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ABSTRACT

Background: Surgical treatment of patients with morbid obesity is now the most successful way
to return to active life and overcome its effects. Complications during surgery still are varied and
plentiful. One of the most important of these effects is increased bleeding during surgery, which
increases the duration of surgery and possibly the need for reoperation. The use of propranolol
in other surgeries has had a beneficial effect in reducing bleeding, a finding that has not yet been
investigated in bariatric surgery.

Methods and Materials: In the double-blind study, 82 patients were randomly assigned to two
groups receiving propranolol 40 mg or placebo twice daily for one week before surgery. The
patients then underwent gastric bypass surgery. The bleeding, the need for hemostasis, and blood
loss during surgery were evaluated.

Results: Of the studied patients, 24.4% were male and 75.6% were female. The Mean+SD
of BMI in the intervention group was 44.1+4.2 and in the control group was 44.07+3.5 kg/m?
and no difference was observed between the two groups. The mean number of bleeding was
2.13+0.84 and 2.5+1.03 in the intervention and control groups, respectively, and this difference
was statistically significant between the two groups. The time needed for hemostasis in the
intervention and control groups was 7.96+3.85 and 9.67+5.01, respectively, which this difference
was statistically significant. The type of injury was arterial in 79 patients (96.3%) and venous in
3 patients (3.7%), and no statistically significant difference was seen between the two groups
(P=0.967) The mean hemoglobin was 13.6 before surgery and 12.9 after surgery, but there was
no significant difference between the level of hemoglobin before and after the surgery.

Conclusion: The results of this study showed that based on the bleeding components in gastric
bypass surgery patients, propranolol may be useful for reducing bleeding parameters in gastric
bypass surgery.
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1. Introduction

besity is the second leading preventable

cause of death worldwide and surgery is

the most definitive and reliable method

for treating obesity that is becoming

more popular nowadays by introducing
minimally invasive (laparoscopic) surgical procedures.
Despite different statistics in Iran, the prevalence of obe-
sity is estimated to be 30%. The most common obesity
surgeries are gastric banding, sleeve gastrectomy, and
gastric bypass, and despite the increasing popularity of
sleeve gastrectomy, gastric bypass surgery still remains
the gold standard. In this technique, 20-30 cc of the gas-
tric is separated using endo staplers and anastomosed to
the jejunum as Roux-en-Y and has both restrictive and
malabsorptive properties. One of the relatively common
problems with this surgery is staple line bleeding, which
not only requires a lot of time during the surgery for ac-
ceptable homeostasis but also leads to reoperation to con-
trol bleeding. In other surgical procedures, the prophylac-
tic use of propranolol is beneficial in preventing bleeding
[1-4]. For instance, Lay et al. in Taiwan demonstrated that
this drug can be used conveniently and effectively as vas-
cular ligation and reduced the risk of bleeding in esopha-
geal varices in individuals with liver cirrhosis [5]. Lui et
al. in Scotland also found that propranolol is equivalent to
ligation and even better than isosorbide mononitrate [6];
however, no study has been conducted to reduce bleeding
in gastric bypass surgery. Researchers have only tried to
use various artificial and biological staples. For example,
Angrisani et al. explained that bovine pericardial staplers
reduced bleeding [7]. However, invasive methods have
yet been used. We intend to assess the effect of proprano-
lol on intraoperative bleeding in gastric bypass surgery in
patients referring to Rasoul Akram Hospital in a clinical
trial by combining the above two ideas (reduced intraop-
erative bleeding in gastric bypass surgery and the use of
propranolol).

2. Materials and Methods

In this double-blind placebo-controlled randomized
clinical trial, patients (82 patients) who were candidates
for gastric bypass surgery were included. The inclusion
criteria were patients who were candidates for bypass
surgery, Body Mass Index (BMI) above 40 or above 35
with type 2 diabetes, and poorly controlled hyperten-
sion, Nonalcoholic Fatty Liver Disease (NAFLD), non-
alcoholic steatohepatitis (NASH), Obstructive Sleep
Apnea (OSA). Exclusion criteria were patients with
open surgery and those who were prohibited from taking
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propranolol, such as cases with Chronic Obstructive Pul-
monary Disease (COPD), hyperthyroidism, Congestive
Heart Failure (CHF), and glaucoma.

