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ABSTRACT 

Background: Cisplatin is an antineoplastic drug known to produce intense vomiting, 

gastric dysmotility, and peripheral neuropathy. Monosodium glutamate (MSG) is a 

flavor enhancer with prokinetic properties potentially useful for cancer patients under 

chemotherapy. Our aim was to test whether MSG may improve gastrointestinal motor 

dysfunction and other adverse effects induced by repeated cisplatin in rats.

Methods: Male Wistar rats were exposed or not to MSG (4 g L-1) in drinking water 

from week 0 to one week after treatment. On the first day of weeks 1–5, rats were 

treated with saline or cisplatin (2 mg kg-1 week-1, ip). Gastrointestinal motility was 

measured by radiological methods after first and fifth administrations, as well as one 

week after treatment finalization. One week after treatment, the threshold for 

mechanical somatic sensitivity was recorded. Finally, samples of stomach, terminal 

ileum and kidneys were evaluated in sections using conventional histology. The 

myenteric plexus was immunohistochemically evaluated on distal colon whole-mount 

preparations. 

Key Results: MSG prevented the development of cisplatin-induced neuropathy and 

partially improved intestinal transit after the fifth cisplatin administration with little 

impact on gastric dysmotility. MSG did not improve the histological damage of gut 

wall, but prevented the changes induced by cisplatin in the colonic myenteric plexus.

Conclusion and Inferences: Our results suggest that MSG can improve some 

dysfunctions caused by anticancer chemotherapy in the gut and other systems, 

associated, at least partially, with neuroprotectant effects. The potentially useful 

adjuvant role of this food additive to reduce chemotherapy-induced sequelae 

warrants further evaluation.  
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KEY POINTS

 Antitumoral drugs such as cisplatin produce many adverse effects. In rats, 

repeated cisplatin induces gastrointestinal dysmotility, neuropathic signs and 

histological damage of gut and kidney.

 The food additive MSG included in drinking water prevented sensory 

neuropathy, gut dysmotility and myenteric plexus changes induced by 

cisplatin. Thus, neuroprotection could be involved in the preventive effects of 

MSG on gut motor function.

 The potential neuroprotectant effect of dietary MSG could be useful in the 

context of cancer chemotherapy. 

1. INTRODUCTION 

Chemotherapy is a non-surgical method widely used to treat cancer. The clinical use 

of antineoplastic drugs is associated with many side effects such as diarrhea, 

nausea, vomiting, anorexia, mucositis and peripheral neuropathy, both somatic and 

enteric1–10. Chemotherapy-induced anorexia may be related to the development of 

taste alterations11 and loss of appetite, which may contribute to malnutrition12. 

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



4   López – Tofiño

This article is protected by copyright. All rights reserved

Cisplatin is an antineoplastic drug used in the treatment of different types of cancer. It 

is very emetogenic and serves as reference for the preclinical development of 

antiemetics13–15. Cisplatin produces changes in gastric emptying, which appears 

delayed, along with distension of the stomach, which produces satiety sensation and, 

consequently, decreases appetite, both in humans8 and in rats16. Although the 

current antiemetics, particularly serotonin 5-HT3 antagonists are able to 

prevent/alleviate cisplatin-induced gastric dysmotility and nausea/voimiting17–20, 

protection is often not complete and antiemetics may induce their own adverse 

effects. Other approaches might prove helpful in this context.

Monosodium glutamate (MSG) is the sodium salt of L-glutamic acid (or glutamate), 

an amino acid that occurs naturally, free or as part of proteins, in many foods21,22. 

MSG produces a special flavor called "umami" (tasty), which corresponds to the 

flavor of the foods that contain it, such as meat, mature cheeses or typical Asian 

dishes with soybean21,22. It has been used as a flavor enhancer in the food industry 

for decades and is currently one of the most consumed food additives, also under 

other names, such as glutamic acid23 or E-62124.

Although in laboratory animals MSG has been shown to induce obesity25–28, from 

another point of view, the use of MSG incorporated into the diet, could be beneficial 

in the elderly and in malnourished patients, increasing the palatability of food and 

appetite29,30.

Particularly, the substances with "umami" flavor could be useful as taste enhancers in 

cancer patients treated with chemotherapy. In these patients, of the four basic flavors 

(sweet, salty, bitter, acid), the ones most affected by chemotherapy are the sweet, 

salty and bitter flavors31–33. In contrast, the thresholds for detection and recognition of 

the "umami" taste of MSG were not modified32,33. Thus, MSG could be used in these 

patients to improve their nutritional status.

Interestingly, the presence of MSG in the gastrointestinal tract leads to the activation 

of vagal afferents and, consequently, of several areas of the brain related to gastric 

motility, which could activate gastric emptying34. Likewise, it facilitates duodenal 

motility, which also accelerates gastric emptying35. MSG does not only produce 
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effects on the stomach and duodenum, but also on the colon, in which it enhances 

motor function, as demonstrated in preclinical studies both in vivo36 and in vitro37. 

Thus, the aim of this work was to test, in a rat model, whether the incorporation of 

MSG to the diet may improve gastrointestinal motor dysfunctions induced by 

repeated administration of the antineoplastic drug cisplatin. The effects on cisplatin-

induced mucositis and myenteric neuropathy were also evaluated. 

2. MATERIALS AND METHODS

The experiments were designed and performed in accordance with the EU Directive 

for the Protection of Animals Used for Scientific Purpose (2010/63/EU) and Spanish 

regulations (Law 32/2007, RD 53/2013 and order ECC/566/2015) and were approved 

by the Ethical Committee at Universidad Rey Juan Carlos (URJC). All experiments 

were designed to minimize the number of animals used and their suffering. 

2.1.Animals

Male Wistar rats (250-300 g, n = 46) were obtained from the Veterinary Unit of URJC 

(Madrid, Spain), and group-housed (3-4/cage) in standard transparent cages (60 cm 

× 40 cm × 20 cm), under environmentally controlled conditions (temperature = 20°C, 

humidity = 60%), with a light/dark cycle of 12 h (lights on at 8:00 am). Animals had 

free access to standard laboratory rat chow (Harlan Laboratories Inc.) and tap water; 

half of the animals were supplied with water and MSG at a dose of 4 g L-1, 

corresponding to approximately 0.45 g kg-1 day-1 (which in turn corresponds to 5.1 

g/day for a 70 kg man36), previously shown to prevent the development of cisplatin-

induced neuropathic pain in the rat38, without eliciting significant toxic effects36.

2.2.Experimental protocol

Half of the rats were exposed to MSG (4 g L-1) in drinking water from week 0 till one 

week after treatment. On the first day of weeks 1–5, the different groups of rats 
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received one intraperitoneal (ip) injection of cisplatin (at 2 mg kg-1) or saline (0.9% 

NaCl w/v). This dose and route of delivery are commonly used in the rat to induce a 

wide range of toxic effects10,16,39–41 that are observed in humans and lie within the 

limits of tolerable toxicity. To reduce cisplatin-induced nephrotoxicity, 2 mL of saline 

were injected subcutaneously 20 min before ip saline or cisplatin39. Body weight gain, 

food ingestion and water ingestion were measured weekly. Gastrointestinal motility 

was measured by radiological methods after the first and fifth cisplatin or saline 

administration, as well as one week after treatment finalization. One week after 

treatment, still during exposure to MSG, the threshold for mechanical somatic 

sensitivity was recorded. At the end of the study, animals were sacrificed, and 

different samples were obtained for further studies. The timeline of our experimental 

protocol is shown in Fig. 1A. The time points for evaluation of each parameter were 

selected based on our previous studies of cisplatin-induced side effects10,16,17,40,42-44, 

to minimize the number of animals used. All evaluations were performed blindly.

2.3.Mechanical allodynia 

Mechanical allodynia is a sign of peripheral neuropathy induced by cisplatin39,40,42. 

