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Abstract. The effect of different vasoactive drugs on the pH 
[intracellular pH (pHi)] of gastric mucosa in patients with 
septic shock was evaluated in the present study. According 
to the vasoactive drugs applied, 48 patients with septic shock 
were divided into 3 groups: A, B and C, with 16 cases each. 
Cases of group  A were treated with dopamine, those of 
group B with norepinephrine while those of group C were 
treated with norepinephrine plus dobutamine. The changes 
of pH of gastric mucosa were observed before treatment 
(baseline) and 6, 12, 24 and 48 h after treatment, and the hemo-
dynamic indicators were observed before treatment (baseline) 
and 6 h after administration. The gastric mucosal pH was 
not significantly different between two of the three groups 
before treatment (each at P>0.05). The gastric mucosal pH of 
group A did not change 6, 12, 24 and 48 h after treatment with 
drugs compared with the baseline (all at P>0.05), while the 
gastric mucosal pH in groups B and C were each statistically 
higher at the time points of 6, 12, 24 and 48 h after treatment 
with drugs compared with the respective baselines (all at 
P<0.05). Following treatment with drugs, the gastric mucosal 
pH of group C at all the time points of 6, 12, 24 and 48 h after 
treatment were significantly higher than those of groups A 
and B at the same time points after treatment, while there 
were some statistical differences between groups A and B at 
these time points (6, 12, 24 and 48 h after treatment; P<0.05). 
The hemodynamic indicators of the patients before treatment 
were not significantly different between two of the  three 
groups (all at P>0.05). Compared with the baseline values, the 

mean arterial pressure and the cardiac index of each group 
after treatment were significantly increased, the pulmonary 
capillary wedge pressure and the central venous pressure of 
groups B and C significantly increased (all at P<0.05) and the 
heart rate of group A was significantly increased (P<0.05). 
In conclusion, the gastric mucosal pH of the septic shock 
patients was increased when treated with norepinephrine 
or with dobutamine. Additionally, the gastric mucosal pH 
was significantly higher when the patients were treated with 
dobutamine and norepinephrine in combination than with 
norepinephrine or dopamine alone. Dopamine, norepineph-
rine and dobutamine can improve the systemic hemodynamic 
conditions in patients with septic shock.

Introduction

Septic shock is a disease caused by infection, with abnormal 
blood distribution as the main feature, and with the hypoxic 
ischemic tissues and organs as the major pathophysiological 
changes (1‑3). The gastrointestinal hypoxia remains after the 
blood pressure is corrected. The early monitoring of gastric 
pH can be useful in the diagnosis of the local tissue hypoperfu-
sion and hypoxia, and application in clinical medication (4,5). 
Treatment with vasoactive drugs is an effective means of 
relieving ischemia and hypoxia in tissue and organs.

In the present investigation, of 48 cases with septic shock, 
the gastric mucosal pH was monitored when patients were 
treated either with dopamine or norepinephrine alone or with 
norepinephrine and dobutamine in combination to observe the 
effects of vasoactive drugs on gastric pH (6).

Materials and methods

Clinical data. From July 2002 to December 2006, in total 
48 cases, including 32 males and 16 females aged 15‑83 years 
at an average of 48.9 years, were hospitalized and treated with 
vasoactive drugs for >2 days at the People's Hospital of Lishui 
City (Zhejiang, China). Primary disease included 18 cases 
of severe pulmonary infection, 12 cases of abdominal infec-
tion, 2 cases of skin avulsion plus infection in a large surface, 
6 cases of severe pancreatitis, and 5 cases of acute suppurative 
cholangitis. Two cases of lower limb infection, and 3 cases of 
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thoracoabdominal injuries caused by traffic accidents. The 
48 cases were divided into 3 groups, and the gender, age, acute 
physiology, and chronic health evaluation, hemodynamic indi-
cators and gastric pH prior to treatment were not significantly 
different between the 2 groups (all at P>0.05).

