan port technique. Insufflation pressure
was maintained at the minimum that would allow good exposure
for a safe surgery.

All patients underwent standard general anaesthesia with
controlled ventilation using an endotracheal tube. Intraoperatively
they were monitored using automated non-invasive blood pres-
sure, temperature, electrocardiography, pulse oximetry and end-
tidal CO,. All patients received antibiotic prophylaxis during
induction of anaesthesia. It was ensured that the patients received
only warm crystalloids infusion. Postoperatively, all the patients
were given intravenous fluids to maintain hydration, antibiotics,
opioid analgesia, oxygen therapy and kept warm with additional
blankets. Criteria for discharge included: (1) adequate pain control,
(2) the ability to tolerate light diet, (3) ability to ambulate and (4)

ability to void urine. All patients were followed up in the outpatient
clinic at intervals of 2, 6 and 12 weeks postoperatively.

Data recorded included demographics such as age, gender and
ethnicity; clinical data included sickle cell type, preoperative steady
state haemoglobin, transfusion requirements, need for ERCP, indi-
cations for surgery, severity classification of the procedure, opera-
tive time, CO insufflation time, intra-abdominal pressures,
intraoperative and postoperative complications and hospital length
of stay.

2.2. Definitions used for data collection

¢ Steady state haemoglobin was defined as the average of three
previous haemoglobin values taken 3 months apart.

e Severity classification of the procedure categorized patients
from Class I through IV depending on the anatomy of the
patient found during surgery: Class I when the anatomy was
clear without any dissection, Class Il when the anatomy was
discernible after initial dissection, Class Il when the anatomy
was discernible after assiduous dissection and Class IV when
the anatomy was unclear even after extensive dissection.
Operative duration was recorded as the time from the skin
incision for the first port to skin closure of the last port. The
duration of pneumoperitoneum was noted as the time from the
start of CO, insufflation until deflation of the peritoneum.
Hospital length of stay was calculated from the day of admis-
sion to the day of discharge.

Specifically defined complications included painful crisis, acute
chest syndrome, neurological events, renal complications and fever
or infection.

e Painful crisis was defined as non-surgical pain lasting longer
than 24 h requiring narcotic analgesia.

e Acute chest syndrome was defined as the presence of a new
pulmonary infiltrate involving at least one full lung segment.
¢ A neurological event was defined as a change in neurological

status accompanied by neurological findings.

e Renal complication was defined as altered biochemical renal
parameters pointing to renal insufficiency, haematuria, or
proteinuria.

e Fever or infection was defined as a temperature higher than
37.5 °C or documented infection lasting at least 48 h.

3. Results

Between July 2003 and June 2008, 19 SCD patients with
a homozygous SS genotype, had LC.

The mean age was 21.5 years (range 9-37 years) and 17 were
females. The mean steady state haemoglobin was 8.2 g/dL. All the
cholecystectomies were done electively for various indications. The
most common indication was cholelithiasis (58%). Other indica-
tions were choledocholithiasis (15.8%), asymptomatic cholelithiasis
(10.5%), acute-on-chronic cholecystitis (10.5%) and gallstone
pancreatitis (5.2%).

None of the patients received preoperative transfusions.
Preoperative ‘endoscopic retrograde cholangiopancreatography’
(ERCP) was done in four patients, three of whom had a history of
worsening jaundice. All four of them had dilated common bile
ducts (>7 mm diameter) on ultrasound. ERCP was successful in
removing the common bile duct stones and endoscopic sphinc-
terotomy was performed in all four patients.

According to the severity classification of the procedure, 36.8%
were classified as Class I, 58% as Class II, and 5.2% as Class IIL

The operative time ranged from 20 to 45 min with a mean of
27.9 min. The mean duration of pneumoperitoneum was 20.9 min.
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The average intraoperative blood loss was about 50 mL. The mean
hospital length of stay was 2.5 days (range 1.5-7 days).