Rats were placed individually on an elevated iron mesh in a clear plastic cage and 

allowed to adapt to the testing environment for at least 10 min (this was also done 2-

3 days before assessment in order to reduce stress). For assessment, calibrated von 

Frey hairs (0.9–40 g) were applied to the plantar surface of each hind paw from 

below the mesh floor. Each stimulus was applied for a maximum duration of 

approximately 2 s. This was repeated five times with 1–3 s intervals. When at least 

three out of five trials (60%) evoked paw-withdrawal, the force applied by that 

particular hair was considered as the tactile threshold. Mechanical allodynia was 

defined as a significant decrease in tactile threshold evoked by mechanical stimuli. 

2.4.Gastric emptying and gastrointestinal transit

Gastrointestinal motor function was studied radiographically without prior fasting, as 

previously described45. On weeks 1, 5 (immediately after ip drug administration) or 

one week after the last ip injection, 2.5 mL of a suspension of barium sulfate 

(Barigraf®, 2 g mL−1, t°=22°C) was intragastrically administered. Plain facial 
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radiographs (20 ms) were obtained using a CS2100 (Carestream Dental, Madrid, 

Spain) digital X-ray apparatus (60 kV, 7 mA) with a focus distance manually fixed to 

50±1 cm. Immobilization of the rats in prone position was achieved by placing them 

inside hand-made, transparent plastic tubes, which were adjusted to the size of the 

rat. Habituation to these restraint devices prior to commencement of the study did not 

significantly alter gastrointestinal motility45. X-rays were recorded on Carestream 

Dental T-MAT G/RA film (15×30 cm) housed in a hand-made cassette provided with 

regular intensifying screen, immediately and 1, 2, 4, 6 and 8 h (T0–T8) after contrast 

administration. The film cassette was located directly beneath the restraining tube. A 

rectangular metallic block (3 x 1 x 1 cm) was positioned aside the plastic tube in 

which the rat was placed so that it could serve as a reference for morphometric and 

densitometric analyses (see below). While taking the radiographs, the qualified 

investigator remained at least 2 m away from the X-ray source. Films were 

developed in a Kodak X-omat 2000 automatic processor. Alterations in gut motility 

were semiquantitatively determined from the images by assigning a compounded 

value to each region of the gastrointestinal tract considering the following 

parameters: percentage of the gastrointestinal region filled with contrast (0–4); 

intensity of contrast (0–4); homogeneity of contrast (0– 2); and sharpness of the 

gastrointestinal region profile (0–2). Each of these parameters was scored and a sum 

(0–12 points) was made. The X-ray images were digitized, and the size and density 

of contrast were analyzed for stomach, caecum and fecal pellets, with the aid of an 

image analysis system (Image J 1.38 for Windows, National Institute of Health, USA, 

free software: http://rsb.info.nih.gov/ij/; see Figure S1, Supplementary material, for 

further description 46). The number and diameter of fecal pellets within the colorectum 

was also determined for each rat at each time point.

2.5.Histology

Samples were obtained from the gastric body, terminal ileum and kidneys of 6-7 

animals per experimental group, fixed in buffered 10% formalin and embedded in 

paraffin. Sections of 5 m were stained with conventional hematoxylin-eosin (HE). 
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Sections were studied under a Zeiss Axioskop 2 microscope equipped with the 

image analysis software package AxioVision 4.6 to calculate the morphometric 

parameters. The analysis was made by triplicate in 5-8 random fields measured in 

20-40x objective microphotographs per section and specimen. 

Histological damage of terminal ileum was evaluated in sections stained with HE 

using criteria adapted from Galeazzi et al47. A numerical score of 0–9 was assigned 

to each section considering general loss of mucosal architecture (graded 0–3, absent 

to severe), extent of inflammatory cell infiltrate (graded 0–3, absent to transmural), 

crypt abscess formation (0–1, absent or present), goblet cell depletion (0–1, absent 

or present) and muscular layer thickness (0–1, normal to reduced).

Gastric damage was evaluated by the presence of ulcers, abscesses, atrophy and 

dysplasia as previously described48. Kidneys were evaluated by the presence of 

tubular, glomerular and mesangial damage49. The analysis was independently 

carried out by two experienced pathologists.

2.6.Whole-mount preparations

Conventional methods for immunohistochemistry10,50 were applied to longitudinal 

muscle-myenteric plexus whole-mount preparations to evaluate the effects on the 

myenteric plexus. Distal colon samples (2 cm long) were obtained, placed in saline 

and rapidly stretched and pinned on a Sylgard-coated dish (VWR, Barcelona, Spain). 

After conventional fixation with Zamboni’s fixative and clearing with DMSO (3x10 

min) and phosphate buffered saline (PBS, 3x10 min), mucosa, submucosa and 

circular muscle were removed. Preparations were stored at 4ºC in PBS with sodium 

azide (0.1%), until immunohistochemical processing.

Tissues were incubated (36 h at room temperature, RT) with a mixture of both the 

pan-neuronal marker HuC/D (1:500; mouse biotin-conjugated, A-21271, from Thermo 

Fisher Scientific, Madrid, Spain) and sheep anti-nNOS (neuronal nitric oxide 

synthase, 1:500; Sigma-Aldrich, AB1529, from Merck, Madrid, Spain). After washing 

with PBS (3x10 min), tissues were exposed for at least 3 h at RT to a mixture of 

streptavidin-AlexaFluor 488 (1:500, S11223, Thermo Fisher), and donkey anti-sheep-

RRX (1:500; 713-295-003, from Jackson, Ely, Cambridgeshire, UK). After washing 
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with PBS (3x10 min), preparations were dehydrated in 50%-70%-100% buffered 

glycerol (10 min each) and mounted on slides. 

The preparations were observed under a fluorescence Zeiss Axioskop 2 microscope, 

equipped with the image analysis software package AxioVision 4.6. In the study, 5-7 

whole-mount preparations per group, from different animals, were used. The analysis 

was made in 5-8 non-overlapping microphotographs per preparation, obtained with 

the 10x objective. Different parameters were analyzed manually or with the aid of 

Image J: number of ganglia per surface unit (ganglia were considered as a set of 3 or 

more neurons); ganglionic size; number of HuC/D-immunoreactive (IR) cell bodies 

per total surface unit (neuronal density), per ganglionic surface (intraganglionic or 

packing neuronal density50) and per ganglion; and proportion of nNOS-IR relative to 

HuC/D-IR myenteric neurons. A semiquantitative analysis of the density of the 

nNOS-IR nerve fibers was also performed by assigning different values to visually 

different densities in the same fields evaluated previously for cell bodies and ganglia: 

0 – non-existing; 1 – low; 2 – normal; 3 – high.

2.7.Compounds and drugs

MSG was obtained from Productos Químicos Manuel Riesgo SA (SS061/1000), 

diluted in sterile water (4 g L-1) and kept at room temperature of the Veterinary Unit in 

transparent bottles that were changed twice a week. Barium sulfate (Barigraf® AD, 

Juste SAQF, Spain) was suspended in tap water and continuously hand-stirred until 

administration. Cisplatin was purchased from Sigma-Aldrich (Spain) and dissolved in 

saline (sonicated for about 15 min). Saline/cisplatin volumes were adjusted to a 

maximum of 2.5 mL kg−1.

2.8.Statistical analysis

Data are presented as the mean values ± SEM. Normality was assessed using 

Kolgomorov-Smirnov test. Differences were analyzed using one- or two-way ANOVA 

tests (followed by post-hoc Tukey’s multiple comparison test) and Kruskal-Wallis test 

(followed by post-hoc Dunn’s test multiple comparison test) for parametric and non-

parametric data, respectively. Values of P<0.05 were considered significantly 

different. Statistical analysis was performed using GraphPad Prism, v. 7.0.
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3. RESULTS

3.1.Weight, intakes and somatic mechanical sensitivity

All animals had approximately the same initial weight, which progressively increased 

over time (Figure 1B). Cisplatin-treated animals gained the least weight throughout 

the experiment. MSG slightly increased body weight gain in both saline- and 

cisplatin-treated animals compared to the corresponding groups drinking plain water. 