The diagnostic criteria employed for septic shock were: 
i) Patient with clear infected lesions; ii) patients with systemic 
inflammatory response; iii)  systolic blood pressure of 
<90 mmHg (1 mmHg=0.133 kPa), or a decrease in the systolic 
blood pressure by 40 mmHg from the original base that did not 
recover after 1 h of fluid resuscitation, or decreased systolic 
blood pressure recovered and maintained normal only after 
the patients were treated with vasoactive drugs; and iv) patients 
with poor perfusion in tissues. The patients who met the above 
criteria were divided into 3 groups and treated with different 
vasoactive drugs. In group A, 16 patients were treated with 
dopamine (3‑15  µg/kg/min). In group  B, norepinephrine 
(0.05‑0.50 µg/kg/min) was used to treat 16 patients. Group 
C comprised 16 patients who were treated with dobutamine 
(2‑5 µg/kg/min) plus norepinephrine. The mean arterial pres-
sure (MAP) of the 3 groups of patients was at 70‑80 mmHg 
for regulating standards, and the patients were treated with 
adequate fluid resuscitation before medication.

Observation index. i) A catheter was surgically arranged 
in the radial artery to continually monitor the arterial 
pressure and arterial blood gas analysis; ii)  a f loating 
catheter was inserted into the right internal jugular vein to 
monitor the pulmonary capillary wedge pressure (PAWP), 
the cardiac output (CO), and the central venous pressure 
(CVP); iii) a gastric tension tube (TRI16 F; Datex‑Ohmeda, 
Helsinki, Finland) was set through the nose to measure the 
carbon dioxide partial pressure within the gastric mucosa 
(PiCO2), and the pH of gastric mucosa was calculated 
according to the Henderson‑Hasselbalch equation, pH=6.1 
l g [HCO‑3]/PiCO2 x 0.03; and iv) the pH of gastric mucosa 
prior to medication (baseline) and 6, 12, 24 and 48 h after 
administration of hemodynamic changes of each group were 
observed, and the hemodynamic changes at 6 h in each group 
were observed after treatment.

Statistical analysis. Data were presented as mean ± standard 
deviation, processed with SPSS 11.0 software (IBM Corp., 
Armonk, NY, USA) and all treatments were subjected to vari-
ance analysis. The intergroup statistical results were compared 
using the q test and P<0.05 was considered to indicate a statis-
tically significant difference.

Results

Changes of the gastric mucosal pH. The gastric mucosal pH 
values were not significantly different between 2 of the 3 groups 
prior to treatment (baselines, each at P>0.05). The gastric 
mucosal pH of group A did not change 6, 12, 24 and 48 h 
after treatment with drugs compared with the baseline (all at 
P>0.05), while the gastric mucosal pH in groups B and C were 
statistically higher at the time points of 6, 12, 24 and 48 h after 
treatment with drugs compared with the respective baselines 
(all at P<0.05). After treatment with drugs, the gastric mucosal 
pH of group C at the time points of 6, 12, 24 and 48 h after 

treatment were significantly higher than those of group A and 
group B at these same time points after treatment, while there 
were statistical differences between groups A and B at the 6, 
12, 24 and 48 h time points after treatment (all P<0.05). The 
results are shown in Table I.

Hemodynamic changes. Hemodynamic indicators of the 
patients prior to treatment were not significantly different 
between 2 of the 3 groups (all at P>0.05). Compared with 
the baseline values, the MAP and cardiac index (CI) of each 
group after treatment were significantly increased. Following 
treatment, the PAWP and the CVP of groups B and C signifi-
cantly increased (all at P<0.05), albeit the two parameters of 
group A changed only insignificantly. After medication, the 
heart rate of group A (treated with dopamine) significantly 
increased (P<0.05) while the heart rate of the other 2 groups 
increased insignificantly. The results are shown in Table II.