Clinically significant complications were encountered in four
patients. One patient suffered a complication secondary to
a technical fault in the procedure which led to bleeding from the
cystic artery; this was subsequently corrected by laparoscopic
clipping of the cystic artery stump, 12 h following the first
operation. Two patients had symptoms suggestive of painful
vaso-occlusive crisis. Pain relief was achieved with opioids and
they were discharged symptom-free, although their hospital
length of stay was prolonged by 2 days. The fourth case was
a 10-year old female who developed shortness of breath on the
first postoperative day. She had a unilateral basal consolidation
in the chest radiograph and was treated with oxygen supple-
mentation, chest physiotherapy and antibiotics. She had
complete resolution of symptoms without the need for exchange
transfusion, ICU admission and/or mechanical ventilation. She
remained in the hospital for 7 days postoperatively.

There was no mortality in this case series.

4. Discussion

The main finding of this study is the good perioperative
outcome of LC in SCD patients, with minimal complications. SCD
patients have a relatively higher risk of complications such as
painful crisis, ACS and haemolytic crisis during the perioperative
period, which may be precipitated by hypoxia, dehydration,
hypothermia, infection, severe stress and pain.*

The incidence of postoperative complications in the present
study (16%) is considerably lower than an earlier study from
Jamaica, which reported 38% complications and mortality in one
out of 12 patients.”® Painful crisis was the most common post-
operative complication in the present study, while ACS was the
most common complication in the Jamaican study.””> Only one
patient in the present study had a postoperative pulmonary
complication, although this patient had an earlier episode of ACS, 3
months before the surgery.

In general, LC has been shown to be superior to OC in many
respects such as less postoperative pain, shorter hospitalization,
more favourable cosmetic outcome and improved postoperative
pulmonary function, which is more important in SCD.'®'” However,
in SCD patients, some reports have suggested that an OC might
have fewer complications than LC.”"® There are many possible
reasons for increased perioperative morbidity following LC in SCD
patients. The pathophysiological effects of CO, pneumoperitoneum
in various organ systems are well documented.'? These effects
directly correlate with the amount of intra-abdominal pressure,
duration of insufflation and the patient’s position on the operating
table.'? The alteration in splanchnic perfusion is proportional to the
intra-abdominal pressure and duration of pneumoperitoneum.*
CO; insufflation may cause increased PaCO; leading to respiratory
acidosis and catecholamine release.’®'® Increased duration of
insufflation is independently associated with an increased inci-
dence of hypercapnia.?® ACS, the most common and feared
complication in a SCD patient shows a predilection for the basal
lung regions, which are likely to be underventilated during the CO»
pneumoperitoneum.?! All the aforementioned changes associated
with CO5 insufflation would be more significant as the duration of
CO; pneumoperitoneum increases, and may predispose SCD
patients for sickling in the perioperative period, causing painful
crises as well as ACS.,

Thus, a lower intra-abdominal pressure and a shorter duration
of COy insufflation may assist in limiting the extent of the patho-
physiological changes and positively influence the outcome of
laparoscopic surgeries.!* Most SCD patients are asthenic in stature.
We found that a low insufflation pressure of 12 mmHg used in the

present study provided adequate exposure in SCD patients. We
could avoid higher insufflation pressures usually required in
hypersthenic patients, thus minimizing diaphragmatic splinting in
SCD patients.

Most notably, the studies reporting higher complication rates
following LC in SCD patients also reported significantly longer
operating times than the present study.’™¥ Using the criteria
defined, we were able to achieve an operating time of 28 min which
is 2.5-6 times shorter than the earlier reports (71-192 min).”
Increased duration of surgery also means that the patient remains
anaesthetized for a longer time, which increases the likelihood of
lung complications and postoperative hypoxaemia.?* In our view,
the relatively shorter operating time in the present study could
have been the paramount reason for the minimal perioperative
complications, and we took strict measures to diminish the dura-
tion of surgery.