Patients were randomly divided into the test (receiving
40 mg propranolol twice a day one week before surgery)
and control (receiving 40 mg placebo twice a day one
week before surgery) groups by the secretary of the de-
partment using random number tables. The project nurse
followed the patients to make sure that the prescribed
medicine or placebo to be used one week before the
surgery. All surgeries were conducted by one surgeon
to eliminate the confounding factors. The surgeon was
blind to randomization and allocation and had no idea
which group the patient belonged to. The presence/ex-
tent of bleeding was determined based on the number
of bleeding points requiring homeostasis in the view of
the surgeon and the time the surgeon spent to control. It
was estimated to be fixed based on the surgeon’s opinion
to eliminate the confounding factors. The information
was given to the secretary of the department and he/she
entered the coded data in the designed questionnaires.
The bleeding rate was determined based on the follow-
ing criteria: 1. The number of bleeding points requiring
homeostasis; 2. The time needed for homeostasis; and 3.
Difference between hemoglobin levels measured before
surgery and 8 hours after surgery [3].

Because the intraoperative intervention was consid-
ered, no patient lost the follow-up; however, if a patient
found any complications during the laparoscopic surgery
that made us end the surgery or convert the laparoscopic
to open surgery, he/she was excluded from the study and
another patient was replaced to avoid the reduced num-
ber of samples.

Statistical analyses

Data analysis was performed using SPSS statistical
software version 16. In this study, a p-value less than 0.05
was considered statistically significant. The normality of
the data was assessed using the Kolmogorov-Smirnov
test or Histogram Chart. The Chi-square test was used
to compare qualitative variables between groups. To
compare the means of quantitative variables between the
studied groups, the t-test (data with normal distribution)
or the Mann-Whitney test (data with no normal distribu-
tion) were used.
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3. Results

In this study, 82 patients who underwent bypass sur-
gery were included, of whom 41 cases were in the group
receiving propranolol (first group) and 41 patients were
in the placebo group (second group). The mean age
of subjects was 35.246.7 years ranging from 25 to 48
years (Table 1). A total of 20 patients (24.4%) were male
and 62 patients (75.6%) were female and no signifi-
cant difference was seen in sex ratio between the two
groups (P= 0.399). The MeantSD height of patients
was 165.5£7.2 cm ranging from 149 to 182 cm. Also,
the mean weight of patients was 121.3+£16.8 kg ranging
from 94 to 167 kg. The Mean+SD BMI of patients was
44.1+4.2 kg/m? ranging from 36 to 57 kg/m?. No statisti-
cal difference was seen between the two groups in terms
of height, weight, and BMI (Table 2).

The Mean+SD number of bleeding points was
2.3240.96, which was 2.13+0.84 in the propranolol
group and 2.5+1.03 in the placebo group, and no sta-
tistical difference was seen between the two groups
(P=0.108) (Figure 1). The Mean+SD time required for
homeostasis was 9.5+5.44, which was 3.85+7.96 in the
propranolol group and 9.67+5.01 in the placebo group,
and no statistical difference was seen between the two
groups (P=0.149) (Figure 2). The type of injury was
arterial in 79 patients (96.3%) and venous in 3 patients
(3.7%), and no statistically significant difference was
seen between the two groups (P=0.967) (Figure 3). Re-
garding causes of injury, the most common cause was
adipose tissue damage, which was observed in 37 cases.