Discussion

Impact of vasoactive drugs on the hemodynamics. The results 
of this study showed that the vasoactive drugs can raise blood 
pressure and oxygen delivery levels. In septic shock patients, 
cardiac dysfunction at varying degrees affected myocar-
dial contractility, reduced CO and resulted in decreased 
blood pressure (7‑9). Vasoactive drugs can increase CO and 
blood pressure because they cause the contraction of blood 
vessels  (10). Norepinephrine mainly affects α‑receptors, 
increases the cardiac after load, but it shows weak cardiac 
effects of β‑receptor (11‑13). The patients in group C were 
treated with norepinephrine and dobutamine, the MAP, 
CI, and other hemodynamic parameters were increased 
and cardiac function significantly improved. The effect of 
β‑adrenergic receptors by dobutamine resulted in the expan-
sion of blood vessels and caused lower blood pressure (14‑16). 
Therefore, blood pressure can be increased and heart function 
improved in patients with septic shock and hypotension if they 
are treated with dobutamine at low dose and norepinephrine 
at normal dose.

Effects of vasoactive drugs on gastric pH. The ideal vasoactive 
drugs are those that can rapidly raise blood pressure, improve 
organ perfusion, and increase gastric mucosal pH.

The choice of vasoactive drugs remains the focus of 
academic debate. Currently, norepinephrine plus dobutamine 
has become the first medication choice for treatment of septic 
shock, they can improve blood perfusion of the whole body, 
especially the blood perfusion of internal organs  (17,18). 
When the shock begins, the use of vasoactive drugs must be 
taken into consideration to maintain MAP at 70‑80 mmHg 
if a fluid resuscitation cannot maintain the blood pressure. 
As a β‑adrenergic receptor agonist, dobutamine can enhance 
the myocardial contractility, increase the CO, reduce the 
peripheral vascular resistance, and improve splanchnic blood 
perfusion (19‑21), in particular, can improve tissue oxygenation 
and play an antishock effect by maintaining or increasing the 
level of oxygen delivery (DO2) or oxygen uptake of tissues. 
The possible reason for norepinephrine playing a role in 
the increase of the splanchnic blood delivery and gastric 
mucosal pH of patients with septic shock is that the positive 
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inotropic effect of β2‑receptor of norepinephrine caused 
an increase of CI, DO2 but did not change the splanchnic 
blood distribution. Compared with the use of norepinephrine 
alone, the use of norepinephrine and dobutamine in combi-
nation can increase CI and gastric mucosal pH significantly 
(P<0.05). Investigators considered that this joint effect of 
norepinephrine and dobutamine is, based on the increase 
of CI followed by the improvement of the splanchnic blood 
perfusion, but also based on the improvement of blood circu-
lation in stomach due to the redistribution of the blood flow 
in mucous layer of the stomach wall (22). The results of the 
present study showed that the gastric mucosal pH was signifi-
cantly increased 6 h after administration of norepinephrine 
and dobutamine in combination (group  C), but the pH 
after treatment with dopamine alone did not clearly change 
(group A). The reason may be that the imbalanced supply 
and demand of local oxygen, or the shortage of blood supply 
caused by redistribution and short circuit of blood flow in 
gastrointestinal mucous membrane. In this study, the gastric 
mucosal pH of the norepinephrine‑treated patients (group B) 
increased to a certain extent but was insignificantly different 
from that of patients treated with norepinephrine plus dobu-
tamine (group C). The reason for this was that the strong 
vasoconstriction effects of norepinephrine may still affect 
the visceral blood perfusion (23‑25).

The results suggested that the use of norepinephrine and 
dobutamine in combination can more effectively improve the 
splanchnic perfusion in comparison to the use of dopamine or 
norepinephrine alone, and the co‑effect of norepinephrine and 
dobutamine may be related to the changes of intestinal blood 
flow distribution by dobutamine.