The only statistically significant difference occurred one week after cisplatin treatment 

cessation between saline + water and saline + MSG groups.

Along weeks 0-5, raw average daily food and liquid intakes of the control group were 

around 21 g and 28.5 mL (per rat and day), respectively. Raw average liquid intake 

tended to increase in animals treated with MSG (34 ± 3.8 mL/rat/day), cisplatin (34.5 

± 3 mL/rat/day) or their combination (38.6 ± 1.5 mL/rat/day). However, when 

normalized to body weight, daily intakes were not significantly modified along the 

experimental weeks (Figures 1C, D). 

One week after treatment cessation, mechanical sensitivity threshold was 

approximately 20-25 g in all animals, except cisplatin + water group. In this group, the 

the pressure threshold needed for paw withdrawal was significantly decreased, 

indicating the presence of mechanical allodynia, which was prevented by co-

treatment with MSG (Figure 1E). 

3.2.Gastrointestinal motor function

Semiquantitative study

In control (saline + water) rats, during the first radiographic session, gastric emptying 

was progressive and only a low amount of barium was still visible in the stomach 8 h 

after its intragastric administration (Figure 2A). Barium content reached its maximum 

in the small intestine in just 1 h and this part of the gut was practically empty by 8 h 

(Figure 2B). Barium started to stain the caecum and the colorectum 2 and 4 h after 

intragastric administration, respectively. Both organs filled progressively until the end 

of the study (Figure 2C-D). When this experiment was performed immediately after 

the 5th administration (week 5) (Figure 3A-D) and 1 week after treatment finalization 
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(week 6) (Figure 4A-D), similar curves were obtained (Figure S2, Supplementary 

material). 

Exposure to MSG in drinking water induced minor (and probably of scarce clinical 

relevance) alterations in gastrointestinal motility as compared with control (saline + 

water) animals, irrespective of the time point evaluated (Figures 2-4). 

In contrast, after its first administration, cisplatin delayed gastric emptying (Figure 2A) 

and filling of the small intestine (Figure 2B), without further significant modifications 

by MSG. Emptying of the small intestine (Figure 2B) and filling of caecum and 

colorectum (Figures 2C, D) were as in the control group, irrespective of treatment.

The effect of cisplatin on gastric emptying was more intense after the fifth than after 

the first administration (this is observed as higher values at longer time-points of the 

radiographic sessions in the semiquantitative study) (Figure 2A, 3A). At this time 

point (after fifth cisplatin administration), MSG showed a tendency to improve 

cisplatin-induced gastric dysmotility, although the difference did not reach statistical 

significance. In the small intestine, cisplatin behaved similarly to the control group 

after the fifth administration and MSG did not modify its effect (Figure 3B). Filling of 

caecum of the animals treated with cisplatin + water was significantly delayed 

compared with control rats, but MSG significantly improved this parameter (Figure 

3C). Filling of colorectum in cisplatin-treated animals did not suffer any statistically 

significant alteration after the fifth administration, irrespective of the presence of MSG 

(Figure 3D).

One week after treatment cessation, the motility curves were practically overlapping 

for all gastrointestinal regions with only two minor (and probably of scarce clinical 

impact) statistically significant differences compared with control animals: cisplatin 

slightly delayed small intestine emptying at 8 h after barium; in cisplatin + MSG 

group, gastric emptying was slightly delayed at 8 h after barium (Figure 4). 

In summary, MSG did not significantly modify the motility curves of any 

gastrointestinal region at any time point when given alone. Cisplatin delayed gastric 

emptying after its first administration, and this effect was aggravated with treatment 

repetition, but practically disappeared one week after treatment cessation. Cisplatin 
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also delayed arrival of barium to caecum (upper gastrointestinal transit) after its last 

administration and this was the only effect partially (but significantly) improved by 

cotreatment with MSG. Representative images can be seen in Figures 2E-F, 3E-F 

and 4E-F.

Quantitative analyses

Morphometry and densitometry curves for stomach, caecum and number of fecal 

pellets in the colon reflected the temporal changes found in the semiquantitative 

study but allowed some particular details to be studied. 

Thus, maximum size of stomach (at 0 h after barium) was around 450-500 mm2 in all 

groups in the three radiographic sessions, without statistically significant differences 

amongst them (Figure 5A, B, C). In contrast, the maximum size of the caecum, 

reached at 4-8 h after barium in all sessions, was around 600-700 mm2 in the first 

and last X-ray sessions for all groups (Figure 6A, B, C). However, after the fifth ip 

drug administration, caecum maximum size in control, MSG-only, cisplatin-only and 

cisplatin + MSG groups were around 670, 740, 545 and 620 mm2, respectively. Thus, 

cisplatin tended to reduce this parameter, and MSG tended to increase it, whether 

alone or combined with cisplatin (counteracting its effect). Maximum density in either 

the stomach (Figure 5A’, B’, C’) or the caecum (Figure 6A’, B’, C’) was scarcely 

affected by treatments and the temporal changes paralleled those found in the 

semiquantitative study (Figures 2-4).

The number of fecal pellets found within the colon progressively increased from 2 to 

8 h in all groups, with slight differences compared with control. Thus, after the first 

administration all groups showed less fecal pellets at 8 h, although the difference with 

control was only significant for cisplatin- and MSG-treated groups (Figure 7A). After 

the fifth administration, compared with control, cisplatin reduced the number of fecal 

pellets at 6 and 8 h, but MSG normalized this, the difference with cisplatin-only 

treated animals being statistically significant at 8 h (Figure 7B). One week after 

treatment finalization, the curves were overlapping for all treatments (Figures 7C). 

After the first administration, pellets from MSG-only treated animals were slightly 

bigger and slightly less dense compared with the remaining groups (Figures 7A’, A’’). 
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After the fifth administration, the size of fecal pellets from the animals treated with 

both cisplatin and MSG were slightly bigger and less dense than those from the other 

groups (Figure 7B’, B’’). One week after treatment cessation, the differences were 

only minor compared with control (Figure 7C’, C’’). Diameter of fecal pellets showed 

similar tendencies as mentioned for size (Figure S3, Supplementary material). In any 

case, none of these changes in size, diameter or density of fecal pellets was 

statistically significant. 

3.3.Histological analysis

The histological appearance in HE stained sections of the intestinal wall is shown in 

Figure 8A-D. A general damage was observed after cisplatin administration (Figure 

8C), and MSG could not prevent the damage in the small intestine architecture 

(Figure 8D). Cisplatin-induced damage was statistically significant (Figure 8E) and 

affected several aspects of the intestinal wall. Thus, villi height (Figure 8F) and 

thickness of the submucosa were reduced, although differences were only 

statistically significant for the last parameter (Figure 8G). Submucosa thickness was 

slightly further decreased in animals treated with cisplatin + MSG (Figure 8G). 

The histological appearance in HE stained sections of the gastric body and kidneys is 

shown in Figure S4A-H (Supplementary material). Compared with control animals 

and those treated only with MSG, in animals treated with cisplatin (alone or with 

MSG), the gastric muscle seemed to be somehow atrophic (A-D). Furthermore, 

tubular damage was observed in kidneys (E-H) after cisplatin administration, and 

MSG did not improve this effect either.

3.4.Whole-mount preparations

Representative microphotographs and quantitative results for whole-mount 

preparations of the distal colon are shown in Figure 8H-O. Density of ganglia (Figure 

8L) and density of neurons per surface unit (Figure 8M) as well as intraganglionic 

neuronal density (Figure S5B, Supplementary material) were slightly (but not 

significantly) reduced in cisplatin-treated animals, and MSG tended to normalize 

these parameters. The mean number of neurons per ganglia was around 37-39 

neurons in all groups except for MSG group, which had a mean value of around 30 
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neurons per ganglion, but the differences were not statistically significant (Figure 8N). 