Table 1. The age of participants in the two groups
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The mean hemoglobin before surgery was 13.6+£1.8 g/
dL, which reached 12.9+1.5 g/dL after surgery, and the
difference between before and after surgery was at the
borderline level (P=0.091). Hemoglobin level before
surgery was 13.9+1.3 g/dL in the propranolol group and
13.3+2.2 in the placebo group and there was no statis-
tically significant difference between the two groups
(P=0.122). Hemoglobin level after surgery was 13.2+1.8
g/dL in the propranolol group and 12.7+1.18 g/dL in the
placebo group and no statistically significant difference
was seen between the two groups (P=0.145) (Figure 4).

4. Discussion

In addition to considerable and lasting weight loss, the
surgery also is associated with other important benefits
to the patient. Recent studies have shown that it can
entirely treat diabetes [8], improve the progression of
cardiovascular diseases [9], and reduce the risk of death
by 35% over time [10, 11]. In a joint study conducted
at several centers on 4776 obese patients undergoing
weight loss surgeries, the mortality rate was 0.03 during
30 days and serious complications were reported in 4.1%
of patients, which is similar to other important surgeries
[12, 13]. From 1998 to 2004, the number of weight loss
surgeries was increased by 800% and reached 121500
[14] and then, 171000 cases in the following year [9].
Since 2005, the number of surgeries for obesity has been
increasing day by day, particularly due to the failure of
non-surgical weight loss procedures (diet, change of
habits, exercise, and drug treatments) [15, 16]. There
are numerous surgical methods for managing morbidity

Group Mean+SD P
Propranolol 35.7+7.02
0.482*
Placebo 34.7+64
‘Independent samples t-test ‘ ABS
Table 2. Anthropometric characteristics of the two groups
MeaniSD
Variable P
Propranolol Placebo
Height (cm) 166.1+8.03 164.8+6.4 0.441
Weight (kg) 122.5+19 120.1+14.5 0.521
BMI (kg/m?) 44.1%4.2 44.07+3.5 0.900
‘Independent sample t-test ‘A BS
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Figure 1. The mean number of bleeding points in the two groups

in obese patients. These surgeries use restrictive proce-
dures, such as laparoscopic adjustable gastric band and
malabsorption procedures, such as jejunoileal bypass.
Some procedures also aim to limit/cause malabsorption.
These surgeries include LRYGB, biliopancreatic bypass,
and duodenal switch, of which LRYGB is the standard
bariatric surgery procedure that accounts for above 70%
of bariatric surgeries [17]. The surgeon’s caution in bar-
iatric surgeries is necessary and he should be aware of
the potential side effects of these procedures to reduce
these complications and improve the control of patients.
Bleeding is very rare after gastric bypass surgery and es-
pecially, during surgery and could be life-threatening for
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the patient; thus, bleeding control is still being debated.
This is becoming more important with an increase in the
number of bariatric surgeries in recent years. Bleeding
(in the first 24 hours) requires a blood transfusion and
could take the patient back to the operating room. Pro-
pranolol is used in various studies as a placebo in reduc-
ing bleeding and is associated with contradictory results.
However, this medicine has not been studied in laparo-
scopic and gastric bypass surgery.

In the present study, there was no significant differ-
ence between the two groups in the number of bleeding
points, the time required for homeostasis, type of vas-
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Figure 2. The mean time (g/dl) required for homeostasis in the two groups
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Figure 3. The causes of bleeding

cular injury, and mean hemoglobin before and after sur-
gery. However, the overall outcomes of the propranolol
group were better than the placebo group.