Significance of monitoring the pH of the gastric mucosa. 
The gastric mucosal pH is a sensitive indicator reflecting 
the ischemia and hypoxia of gastric mucosa, suggesting that 
successful resuscitation concealed the risk of visceral isch-
emia, especially the risk of gastrointestinal ischemia (26,27). 
The normal pH value is  7.38±0.03, while reduced gastric 
mucosal pH indicated the presence of hypoxia and hypoperfu-
sion in intestinal tissue. At 2‑3 days prior to the dysfunction of 
multiple organs, visceral hypoperfusion was evident (28). The 
oxygenation obstacles appeared initially in the gastrointestinal 
mucosa and the gastric mucosa recovered later. Sometimes the 
pH of gastric mucosa is at a low value after the systemic moni-
toring indicators have returned to normal. The low value of 
the gastric mucosal pH is a recessive shock (29). At this point, 
the patient should be treated continually for resuscitation until 
the gastric mucosal pH is corrected. Therefore, the continuous 
dynamic monitoring of the pH is important for ischemia of the 
gastrointestinal tract. The key points to shock resuscitation are 
the improvement of tissue hypoperfusion and the reversing of 
tissue ischemia and hypoxia, and the measurements for these 
purposes are the use of vasoactive drugs and the addition 
of blood volume vasoactive drugs have different effects on 
gastric mucosal pH (30). Although lactic acid is a systemic 
index for adequacy of tissue perfusion, the blood flow is not 
evenly distributed into all types of tissue beds. Local tissues 
are subjected to hypoperfusion even though the overall perfu-
sion index is normal. The gastric mucosal pH is a sensitive 
indicator for monitoring the blood perfusion of local tissues of 
patients with septic shock (31). Gastrointestinal ischemia can 
cause increased gastrointestinal permeability, the transfer of 
bacteria and toxins through the intestinal wall, the release of 

Table II. Hemodynamic indicators before (baseline) and 6 h after medication (mean ± SD).

Groups	 MPA, mmHg	 HR, times/min	 PAWP, mmHg	 CVP, mmHg	 CI, l/min

Baseline	 61±8.1	 116±23.6	 10.0±2.2	 7.0±2.3	 4.0±0.7
A	 76±4.2a	 136±23.5a	 11.4±2.1	 8.0±2.7	 5.4±0.8a

B	 75±4.9a	 116±16.2	 14.0±1.8a	 15.0±2.8a	 4.8±1.1a

C	 75±5.0a	 118±21.3	 14.0±1.6a	 14.8±3.0a	 5.5±1.1a

aAt P<0.05 compared with the baseline. MPA, mean arterial pressure; HR, hazard ratio; PAWP, pulmonary capillary wedge pressure; 
CVP, central venous pressure; CI, cardiac index.

Table I. Gastric mucosal pH of 3 groups before (baseline) and after medication (mean ± SD).

	 Time points after treatment
	 ---------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------
Groups	 Baseline	 6 h	 12 h	 24 h	 48 h

A	 7.21±0.21	 7.23±0.13	 7.24±0.21	 7.25±0.22	 7.25±0.03
B	 7.20±0.25	 7.27±0.17a	 7.27±0.25a	 7.27±0.02a	 7.28±0.03a

C	 7.20±0.23	 7.37±0.21a,b	 7.37±0.21a,b	 7.37±0.24a,b	 7.38±0.02a,b

aAt P<0.05 compared with the baseline in the same group. bAt P<0.05 compared with groups A and B at the same time point after treatment. 
SD, standard deviation.
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large amounts of inflammatory mediators, and lead to sepsis, 
which is the initiating factor for multiple organ dysfunction 
syndromes. It has been found in recent years that gastric 
mucosal pH can be used as an important indicator to test the 
effective recovery of the shock resuscitation and as a warning 
for the complications after resuscitation (32). Thus, the present 
findings have shown that the use of vasoactive drugs cannot 
correct the pH of the gastric mucosa even if the arterial blood 
pressure and systemic hemodynamics have been corrected and 
the results indicated that the simple increase of the arterial 
blood pressure in septic shock is clearly insufficient, therefore, 
attention should be paid to splanchnic perfusion.

Acknowledgements

The present study was supported by the Medical Key Subject 
of Science and Technology project in Lishui (Zhejiang, China), 
no. 2010ZDXK13.

References

  1.	Liu W, Shan LP, Dong XS, Liu XW, Ma T and Liu Z: Effect of 
early fluid resuscitation on the lung in a rat model of lipopolysac-
charide‑induced septic shock. Eur Rev Med Pharmacol Sci 17: 
161‑169, 2013.