The ganglionic size was also slightly reduced in MSG alone-treated animals 

compared with the other groups, but the differences did not reach statistical 

significance (Figure S5A). The percentage of nNOS-IR neurons was significantly 

increased in cisplatin-treated animals and MSG normalized these values (Figure 8O). 

Compared with control animals, density of nNOS-IR fibers was slightly (but not 

significantly) reduced in all other experimental groups (Figure S5C). 

4. DISCUSSION

Here we evaluated if the food additive MSG might be useful to prevent 

gastrointestinal motor dysfunctions and associated mucositis and changes in 

myenteric innervation induced by repeated administration of the antitumoral drug 

cisplatin in the rat. 

Cisplatin reduces body weight gain43,45 and food intake16,40,46,51,52. However, anorexia 

was not evident, maybe because we estimated daily food intake from weekly 

measurements, and anorexia might be restricted to the first 24 h after each cisplatin 

administration, with compensatory increases afterwards16,40. Therefore, the mild 

weight reduction observed here might be better explained by other factors, such as 

impaired nutrient absorption due to mucositis (present results,10,44) and, perhaps, 

diarrhea, increased urination or dehydration (measurable in the rat as the dorsal fold 

sign53), but probably not to spontaneous locomotor activity alterations, absent in 

previous reports42,43.

MSG, alone or combined with cisplatin, did not significantly modify weight or food 

intake. Despite its sodium content, MSG alone did not produce any remarkable 

alterations in the kidneys or the cardiovascular system in control animals36, and it did 

not exacerbate cisplatin-induced histological kidney damage either (present results). 

Indeed, MSG did not compromise the general health of control or cisplatin-treated 

animals but exerted beneficial effects versus some cisplatin-induced toxicities.

As previously shown by us10,40,42,43 and others39,54, cisplatin induced mechanical 

allodynia, a sign of sensory neuropathy (a relatively long-lasting chemotherapy-

induced side effect with high impact on patient´s quality of life6), when measured 1 
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week after treatment finalization. This effect was sensitive to MSG administration, as 

in previous reports showing that MSG has significant neuroprotective effects in 

cisplatin-induced peripheral neuropathy38,55. Our previous studies with oxaliplatin 

demonstrate that platinum-based anti-cancer agents induce oxidative stress leading 

to neuronal damage and death underlying post-treatment dysfunctions7. MSG -

induced neuroprotection may be due to improvements in the endogenous antioxidant 

profile, with reduction of lipid peroxidation (malondialdehyde, MDA) and in glutation 

(GSH) levels56, and probably to an indirect effect on microtubules after interaction 

with a receptor found only on neural cells55. Further studies are warranted to 

determine the pathways, receptors and mediators involved in the neuroprotective 

effects of MSG, including the possibility that it might prevent platinum accumulation 

(another mechanism underlying long-term peripheral sensory neuropathy57,58). 

Numerous clinical and preclinical studies43,45,59 show that cisplatin provokes delayed 

gastric emptying and gastric distension, leading to satiety and, consequently, 

decreased appetite both in humans8 and rats16. Cisplatin-induced gastric dysmotility 

is due to the massive release of serotonin from intestinal enterochromaffin cells. 

Serotonin stimulates 5-HT3 receptors on vagal afferent fibers and enteric nerves. This 

relaxes the stomach, particularly the fundus18, through the activation of the vagovagal 

reflex, resulting in 5-HT3 antagonists-sensitive delayed gastric emptying and 

distension17,18, as well as gastric retention of food60,61 and probably gas61. As 

described17,43,62, cisplatin-induced gastric dysmotility was aggravated after the fifth 

cisplatin injection compared with the first one but was resolved one week after 

treatment cessation. Indeed, serotonin-mediated cisplatin-induced gastric dysmotility 

is an acute event occurring within the 24 h after administration, associated with the 

development of acute nausea and vomiting in humans8 (and animal species 

displaying the vomiting reflex, like ferrets63), and acute “pica” (an indirect marker of 

nausea in non-vomiting species64) in rats16,18,40,43,45,46.

One week after treatment finalization, a tendency to muscle atrophy was detected by 

histological methods in the gastric body of cisplatin-treated rats, but MSG did not 

improve it. MSG stimulates glutamate sensors in the stomach and intestine, 

activating the functions of the digestive tract22,34. Whereas some reports showed no 
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change in gastric emptying65,66, others demonstrated an acceleration after oral MSG 

administration22,35. In our study, MSG tended to improve cisplatin-induced gastric 

dysmotility, at least after the fifth cisplatin administration. Perhaps a higher dose 

could be more effective. Interestingly, when MSG was included in solid food instead 

of water, food (but not liquid) intake improved in cisplatin-treated rats (data not 

shown), highlighting that MSG may increase intake of the dietary component to which 

it is added (water/solid food). Whether this effect is associated with a significant 

improvement of cisplatin-induced gastric dysmotility is not yet known. Although mild 

in the present conditions, the effect of dietary MSG on gastric motility could be 

important in the context of chemotherapy, to somewhat mitigate its impact on 

patient’s quality of life, by increasing appetite and reducing nausea/vomiting. 

Cisplatin did not alter the motility curves of the small intestine, but significantly 

delayed caecum filling after the fifth administration. This could be indirectly due to the 

delayed gastric emptying, but also to a decrease in the motor function of the small 

intestine10,44. In animals receiving cisplatin and MSG, caecum filling was significantly 

improved after the fifth administration. This may be mediated by umami receptors, 

present along the gastrointestinal tract37,67-69, but it can also be due to its 

neuroprotective effect against cisplatin, demonstrated for both somatic (sensory 

neuropathy38,55) and visceral innervation (enteric neuropathy, present results). In 

contrast, the colonic motility curves were practically identical for all treatment groups 

at all time points, and the analysis of fecal pellets revealed only minor differences 

after the fifth cisplatin administration. Thus, although MSG can increase colonic 

motility both in vivo36 and in vitro37, in this study it caused scarce significant effects in 

colon function, either alone or in animals treated with cisplatin. Other doses or routes 

of administration might be more efficient. Alternatively, the use of other techniques 

(intracolonic recording of contractions in vivo36 or organ bath tests, in vitro37) might 

allow detecting more subtle changes in colonic motor function. This will be the aim of 

future studies.

Ileal samples were histologically evaluated to see if the improvements induced by 

MSG in small intestinal motor function were associated with improvements in the gut 

wall structure. As described44, cisplatin produced a stage 4 mucositis, characterized 
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by damage and ulceration of ileal mucosa, as well as a decrease in submucosa layer 

thickness (in areas without Peyer´s patches). However, mucositis was not very 

intense. MSG alone did not cause any effect on these parameters. Remarkably, 

Nakadate et al70 found that MSG induced the formation of thinner and elongated villi, 

with less rough endoplasmic reticulum, which may compromise the normal function 

of the intestine, but they used a high dose (2 mg g-1) injected subcutaneously. 

Similarly, Feng et al71, described antagonistic effects of MSG (3% of food weight) in 

pigs, with detrimental effects on crypt growth and inflammation in the proximal 

intestine, but beneficial effects on the distal intestine. Importantly, these studies were 

focused on the relationship of obesity with diets high in MSG. In contrast, other 

authors have not found any deleterious effect of different MSG doses on murine 

intestine organoid growth patterns72. Noticeably, in cisplatin-treated animals, MSG 

did not produce any further damage in the gut wall, except for a slight but significant 

reduction in the submucosa thickness. Although its mechanism and functional 

significance needs to be more precisely established, this might simply reflect the 

general deterioration that could not be overcome by MSG (as shown for the kidneys). 