To reiterate the important point, all SCD patients were exclu-
sively operated on by the senior and the most experienced surgeon
and none was operated upon by residents or junior surgeons. This
not only helped in achieving shorter operating times, but also
a zero conversion to an open procedure. Of note, the previous
studies which reported longer operative times for this procedure
did not discuss the seniority and experience of the operating
surgeon.7“9

In SCD patients, preoperative serial haemoglobin measure-
ments, and optimization by blood transfusion when necessary,
may reduce the risk of perioperative hypoxia.®* Recognition of
the patient’s ‘steady state’ haemoglobin is essential to prevent
unnecessary transfusion. None of the patients in the study had
preoperative transfusions. We follow a conservative approach to
blood transfusion. SCD patients are transfused preoperatively
only if their haemoglobin levels are >1 g/dL below their known
steady state values. Exchange transfusions are considered only if
recommended  specifically by the paediatricians or
haematologists.

Adequate perioperative hydration and analgesia have been
shown to decrease the rate of complications in SCD patients.>** In
the present study, all patients received adequate parenteral anal-
gesia and intravenous fluids postoperatively until they were able to
tolerate normal diet and oral pain medication. Optimization of
patients’ temperature is another factor which needs special atten-
tion in SCD patients. The ambient temperatures in the operating
and recovery rooms are relatively colder. Additionally, general
anaesthesia predisposes patients to hypothermia. Prevention of
hypothermia is vital in SCD patients to minimize sickling, and this
was achieved in the present study by shorter operating times,
warm intravenous fluids and extra blankets.

The study from Jamaica reported that all patients underwent
ERCP.'? In our study, only 21% of patients had ERCP and endoscopic
removal of bile duct stones by sphincterotomy prior to surgery,
avoiding intraoperative cholangiography. This could have further
enabled reduction in the operating times in our study.

The limitation of this study is the lack of a control group but, as
mentioned earlier, it is ethically unacceptable to have this group.
We suggest that in centres where the operating time for LC is
significantly longer, it may be possible to record serial measure-
ments of end-tidal CO,, PaCO, and pH and establish the possible
causal relationship of these factors to perioperative complications.

In conclusion, the present study highlights a good outcome for
LC in SCD patients. More pertinently, LC in these patients should be
performed by a senior and experienced surgeon to achieve shorter
operating times, which may be the key factor in minimizing peri-
operative pulmonary complications. By achieving shorter operating
times at low insufflation pressures, LC could be safely and effec-
tively done in SCD patients and should be considered the preferred
alternative to the traditional open approach.



D. Dan et al. / International Journal of Surgery 7 (2009) 70-73 73

Conflict of interest
None of the authors has any financial disclosures; there is no
conflict of interest in the publication.

Funding
No funding was received for the study.

Ethical approval
Ethical approval was provided by the South West Regional Health
Authority.

References

10.

. Modell B, Darlison M. Global epidemiology of haemoglobin disorders and

derived service indicators. Bull World Health Organ 2008;86:480-7.

. Schubert TT. Hepatobiliary system in sickle cell disease. Gastroenterology

1986;90:2013-21.

. Bond L, Hatty SR, Horn MEC, Dick M, Merie HB, Billingham AJ. Gallstones in

sickle cell disease in the United Kingdom. Br Med | 1987;295:234-6.

. Walker T, Hambleton I, Graham S. Gallstones in sickle cell disease: observations

from the Jamaican cohort study. J Pediatr 2000;136:80-5.

. Leff DR, Kaura T, Agarwal T, Davies SC, Howard ], Chang AC. A nontransfusional

perioperative management regimen for patients with sickle cell disease
undergoing laparoscopic cholecystectomy. Surg Endosc 2007;21:1117-21.

. Hendolin HI, Paakénen ME, Alhava EM, Tarvainen R, Kemppinen T, Lahtinen P.

Laparoscopic or open cholecystectomy: a prospective randomised trial to
compare postoperative pain, pulmonary function, and stress response. Eur J
Surg 2000;166:394-9.

. Delatte SJ, Hebra A, Tagge EP, Jackson S, Jacques K, Othersen Jr HB. Acute chest

syndrome in the postoperative sickle cell patient. J Pediatr Surg 1999;34:188-91.