  2.	Zangrillo A, Putzu A, Monaco F, et al: Levosimendan reduces 
mortality in patients with severe sepsis and septic shock: 
A meta‑analysis of randomized trials. J Crit Care: May 29, 2015 
(Epub ahead of print).

  3.	Adamik B, Zielinski S, Smiechowicz J and Kübler A: Endotoxin 
Elimination in Patients with Septic Shock: An Observation 
Study. Arch Immunol Ther Exp (Warsz): Jun 21, 2015 (Epub 
ahead of print).

  4.	Daviaud F, Grimaldi D, Dechartres A, Charpentier J, Geri G, 
Marin N, Chiche JD, Cariou A, Mira JP and Pène F: Timing and 
causes of death in septic shock. Ann Intensive Care 5: 58, 2015.

  5.	Dell'Anna AM and Taccone FS: Early‑goal directed therapy for 
septic shock: is it the end? Minerva Anestesiol 81: 1138‑1143, 
2015.

  6.	Khan MS, Ishaq MK and Jones KR: Gas‑Forming Pyogenic 
Liver Abscess with Septic Shock. Case Rep Crit Care 2015: 
632873, 2015.

  7.	Cabrera JL and Pinsky MR: Management of septic shock: 
a protocol‑less approach. Crit Care 19: 260, 2015.

  8.	Yang Y, Qiu HB, Tan Y, et al: Effects of dobutamine in combi-
nation with norepinephrine and dopamine on the splanchnic 
perfusion in sheep with septic shock. Chin Emerg Med Crit 
Dis 15: 658‑661, 2003 (In Chinese).

  9.	Haibo Q: Applied evaluation of vasoactive drugs for septic shock. 
Chin Med J (Engl) 92: 1006, 2002.

10.	Tripanichkul W and Jaroensuppaperch EO: Ameliorating effects 
of curcumin on 6‑OHDA‑induced dopaminergic denervation, 
glial response, and SOD1 reduction in the striatum of hemipar-
kinsonian mice. Eur Rev Med Pharmacol Sci 17: 1360‑1368, 2013.

11.	Testa A, Giannuzzi R, Sollazzo F, Petrongolo L, Bernardini L and 
Dain S: Psychiatric emergencies (part II): Psychiatric disorders 
coexisting with organic diseases. Eur Rev Med Pharmacol Sci 
17 (Suppl 1): 65‑85, 2013.

12.	Fenli S, Feng W, Ronghua Z and Huande L: Biochemical 
mechanism studies of venlafaxine by metabonomic method in rat 
model of depression. Eur Rev Med Pharmacol Sci 17: 41‑48, 2013.

13.	Abdel‑Salam OM, Salem NA, El‑Shamarka ME, Hussein JS, 
Ahmed NA and El‑Nagar ME: Studies on the effects of aspartame 
on memory and oxidative stress in brain of mice. Eur Rev Med 
Pharmacol Sci 16: 2092‑2101, 2012.

14.	Ozcan S, Soydan A and Tamam L: Supersensitivity psychosis in 
a case with clozapine tolerance. Eur Rev Med Pharmacol Sci 16 
(Suppl 4): 70‑73, 2012.

15.	Brunetti M, Di Tizio L, Dezi S, Pozzi G, Grandinetti P and 
Martinotti G: Aripiprazole, alcohol and substance abuse: 
a review. Eur Rev Med Pharmacol Sci 16: 1346‑1354, 2012.

16.	Jiang LH, Liang QY and Shi Y: Pure docosahexaenoic acid can 
improve depression behaviors and affect HPA axis in mice. Eur 
Rev Med Pharmacol Sci 16: 1765‑1773, 2012.

17.	Nastro Siniscalchi E, Gabriele G and Cascone P: Palatal fistula 
resulting from cocaine abuse: a case report. Eur Rev Med 
Pharmacol Sci 16: 280‑282, 2012.