Thus, considering the anti-neuropathic effect of MSG (present results and those 

previously reported38,55) and that repeated cisplatin induces an enteric neuropathy 

affecting the myenteric plexus10, we hypothesized that the improvement of intestinal 

motor function induced by MSG in cisplatin-treated animals could be more related to 

neuroprotection of gut innervation. Therefore, we analyzed the myenteric plexus of 

distal colon whole-mount preparations from the different experimental groups (due to 

technical issues, ileal tissue could not be used in this study). At the dose used, 

cisplatin significantly increased the proportion of nNOS-IR neurons, mainly involved 

in the inhibitory motor pathways of intestinal motility. This is the most consistent 

feature of the enteric neuropathy induced in the myenteric plexus by repeated 

cisplatin (previously demonstrated in rat colon and ileum by immunohistochemistry 

and molecular expression studies10,44, respectively) and oxaliplatin73,74 (demonstrated 

by immunohistochemistry in mouse colon), and underlies the intestinal motility 

unbalance toward inhibition/relaxation produced by both antineoplastic drugs10,44,73,74. 

Importantly, co-treatment with MSG led to normal proportions of nNOS-IR neurons 
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and tended to normalize the other parameters (i.e., ganglionic and neuronal 

densities) also slightly affected by the relatively low dose of cisplatin used here. 

Although more research is needed to determine how other myenteric neuronal 

populations may be affected by cisplatin, MSG or their combination, as well as the 

mechanisms involved, our data suggest that the neuroprotective effect of MSG is not 

restricted to somatic peripheral innervation but may also preserve gut innervation (at 

least intrinsic colonic motor innervation) and explain, at least partially, gastrointestinal 

motor dysfunction improvement.  

4.1.Concluding remarks

In a rat model, gut dysmotility and neuropathic signs induced by repeated 

administration of the antitumoral drug cisplatin, were improved by incorporation of the 

food additive MSG in drinking water, at a dose of 4 g L-1. The beneficial effects of 

MSG on small intestinal transit did not involve mucositis improvement, suggesting 

that motor components could be more directly involved. Indeed, the proportion of 

nNOS myenteric neurons, altered by cisplatin, was normalized by cotreatment with 

MSG. 

Our results suggest that MSG could be considered as a useful adjuvant to improve 

some dysfunctions caused by anticancer chemotherapy, particularly those involving 

neurotoxicity.

ACKNOWLEDGEMENTS 

The authors acknowledge technical assistance of Mª Carmen Merino and Guadalupe 

Pablo for collecting functional data, and that of Raquel Franco, Julio Paredes, and 

Antonio Márquez, for histological processing of tissues. 

FUNDING

This work was supported by Fundación Mapfre (Ayudas a la Investigación-

Promoción de la Salud 2011) to RA and Comunidad Autónoma de Madrid (PEJD-

2017-PRE/BMD-3924, predoctoral contract to Y. López-Tofiño).

CONFLICT OF INTEREST

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



19   López – Tofiño

This article is protected by copyright. All rights reserved

None.

AUTHOR CONTRIBUTIONS 

RA designed the study and provided financial support. YLT, GV, LLG, RG and JAU 

performed the experiments and analyzed the data. YLT, RA, and JAU wrote the 

manuscript. KN provided essential intellectual input. All authors reviewed and 

approved the final version of the manuscript. 

REFERENCES

1. Schwartzberg LS. Chemotherapy-induced nausea and vomiting: clinician and 

patient perspectives. J Support Oncol. 2007;5(2 Suppl 1):5-12. 

2. Navari RM. Prevention of emesis from multiple-day and high-dose 

chemotherapy regimens. J Natl Compr Canc Netw. 2007;5(1):51-9. 

3. Markman M. Chemotherapy-induced peripheral neuropathy: underreported 

and underappreciated. Curr Pain Headache Rep. 2006;10(4):275-8. 

4. Van Cutsem E, Arends J. The causes and consequences of cancer-

associated malnutrition. Eur J Oncol Nurs. 2005;9 Suppl 2:S51-63. 

5. Nurgali K, Jagoe RT, Abalo R. Editorial: Adverse Effects of Cancer 

Chemotherapy: Anything New to Improve Tolerance and Reduce Sequelae? 

Front Pharmacol. 2018 22;9:245. doi: 10.3389/fphar.2018.00245. 

6. Kerckhove N, Collin A, Condé S, Chaleteix C, Pezet D, Balayssac D. Long-

Term Effects, Pathophysiological Mechanisms, and Risk Factors of 

Chemotherapy-Induced Peripheral Neuropathies: A Comprehensive Literature 

Review. Front Pharmacol. 2017 24;8:86. doi: 10.3389/fphar.2017.00086. 

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



20   López – Tofiño

This article is protected by copyright. All rights reserved

7. McQuade RM, Stojanovska V, Abalo R, Bornstein JC, Nurgali K. 

Chemotherapy-Induced Constipation and Diarrhea: Pathophysiology, Current 

and Emerging Treatments. Front Pharmacol. 2016 3;7:414. 

8. Rapoport BL. Delayed Chemotherapy-Induced Nausea and Vomiting: 

Pathogenesis, Incidence, and Current Management. Front Pharmacol. 2017 

30;8:19. doi: 10.3389/fphar.2017.00019. 

9. Cinausero M, Aprile G, Ermacora P, Basile D, Vitale MG, Fanotto V, Parisi G, 

Calvetti L, Sonis ST. New Frontiers in the Pathobiology and Treatment of 

Cancer Regimen-Related Mucosal Injury. Front Pharmacol. 2017 8;8:354. doi: 

10.3389/fphar.2017.00354. 

10.Vera G, Castillo M, Cabezos PA, Chiarlone A, Martín MI, Gori A, Pasquinelli 

G, Barbara G, Stanghellini V, Corinaldesi R, De Giorgio R, Abalo R. Enteric 

neuropathy evoked by repeated cisplatin in the rat. Neurogastroenterol Motil. 

2011;23(4):370-8, e162-3. doi: 10.1111/j.1365-2982.2011.01674.x. 

11.Jensen SB, Mouridsen HT, Bergmann OJ, Reibel J, Brünner N, Nauntofte B. 

Oral mucosal lesions, microbial changes, and taste disturbances induced by 

adjuvant chemotherapy in breast cancer patients. Oral Surg Oral Med Oral 

Pathol Oral Radiol Endod. 2008;106(2):217-26. doi: 

10.1016/j.tripleo.2008.04.003. 

12.Ströhle A, Zänker K, Hahn A. Nutrition in oncology: the case of micronutrients 

(review). Oncol Rep. 2010;24(4):815-28.

13.Andrews PLR, Horn CC. Signals for nausea and emesis. Chem Senses. 

2009;125:100-115. doi:10.1016/j.autneu.2006.01.008.Signals

14.Jordan K, Kasper C, Schmoll HJ. Chemotherapy-induced nausea and 

vomiting: current and new standards in the antiemetic prophylaxis and 

treatment. Eur J Cancer. 2005;41(2):199-205. 

15.Andrews PL, Sanger GJ. Nausea and the quest for the perfect anti-emetic. Eur 

J Pharmacol. 2014 5;722:108-21. doi: 10.1016/j.ejphar.2013.09.072. 

16.Vera G, Chiarlone A, Martín MI, Abalo R. Altered feeding behaviour induced 

by long-term cisplatin in rats. Auton Neurosci. 2006 30;126-127:81-92. 

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



21   López – Tofiño

This article is protected by copyright. All rights reserved

17.Vera G, López-Pérez AE, Martínez-Villaluenga M, Cabezos PA, Abalo R. X-

ray analysis of the effect of the 5-HT3 receptor antagonist granisetron on 

gastrointestinal motility in rats repeatedly treated with the antitumoral drug 

cisplatin. Exp Brain Res. 2014;232(8):2601-12. doi: 10.1007/s00221-014-

3954-5. 

18.Martín-Ruíz M, Uranga JA, Mosinska P, Fichna J, Nurgali K, Martín-Fontelles 

MI, Abalo R. Alterations of colonic sensitivity and gastric dysmotility after acute 

cisplatin and granisetron. Neurogastroenterol Motil. 2019;31(3):e13499. doi: 

10.1111/nmo.13499. 