Avgerinos et al. examined the effect of propranolol
as an additive on sclerotherapy in cirrhotic esophageal
varices and showed that it was not effective on sclero-
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therapy [18]. Wilbur et al. studied 106 cirrhotic patients,
60% of whom underwent propranolol prophylaxis. The
bleeding rate was 41% in patients receiving propranolol
prophylaxis and 73% in other patients and the difference
between the two groups was statistically significant (p-
value=0.04). They concluded that beta-blockers could be
used as a preventative measure for bleeding in esopha-
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Figure 4. Mean difference in hemoglobin levels (g/dl) between the two groups and hemoglobin levels before and after surgery
between the two groups
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geal varices [19]. The results of this study demonstrated
that propranolol is an effective drug on bleeding, which
was in contrast to the present study. This could be owing
to the bleeding rate in two different study cases, as bleed-
ing rate and its prevalence were very high in esophageal
varices, and using a drug to reduce this rate with the
least effect could be the most important therapeutic op-
tion. No case of severe bleeding was seen in the present
study and there was a small number of bleeding points
at the operation site. However, in the present study, no
cases of severe bleeding were observed and the number
of bleeding points at the surgical site, in general, was
small, which in these conditions and the sample size of
these changes were not significant. However, this study
did not reject the positive effect of this drug on bleed-
ing components, and as mentioned, a positive effect was
seen in these components compared to the placebo.

Limitations /strengths

Because the outcome of the intervention during surgery
is estimated, we did not lose the follow-up. However, if
during the laparoscopic surgery, the patient had a com-
plication that we had to end the surgery or the surgery
was changed to open surgery, the patient was excluded
from the study and another patient was replaced to com-
pensate so that the sample size was the same.

5. Conclusion

The results of this study demonstrated a positive effect
of propranolol on bleeding components in patients under-
going gastric bypass surgery, but this difference was not
statistically significant. Because this is the first study in
this field and the initial results indicated a positive effect
of this medicine, the results of this study seem to prove
the necessity of further studies with larger sample sizes.

Ethical Considerations
Compliance with ethical guidelines

There were no ethical considerations to be considered in
this research.

Funding

This research did not receive any grant from funding
agencies in the public, commercial, or non-profit sectors.

Authors' contributions

All authors equally contributed to preparing this article.

lABS

Conflict of interest

The authors declared no conflict of interest.

References

[1] Angrisani L, Furbetta F, Doldi SB, Basso N, Lucchese M, Gi-
acomelli F, et al. Lap Band adjustable gastric banding system:
The Italian experience with 1863 patients operated on 6 years.
Surgical Endoscopy. 2003; 17(3):409-12. [DOI:10.1007 / s00464-
002-8836-4] [PMID]

[2] Wittgrove AC, Clark GW. Laparoscopic gastric bypass,
Roux-en-Y - 500 patients: Technique and results, with 3-60
months follow up. Obesity Surgery. 2000; 10(3):233-9. [DOI:10
.1381/096089200321643511] [PMID]

[3] Chassin JL, Rifkind KM, Sussmann B, Kassel B, Fingaret A,
Drager S, et al. The stapled gastrointestinal tract anastomosis:
Incidence of postoperative complications compared with the
sutured anastomosis. Annals of Surgery. 1978; 188(5):689-92.
[DOI:10.1097,/00000658-197811000-00019] [PMID] [PMCID]

[4] Mehran A, Szomstein S, Zundel N et al. Management of
acute bleeding after laparoscopic Roux-en-Y gastric bypass.
Obesity Surgery. 2003; 13(6):842-7. [DOI:10.1381/0960892033
22618623] [PMID]

[5] Lay CS, Tsai YT, Lee FY, Lai YL, Yu CJ, Chen CB, et al. En-
doscopic variceal ligation versus propranolol in prophylaxis
of first variceal bleeding in patients with cirrhosis. Journal
of Gastroenterology and Hepatology. 2006; 21(2):413-9.
[DOI:10.1111/}.1440-1746.2005.04071.x] [PMID]

[6] Lui HF, Stanley AJ, Forrest EH, Jalan R, Hislop WS, Mills
PR, et al. Primary prophylaxis of variceal hemorrhage: A ran-
domized controlled trial comparing band ligation, propran-
olol, and isosorbide mononitrate. Gastroenterology. 2002;
123(3):735-44. [DOI:10.1053/ gast.2002.35385] [PMID]