18.	Schiller WR: The relationship between oxygen delivery and 
oxygen consumption during fluid resuscitation of burn‑related 
shock. J Burn Care Rehabil 21: 391‑393, 2000.

19.	Xia Y and Xueming F: Application of gastric mucosal pH moni-
toring in the nursing care of ICU. J Nurs 39: 65, 2004.

20.	Aboul Ezz HS, Khadrawy YA, Ahmed NA, Radwan NM and 
El Bakry MM: The effect of pulsed electromagnetic radiation 
from mobile phone on the levels of monoamine neurotransmitters 
in four different areas of rat brain. Eur Rev Med Pharmacol 
Sci 17: 1782‑1788, 2013.

21.	Fasano A, Ricciardi L, Lena F, Bentivoglio AR and Modugno N: 
Intrajejunal levodopa infusion in advanced Parkinson's disease: 
long‑term effects on motor and non‑motor symptoms and 
impact on patient's and caregiver's quality of life. Eur Rev Med 
Pharmacol Sci 16: 79‑89, 2012.

22.	Holzer P and Painsipp E: Differential effects of clonidine, 
dopamine, dobutamine, and dopexamine on basal and acid‑stim-
ulated mucosal blood flow in the rat stomach. Crit Care Med 29: 
335-343, 2001.

23.	Brazaitis M, Eimantas N, Daniuseviciute L, Vitkauskiene A, 
Paulauskas H and Skurvydas A: Two strategies for the acute 
response to cold exposure but one strategy for the response to 
heat stress. Int J Hyperthermia 31: 325‑335, 2015.

24.	Butte NF, Brandt ML, Wong WW, Liu Y, Mehta NR, Wilson TA, 
Adolph AL, Puyau MR, Vohra FA, Shypailo RJ, et al: Energetic 
adaptations persist after bariatric surgery in severely obese 
adolescents. Obesity (Silver Spring) 23: 591‑601, 2015.

25.	Shahrokhi N, Keshavarzi Z and Khaksari M: Ulcer healing 
activity of Mumijo aqueous extract against acetic acid induced 
gastric ulcer in rats. J Pharm Bioallied Sci 7: 56‑59, 2015.

26.	Singh P, Dutta SR and Guha D: Gastric mucosal protection by 
aegle marmelos against gastric mucosal damage: role of entero-
chromaffin cell and serotonin. Saudi J Gastroenterol 21: 35‑42, 
2015.

27.	Dabiri Y, Fahimi F, Jamaati H and Hashemian SM: The 
comparison of extemporaneous preparations of omeprazole, 
pantoprazole oral suspension and intravenous pantoprazole on 
the gastric pH of critically ill‑patients. Indian J Crit Care Med 19: 
21‑26, 2015.

28.	Zhang X, Xuan W, Yin P, Wang L, Wu X and Wu Q: Gastric 
tonometry guided therapy in critical care patients: a systematic 
review and meta‑analysis. Crit Care 19: 22, 2015.

29.	Gulec Suyen G, Isbil‑Buyukcoskun N, Cam B and Ozluk K: 
Effects of centrally injected glucagon‑like peptide‑2 on gastric 
mucosal blood flow in rats: possible mechanisms. Peptides 64: 
62‑66, 2015.

30.	Silva E, DeBacker D, Creteur J and Vincent JL: Effects of 
vasoactive drugs on gastric intramucosal pH. Crit Care Med 26: 
1749-1758, 1998

31.	Yamaura K, Akiyoshi K, Irita K and Takahashi S: Effect of 
coronary artery bypass grafting with gastroepiploic artery on 
gastric intramucosal pH and systemic inflammation. J Cardiovasc 
Surg (Torino) 42: 723-729, 2001.

32.	Ivatury RR, Simon RJ, Havriliak D, Garcia C, Greenbarg J and 
Stahl WM: Gastric mucosal pH and oxygen delivery and oxygen 
consumption indices in the assessment of adequacy of resusci-
tation after trauma: A prospective, randomized study. J Trauma 
39: 128-134, 134-136, 1995.