19.Aapro M. Searching for perfection: further progress in management of 

chemotherapy-induced nausea and vomiting-introduction. Support Care 

Cancer. 2018;26(Suppl 1):3-4. doi: 10.1007/s00520-018-4147-8. 

20.Aksoylar S, Akman SA, Ozgenç F, Kansoy S. Comparison of tropisetron and 

granisetron in the control of nausea and vomiting in children receiving 

combined cancer chemotherapy. Pediatr Hematol Oncol. 2001;18(6):397-406.

21.Behrens M, Meyerhof W, Hellfritsch C, Hofmann T. Sweet and umami taste: 

natural products, their chemosensory targets, and beyond. Angew Chem Int 

Ed Engl. 2011;50(10):2220-42. doi: 10.1002/anie.201002094. 

22.Jinap S, Hajeb P. Glutamate. Its applications in food and contribution to 

health. Appetite. 2010;55(1):1-10. doi: 10.1016/j.appet.2010.05.002. 

23.Bellisle F. Glutamate and the UMAMI taste: sensory, metabolic, nutritional and 

behavioural considerations. A review of the literature published in the last 10 

years. Neurosci Biobehav Rev. 1999;23(3):423-38. 

24.European Union. Regulation (UE) No 1129/2011 of the Comission of  11 

November 2011 amending Annex II of regulation (EC) No 1333/2008 of the 

European Parliament nd of the Council to establish a list of food additives. 

2011;(6):177. https://www.boe.es/doue/2011/295/L00001-00177.pdf.

25.Nusaiba S, Fatima SA, Hussaini G, Mikail HG. Anaemogenic, Obesogenic and 

Thermogenic Potentials of Graded Doses of Monosodium Glutamate Sub-

acutely Fed to Experimental Wistar Rats. Curr Clin Pharmacol. 

2018;13(4):273-278. doi: 10.2174/1574884713666181002120657.

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



22   López – Tofiño

This article is protected by copyright. All rights reserved

26.Bunyan J, Murrell EA, Shah PP. The induction of obesity in rodents by means 

of monosodium glutamate. Br J Nutr. 1976;35(1):25-39.

27.Dolnikoff M, Martín-Hidalgo A, Machado UF, Lima FB, Herrera E. Decreased 

lipolysis and enhanced glycerol and glucose utilization by adipose tissue prior 

to development of obesity in monosodium glutamate (MSG) treated-rats. Int J 

Obes Relat Metab Disord. 2001;25(3):426-33.

28.Olney JW. Brain lesions, obesity, and other disturbances in mice treated with 

monosodium glutamate. Science. 1969;164(3880):719-21.

29.Tomoe M, Inoue Y, Sanbe A, Toyama K, Yamamoto S, Komatsu T. Clinical 

trial of glutamate for the improvement of nutrition and health in the elderly. Ann 

N Y Acad Sci. 2009;1170:82-6. doi: 10.1111/j.1749-6632.2009.03898.x.

30.Yamamoto S, Tomoe M, Toyama K, Kawai M, Uneyama H. Can dietary 

supplementation of monosodium glutamate improve the health of the elderly? 

Am J Clin Nutr. 2009;90(3):844S-849S. doi: 10.3945/ajcn.2009.27462X. 

31.Halyard MY. Taste and smell alterations in cancer patients--real problems with 

few solutions. J Support Oncol. 2009;7(2):68-9. 

32.Sánchez-Lara K, Sosa-Sánchez R, Green-Renner D, Rodríguez C, Laviano A, 

Motola-Kuba D, Arrieta O. Influence of taste disorders on dietary behaviors in 

cancer patients under chemotherapy. Nutr J. 2010  24;9:15. doi: 

10.1186/1475-2891-9-15.

33.Sicchieri JMF, Peria FM, Sartorelli DS, Diez-Garcia RW. Recognition of taste 

in patients during antineoplastic therapy with platinum drugs. Nutrition. 

2019;67-68:110520. doi: 10.1016/j.nut.2019.06.001. 

34.Kitamura A, Tsurugizawa T, Torii K. Biological significance of glutamate 

signaling during digestion of food through the gut-brain axis. Digestion. 

2011;83 Suppl 1:37-43. doi: 10.1159/000323407. 

35.Teramoto H, Shimizu T, Yogo H, Nishimiya Y, Hori S, Kosugi T, Nakayama S. 

Gastric emptying and duodenal motility upon intake of a liquid meal with 

monosodium glutamate in healthy subjects. Physiol Rep. 2014;2(1):e00187. 

doi: 10.1002/phy2.187. 

36.López-Miranda V, Soto-Montenegro ML, Uranga-Ocio JA, Vera G, Herradón 

E, González C, Blas C, Martínez-Villaluenga M, López-Pérez AE, Desco M, 

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



23   López – Tofiño

This article is protected by copyright. All rights reserved

Abalo R. Effects of chronic dietary exposure to monosodium glutamate on 

feeding behavior, adiposity, gastrointestinal motility, and cardiovascular 

function in healthy adult rats. Neurogastroenterol Motil. 2015;27(11):1559-70. 

doi: 10.1111/nmo.12653. 

37.Kendig DM, Hurst NR, Bradley ZL, Mahavadi S, Kuemmerle JF, Lyall V, 

DeSimone J, Murthy KS, Grider JR. Activation of the umami taste receptor 

(T1R1/T1R3) initiates the peristaltic reflex and pellet propulsion in the distal 

colon. Am J Physiol Gastrointest Liver Physiol. 2014;307(11):G1100-7. doi: 

10.1152/ajpgi.00251.2014. 

38.Boyle FM, Wheeler HR, Shenfield GM. Amelioration of experimental cisplatin 

and paclitaxel neuropathy with glutamate. J Neurooncol. 1999;41(2):107-16.

39.Authier N, Gillet JP, Fialip J, Eschalier A, Coudore F. An animal model of 

nociceptive peripheral neuropathy following repeated cisplatin injections. Exp 

Neurol. 2003;182(1):12-20.

40.Vera G, Chiarlone A, Cabezos PA, Pascual D, Martín MI, Abalo R. WIN 

55,212-2 prevents mechanical allodynia but not alterations in feeding 

behaviour induced by chronic cisplatin in the rat. Life Sci. 2007;81(6):468-79. 

41.Malik NM, Moore GB, Smith G, Liu YL, Sanger GJ, Andrews PL. Behavioural 

and hypothalamic molecular effects of the anti-cancer agent cisplatin in the 

rat: A model of chemotherapy-related malaise? Pharmacol Biochem Behav. 

2006;83(1):9-20.

42.Vera G, Cabezos PA, Martín MI, Abalo R. Characterization of cannabinoid-

induced relief of neuropathic pain in a rat model of cisplatin-induced 

neuropathy. Pharmacol Biochem Behav. 2013;105:205-12. doi: 

10.1016/j.pbb.2013.02.008. 

43.Cabezos PA, Vera G, Martín-Fontelles MI, Fernández-Pujol R, Abalo R. 

Cisplatin-induced gastrointestinal dysmotility is aggravated after chronic 

administration in the rat. Comparison with pica. Neurogastroenterol Motil. 

2010;22(7):797-805, e224-5. doi: 10.1111/j.1365-2982.2010.01483.x. 

44.Uranga JA, García-Martínez JM, García-Jiménez C, Vera G, Martín-Fontelles 

MI, Abalo R. Alterations in the small intestinal wall and motor function after 

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



24   López – Tofiño

This article is protected by copyright. All rights reserved

repeated cisplatin in rat. Neurogastroenterol Motil. 2017;29(7). doi: 

10.1111/nmo.13047. 

45.Cabezos PA, Vera G, Castillo M, Fernández-Pujol R, Martín MI, Abalo R. 

Radiological study of gastrointestinal motor activity after acute cisplatin in the 

rat. Temporal relationship with pica. Auton Neurosci. 2008;141(1-2):54-65. doi: 

10.1016/j.autneu.2008.05.004. 