. Wales PW, Carver E, Crawford MW, Kim PC. Acute chest syndrome after

abdominal surgery in children with sickle cell disease: is a laparoscopic
approach better? J Pediatr Surg 2001:;36:718-21.

. Diarra B, Roudié ], Coulibaly A, Somian FE, Kanga-Miessan JB, Franco D.

Cholecystectomy in sickle cell disease patients: is there more acute chest
syndrome after laparoscopy? A case controlled study. Int J Surg 2008;6:220-3.
Kuntz C, Wunsch A, Bédeker C, Bay F, Rosch R, Windeler ], et al. Effect of
pressure and gas type on intraabdominal, subcutaneous, and blood pH in
laparoscopy. Surg Endosc 2000;14:367-71.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21

22.

23.

Galizia G, Prizio G, Lieto E, Castellano P, Pelosio L, Imperatore V, et al. Hemo-
dynamic and pulmonary changes during open, carbon dioxide pneumo-
peritoneum and abdominal wall-lifting cholecystectomy. A prospective,
randomized study. Surg Endosc 2001;15:477-83.

Gutt CN, Oniu T, Mehrabi A, Schemmer P, Kashfi A, Kraus T, et al. Circulatory and
respiratory complications of carbon dioxide insufflation. Dig Surg 2004;21:
95-105.

Minutolo V, Gagliano G, Rinzivillo C, Li Destri G, Carnazza M, Minutolo O.
Usefullness of the ultrasonically activated scalpel in laparoscopic cholecystec-
tomy: our experience and review of literature. G Chir 2008;29:242-5.
Ghantous S, Al Mulhim S, Al Faris N, Abushullaih B, Shalak F, Yazbeck S. Acute
chest syndrome after splenectomy in children with sickle cell disease. | Pediatr
Surg 2008:43:861-4.

Plummer JM, Duncan ND, Mitchell DI, McDonald AH, Reid M, Arthurs M.
Laparoscopic cholecystectomy for chronic cholecystitis in Jamaican patients
with sickle cell disease: preliminary experience. West Indian Med | 2006;55:
22-4.

Deziel D], Millikan KW, Economou SG, Doolas A, Ko ST, Airan MC. Complications
of laparoscopic cholecystectomy: a national survey of 4292 hospitals and
analysis of 77,604 cases. Am J Surg 1993;165:9-14.

Kane RL, Lurie N, Borbas C, Morris N, Flood S, McLaughlin B, et al. The outcome
of elective laparoscopic cholecystectomy. J Am Coll Surg 1995;180:136-45.
Youssef MA, Al Mulhim A. Physiologic effects of pneumoperitoneum in adults
with sickle cell disease undergoing laparoscopic cholecystectomy (a case
control study). Surg Endosc 2008;22:1513-8.

Mikami O, Kawakita S, Fujise K, Shingu K, Takahashi H, Matsuda T. Catechol-
amine release caused by carbon dioxide insufflation during laparoscopic
surgery. J Urol 1996;155:1368-71.

Wolf Jr JS, Clayman RV, Monk TG, McClennan BL, McDougall EM. Carbon
dioxide absorption during laparoscopic pelvic operation. | Am Coll Surg
1995;180:555-60.

Kokoska ER, West KW, Carney DE, Engum SE, Heiny ME, Rescorla FJ. Risk factors
for acute chest syndrome in children with sickle cell disease undergoing
abdominal surgery. J Pediatr Surg 2004;39:848-50.

Haberkern CM, Neumayr LD, Orringer EP, Earles AN, Robertson SM,
Black D, et al. Cholecystectomy in sickle cell anemia patients: perioper-
ative outcome of 364 cases from the National Preoperative Transfusion
Study. Preoperative Transfusion in Sickle Cell Disease Study Group. Blood
1997;89:1533-42.

Sandoval C, Stringel G, Ozkaynak MF, Tugal O, Jayabose S. Perioperative
management in children with sickle cell disease undergoing laparoscopic
surgery. JSLS 2002;6:29-33.