[7] Angrisani L, Lorenzo M, Borrelli V, Ciannella M, Bassi UA,
Scarano P. The use of bovine pericardial strips on linear sta-
pler to reduce extraluminal bleeding during laparoscopic gas-
tric bypass: Prospective randomized clinical trial. Obesity Sur-
gery. 2004; 14(9):1198-202. [DOI:10.1381/0960892042387075]
[PMID]

[8] Dixon JB, O'Brien PE, Playfair ], Chapman L, Schachter LM,
Skinner S, et al. Adjustable gastric banding and conventional
therapy for type 2 diabetes: A randomized controlled trial.
JAMA. 2008; 299(3):316-23. [DOI:10.1001/jama.299.3.316]
[PMID]

[9] Sjostrom L, Lindroos AK, Peltonen M, Torgerson J, Boucha-
rd C, Carlsson B, et al. Lifestyle, diabetes, and cardiovascular
risk factors 10 years after bariatric surgery. The New England
Journal of Medicine. 2004; 351(26):2683-93. [DOI:10.1056/ NE-
JMo0a035622] [PMID]

[10] Sjostréom L, Narbro K, Sjostrom CD, Karason K, Lars-
son B, Wedel H, et al. Effects of bariatric surgery on mortal-
ity in Swedish obese subjects. The New England Journal of
Medicine. 2007; 357(8):741-52. [DOI:10.1056/ NEJMo0a066254]
[PMID]



http://annbsurg.iums.ac.ir/index.php?&slct_pg_id=10&sid=1&slc_lang=en
https://doi.org/10.1007/s00464-002-8836-4
https://pubmed.ncbi.nlm.nih.gov/12457216/
https://doi.org/10.1381/096089200321643511
https://doi.org/10.1381/096089200321643511
https://www.ncbi.nlm.nih.gov/pubmed/10929154
https://doi.org/10.1097/00000658-197811000-00019
https://www.ncbi.nlm.nih.gov/pubmed/718296
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC1396764
https://doi.org/10.1381/096089203322618623
https://doi.org/10.1381/096089203322618623
https://www.ncbi.nlm.nih.gov/pubmed/14738667
https://doi.org/10.1111/j.1440-1746.2005.04071.x
https://www.ncbi.nlm.nih.gov/pubmed/16509867
https://doi.org/10.1053/gast.2002.35385
https://www.ncbi.nlm.nih.gov/pubmed/12198700
https://doi.org/10.1381/0960892042387075
https://www.ncbi.nlm.nih.gov/pubmed/15527634
https://doi.org/10.1001/jama.299.3.316
https://www.ncbi.nlm.nih.gov/pubmed/18212316
https://doi.org/10.1056/NEJMoa035622
https://doi.org/10.1056/NEJMoa035622
https://www.ncbi.nlm.nih.gov/pubmed/15616203
https://doi.org/10.1056/nejmoa066254
https://pubmed.ncbi.nlm.nih.gov/17715408/
http://dx.doi.org/10.32598/ABS.10.1.12
https://annbsurg.iums.ac.ir/article-1-315-en.html

[ Downloaded from annbsurg.iums.ac.ir on 2026-04-29 ]

[ DOI: 10.32598/ABS.10.1.12]

ABS

ANNALS OF BARIATRIC SURGERY

[11] Adams TD, Gress RE, Smith SC, Halverson RC, Simper
SC, Rosamond WD, et al. Long-term mortality after gastric
bypass surgery. The New England Journal of Medicine. 2007;
357(8):753-61. [DOI:10.1056/ NEJM0a066603] [PMID]

[12] Flum DR, Belle SH, King WC, Wahed AS, Berk P, Chapman
W, et al. Perioperative safety in the Longitudinal assessment
of bariatric surgery. The New England Journal of Medicine.
2009; 361(5):445-54. [DOI:10.1056/ NEJM0a0901836] [PMID]
[PMCID]

[13] Kemp JA, Finlayson SRG. Outcomes of laparoscop-
ic and open colectomy: A national population-based
comparison. Surgical Innovation. 2008; 15(4):277-83.
[DOI:10.1177/1553350608327171] [PMID]