46.Vera G, Girón R, Martín-Fontelles MI, Abalo R. Radiographic dose-

dependency study of loperamide effects on gastrointestinal motor function in 

the rat. Temporal relationship with nausea-like behavior. Neurogastroenterol 

Motil. 2019;31(8):e13621. doi: 10.1111/nmo.13621.

47.Galeazzi F, Blennerhassett PA, Qiu B, O'Byrne PM, Collins SM. Cigarette 

smoke aggravates experimental colitis in rats. Gastroenterology. 

1999;117(4):877-83.

48.Shahin NN, Abdelkader NF, Safar MM. A Novel Role of Irbesartan in 

Gastroprotection against Indomethacin-Induced Gastric Injury in Rats: 

Targeting DDAH/ADMA and EGFR/ERK Signaling. Sci Rep. 2018; 8(1):4280. 

doi: 10.1038/s41598-018-22727-6.

49.Tervaert TW, Mooyaart AL, Amann K, Cohen AH, Cook HT, Drachenberg CB, 

Ferrario F, Fogo AB, Haas M, de Heer E, Joh K, Noël LH, Radhakrishnan J, 

Seshan SV, Bajema IM, Bruijn JA; Renal Pathology Society. Pathologic 

classification of diabetic nephropathy. J Am Soc Nephrol. 2010; 21(4):556-63. 

doi: 10.1681/ASN.2010010010.

50.Abalo R, Rivera JA, Vera G, Martín MI. Ileal myenteric plexus in aged guinea-

pigs: loss of structure and calretinin-immunoreactive neurons. 

Neurogastroenterol Motil. 2005;17(1):123-32. doi: 10.1111/j.1365-

2982.2004.00612.x.

51.Hiura Y, Takiguchi S, Yamamoto K, Takahashi T, Kurokawa Y, Yamasaki M, 

Nakajima K, Miyata H, Fujiwara Y, Mori M, Kangawa K, Doki Y. Effects of 

ghrelin administration during chemotherapy with advanced esophageal cancer 

patients: a prospective, randomized, placebo-controlled phase 2 study. 

Cancer. 2012;118(19):4785-94. doi: 10.1002/cncr.27430. 

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



25   López – Tofiño

This article is protected by copyright. All rights reserved

52.Oun R, Moussa YE, Wheate NJ. The side effects of platinum-based 

chemotherapy drugs: a review for chemists. Dalton Trans. 2018;47(19):6645-

6653. doi: 10.1039/c8dt00838h. 

53.Laron Z, Crawford JD. Skin turgor as a quantitative index of dehydration in 

rats. Pediatrics. 1957;19(5):810-5.

54.Viana-Cardoso KV, da Silva MT, Júnior RC, Peixoto Junior AA, Pinho LG, 

Santos AA, Ribeiro RA, Rola FH, Gondim Fde A. Repeated cisplatin 

treatments inhibit gastrointestinal motility and induces baroreflex changes and 

mechanical hyperalgesia in rats. Cancer Invest. 2011;29(7):494-500. doi: 

10.3109/07357907.2011.597814.

55.Bhadri N, Sanji T, Madakasira Guggilla H, Razdan R. Amelioration of 

behavioural, biochemical, and neurophysiological deficits by combination of 

monosodium glutamate with resveratrol/alpha-lipoic acid/coenzyme Q10 in rat 

model of cisplatin-induced peripheral neuropathy. Scientific World Journal. 

2013;2013:565813. doi: 10.1155/2013/565813. 

56.Tabassum S, Ahmad S, Madiha S, Shahzad S, Batool Z, Sadir S, Haider S. 

Free L-glutamate-induced modulation in oxidative and neurochemical profile 

contributes to enhancement in locomotor and memory performance in male 

rats. Sci Rep. 2020 8;10(1):11206. doi: 10.1038/s41598-020-68041-y.

57.McDonald ES, Randon KR, Knight A, Windebank AJ. Cisplatin preferentially 

binds to DNA in dorsal root ganglion neurons in vitro and in vivo: a potential 

mechanism for neurotoxicity. Neurobiol Dis. 2005; 18 (2): 305-13. doi: 10.1016 

/ j.nbd.2004.09.013.

58.Ta LE, Espeset L, Podratz J, Windebank AJ (2006) Neurotoxicity of oxaliplatin 

and cisplatin for dorsal root ganglion neurons correlates with platinum-DNA 

binding. Neurotoxicology. 2006; 27(6):992-1002. doi: 

10.1016/j.neuro.2006.04.010. 

59.Sung EZ, Arasaradnam RP, Jarvie EM, James S, Goodyear SJ, Borman RA, 

Snead D, Sanger GJ, Nwokolo CU. Effects of neo-adjuvant chemotherapy for 

oesophago-gastric cancer on neuro-muscular gastric function. Mol Biol Rep. 

2012;39(12):9989-94. doi: 10.1007/s11033-012-1866-7. 

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



26   López – Tofiño

This article is protected by copyright. All rights reserved

60.Aggarwal SK, San Antonio JD, Sokhansanj A, Miller C. Cisplatin-induced 

peptic ulcers, vagotomy, adrenal and calcium modulation. Anticancer Drugs. 

1994;5(2):177-93.

61.Malik NM, Liu YL, Cole N, Sanger GJ, Andrews PL. Differential effects of 

dexamethasone, ondansetron and a tachykinin NK1 receptor antagonist 

(GR205171) on cisplatin-induced changes in behaviour, food intake, pica and 

gastric function in rats. Eur J Pharmacol. 2007;555(2-3):164-73. 

62.Abalo R, Cabezos PA, Vera G, López-Pérez AE, Martín MI. Cannabinoids 

may worsen gastric dysmotility induced by chronic cisplatin in the rat. 

Neurogastroenterol Motil. 2013;25(5):373-82, e292. doi: 10.1111/nmo.12073. 

63.Percie du Sert N, Rudd JA, Apfel CC, Andrews PL. Cisplatin-induced emesis: 

systematic review and meta-analysis of the ferret model and the effects of 5-

HT₃ receptor antagonists. Cancer Chemother Pharmacol. 2011;67(3):667-86. 

doi: 10.1007/s00280-010-1339-4.

64.Andrews PL, Horn CC. Signals for nausea and emesis: Implications for 

models of upper gastrointestinal diseases. Auton Neurosci. 2006; 30;125(1-

2):100-15. doi: 10.1016/j.autneu.2006.01.008.

65.Boutry C, Matsumoto H, Airinei G, Benamouzig R, Tomé D, Blachier F, Bos C. 

Monosodium glutamate raises antral distension and plasma amino acid after a 

standard meal in humans. Am J Physiol Gastrointest Liver Physiol. 

2011;300(1):G137-45. doi: 10.1152/ajpgi.00299.2010. 

66.Hosaka H, Kusano M, Zai H, Kawada A, Kuribayashi S, Shimoyama Y, 

Nagoshi A, Maeda M, Kawamura O, Mori M. Monosodium glutamate 

stimulates secretion of glucagon-like peptide-1 and reduces postprandial 

glucose after a lipid-containing meal. Aliment Pharmacol Ther. 

2012;36(9):895-903.

67.Cheled-Shoval SL, Druyan S, Uni Z. Bitter, sweet and umami taste receptors 

and downstream signaling effectors: Expression in embryonic and growing 

chicken gastrointestinal tract. Poult Sci. 2015; 94(8):1928-41. doi: 

10.3382/ps/pev152. Epub 2015 Jun 6.

68.Crowe MS, Wang H, Blakeney BA, Mahavadi S, Singh K, Murthy KS, Grider 

JR. Expression and function of umami receptors T1R1/T1R3 in gastric smooth 

A
u
th

o
r 

M
a
n
u
s
c
ri
p
t



27   López – Tofiño

This article is protected by copyright. All rights reserved

muscle. Neurogastroenterol Motil. 2020; 32(2):e13737. doi: 

10.1111/nmo.13737.