[14] Zhao Y, Encinosa W. Bariatric surgery utilization and out-
comes in 1998 and 2004: Statistical Brief #23. In: Agency for
Healthcare Research and Quality (US), editor. Healthcare
Cost and Utilization Project (HCUP) Statistical Briefs. Rock-
ville: Agency for Healthcare Research and Quality (US); 2007.
[PMID] [PMCID]

[15] Belle SH, Berk PD, Courcoulas AP, Flum DR, Miles CW,
Mitchell JE, et al. Safety and efficacy of bariatric surgery: Lon-
gitudinal assessment of bariatric surgery. Surgery for Obe-
sity and Related Diseases. 2007; 3(2):116-26. [DOI:10.1016/j.
soard.2007.01.006] [PMID] [PMCID]

[16] American Society for Metabolic & Bariatric Surgery
(ASMBS). Metabolic & bariatric surgery [Internet]. 2021 [Up-
dated July 2021]. Available from: https:/ /asmbs.org/resourc-
es/metabolic-and-bariatric-surgery

[17] Varela JE, Asolati M, Huerta S, Anthony T. Outcomes of
laparoscopic and open colectomy at academic centers. Ameri-
can Journal of Surgery. 2008; 196(3):403-06. [DOI:10.1016/j.
amjsurg.2007.11.030] [PMID]

[18] Rabl C, Peeva S, Prado K, James AW, Rogers S, Posselt
A, et al. Early and late abdominal bleeding after Roux-en-Y
gastric bypass: Sources and tailored therapeutic strategies.
Obesity Surgery. 2011; 21(4):413-20. [DOI:10.1007/s11695-
011-0354-9] [PMID]

[19] Wilbur K, Sidhu K. Beta blocker prophylaxis for pa-
tients with variceal hemorrhage. Journal of Clinical
Gastroenterology. 2005, 39(5):435-40. [DOI:10.1097/01.
mcg.0000159222.16032.98] [PMID]

Winter & Spring 2021. Volume 10. Number 1



http://annbsurg.iums.ac.ir/index.php?&slct_pg_id=10&sid=1&slc_lang=en
https://doi.org/10.1056/NEJMoa066603
https://www.ncbi.nlm.nih.gov/pubmed/17715409
https://doi.org/10.1056/NEJMoa0901836
https://www.ncbi.nlm.nih.gov/pubmed/19641201
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2854565
https://doi.org/10.1177/1553350608327171
https://www.ncbi.nlm.nih.gov/pubmed/19036732
https://pubmed.ncbi.nlm.nih.gov/21938831/
https://www.ncbi.nlm.nih.gov/books/NBK63485/
https://doi.org/10.1016/j.soard.2007.01.006
https://doi.org/10.1016/j.soard.2007.01.006
https://www.ncbi.nlm.nih.gov/pubmed/17386392
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3805365
https://asmbs.org/resources/metabolic-and-bariatric-surgery
https://asmbs.org/resources/metabolic-and-bariatric-surgery
https://doi.org/10.1016/j.amjsurg.2007.11.030
https://doi.org/10.1016/j.amjsurg.2007.11.030
https://pubmed.ncbi.nlm.nih.gov/18718221/
https://pubmed.ncbi.nlm.nih.gov/21240659/
https://doi.org/10.1097/01.mcg.0000159222.16032.98
https://pubmed.ncbi.nlm.nih.gov/15815213/
http://dx.doi.org/10.32598/ABS.10.1.12
https://annbsurg.iums.ac.ir/article-1-315-en.html

This Page Intentionally Left Blank

[ 62-70-9202 Uo J1rJe'swniBnsquue WoJj papeojumod |

[2TT0T'Sav/8652€0T :10a ]


http://dx.doi.org/10.32598/ABS.10.1.12
https://annbsurg.iums.ac.ir/article-1-315-en.html
http://www.tcpdf.org