69.Tian M , Heng J , Song H , Zhang Y , Chen F , Guan W , Zhang S. Branched 

chain amino acids stimulate gut satiety hormone cholecystokinin secretion 

through activation of the umami taste receptor T1R1/T1R3 using an in vitro 

porcine jejunum model. Food Funct. 2019; 10(6):3356-3367. doi: 

10.1039/c9fo00228f. 

70.Nakadate K, Motojima K, Hirakawa T, Tanaka-Nakadate S. Progressive 

Depletion of Rough Endoplasmic Reticulum in Epithelial Cells of the Small 

Intestine in Monosodium Glutamate Mice Model of Obesity. Biomed Res Int. 

2016;2016:5251738. doi: 10.1155/2016/5251738. 

71.Feng Z, Li T, Wu C, Tao L, Blachier F, Yin Y. Monosodium L-glutamate and 

dietary fat exert opposite effects on the proximal and distal intestinal health in 

growing pigs. Appl Physiol Nutr Metab. 2015;40(4):353-63. doi: 

10.1139/apnm-2014-0434. 

72.Cai T, Qi Y, Jergens A, Wannemuehler M, Barrett TA, Wang Q. Effects of six 

common dietary nutrients on murine intestinal organoid growth. PLoS One. 

2018;13(2):e0191517. doi: 10.1371/journal.pone.0191517. 

73.McQuade RM, Carbone SE, Stojanovska V, Rahman A, Gwynne RM, 

Robinson AM, Goodman CA, Bornstein JC, Nurgali K. Role of oxidative stress 

in oxaliplatin-induced enteric neuropathy and colonic dysmotility in mice. Br J 

Pharmacol. 2016;173(24):3502-3521. doi: 10.1111/bph.13646.

74.McQuade RM, Stojanovska V, Stavely R, Timpani C, Petersen AC, Abalo R, 

Bornstein JC, Rybalka E, Nurgali K. Oxaliplatin-induced enteric neuronal loss 

and intestinal dysfunction is prevented by co-treatment with BGP-15. Br J 

Pharmacol. 2018;175(4):656-677. doi: 10.1111/bph.14114.

FIGURE LEGENDS

Figure 1. Experimental protocol and effect of cisplatin and monosodium 

glutamate (MSG) on general health parameters in the rat. As shown in A 
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(experimental protocol), body weight gain (B), solid food intake (C), liquid intake (D) 

and threshold for mechanical sensitivity to von Frey hairs (E) were measured in rats 

intraperitoneally administered with saline (2.5 mL kg−1) or cisplatin (2 mg kg-1) for 5 

consecutive weeks (weeks 1-5) and exposed or not to MSG (4 g L-1) in drinking water 

from week 0 to one week after treatment (week 6). Experimental groups were: saline 

+ water (dotted line or striped bar, n=12), saline + MSG (blue line/bar, n=11), 

cisplatin + water (red line/bar, n=8) or cisplatin + MSG (black line/bar, n=7). The 

threshold for mechanical sensitivity was recorded one week after treatment (n=12-

14/group). Data represent the mean ± SEM. * p<0.05, **** p<0.0001 vs saline + 

water; #### p<0.0001 vs cisplatin + water (two-way ANOVA followed by Tukey´s 

post-hoc test in B-D; one-way ANOVA followed by Tukey´s post hoc test in E).

Figure 2. Effect of cisplatin and monosodium glutamate (MSG) on 

gastrointestinal motility in the rat after first cisplatin administration. The rats 

were intraperitoneally administered with saline (2.5 mL kg−1) or cisplatin (2 mg kg-1) 

for 5 consecutive weeks (weeks 1-5) and exposed or not to MSG (4 g L-1) in drinking 

water from week 0 to one week after treatment. Gastrointestinal motility was 

measured by radiological methods (see text) in stomach (A), small intestine (B), 

caecum (C) and colorectum (D). Barium sulfate (2.5 mL, 2 g mL−1) was 

intragastrically administered immediately after the first intraperitoneal administration 

and X-rays were taken 0, 1, 2, 4, 6 and 8 h after barium administration. Experimental 

groups were: saline + water (dotted line, n=12), saline + MSG (blue line, n=11), 

cisplatin + water (red line, n=12) or cisplatin + MSG (black line, n=11). Data 

represent the mean ± SEM. ***p<0.001 vs saline + water; ^^ p<0.01, ^^^ p<0.001 vs 

saline + MSG (two-way ANOVA followed by Tukey´s post-hoc test). E-F: 

Representative radiographic images obtained for the different treatment groups at 2 

and 8 h after contrast administration. S, stomach; SI, small intestine; C, caecum; FP, 

fecal pellets (in colorectum). Scale bar: 30 mm.

Figure 3. Effect of cisplatin and monosodium glutamate (MSG) on 

gastrointestinal motility in the rat after fifth cisplatin administration. The rats 

were intraperitoneally administered with saline (2.5 mL kg−1) or cisplatin (2 mg kg-1) 

for 5 consecutive weeks (weeks 1-5) and exposed or not to MSG (4 g L-1) in drinking 
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water from week 0 to one week after treatment. Gastrointestinal motility was 

measured by radiological methods (see text) in stomach (A), small intestine (B), 

caecum (C) and colorectum (D). Barium sulfate (2.5 mL, 2 g mL−1) was 

intragastrically administered immediately after the fifth intraperitoneal administration 

and X-rays were taken 0, 1, 2, 4, 6 and 8 h after barium administration. Experimental 

groups were: saline + water (dotted line, n=12), saline + MSG (blue line, n=11), 

cisplatin + water (red line, n=12) or cisplatin + MSG (black line, n=11). Data 

represent the mean ± SEM. * p<0.05, ** p<0.01, ***p<0.001 vs saline + water; ^^ 

p<0.01, ^^^ p<0.001 vs saline + MSG; # p<0.05, ## p<0.01 vs cisplatin + water (two-

way ANOVA followed by Tukey´s post-hoc test). E-F: Representative radiographic 

images obtained for the different treatment groups at 2 and 8 h after contrast 

administration. S, stomach; SI, small intestine; C, caecum; FP, fecal pellets (in 

colorectum). Scale bar: 30 mm.

Figure 4. Effect of cisplatin and monosodium glutamate (MSG) on 

gastrointestinal motility in the rat one week after cisplatin treatment 

finalization. The rats were intraperitoneally administered with saline (2.5 mL kg−1) or 

cisplatin (2 mg kg-1) for 5 consecutive weeks (weeks 1-5) and exposed or not to MSG 

(4 g L-1) in drinking water from week 0 to one week after treatment. Gastrointestinal 

motility was measured by radiological methods (see text) in stomach (A), small 

intestine (B), caecum (C) and colorectum (D). Barium sulfate (2.5 mL, 2 g mL−1) was 

intragastrically administered one week after cisplatin treatment finalization and X-rays 

were taken 0, 1, 2, 4, 6 and 8 h after barium administration. Experimental groups 

were: saline + water (dotted line, n=12), saline + MSG (blue line, n=11), cisplatin + 

water (red line, n=12) or cisplatin + MSG (black line, n=11). Data represent the mean 

± SEM. * p<0.05, ** p<0.01 vs saline + water (two-way ANOVA followed by Tukey´s 

post-hoc test). E-F: Representative radiographic images obtained for the different 

treatment groups at 2 and 8 h after contrast administration. S, stomach; SI, small 

intestine; C, caecum; FP, fecal pellets (in colorectum). Scale bar: 30 mm.

Figure 5. Morphometric and densitometric analysis of the effect of cisplatin and 

monosodium glutamate (MSG) on the rat stomach. The rats were intraperitoneally 

administered with saline (2.5 mL kg−1) or cisplatin (2 mg kg-1) for 5 consecutive 
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weeks (weeks 1-5) and exposed or not to MSG (4 g L-1) in drinking water from week 

0 to one week after treatment. Barium sulfate (2.5 mL, 2 g mL−1) was intragastrically 

administered and X-rays were taken 0, 1, 2, 4, 6 and 8 h after contrast, immediately 

after the first (A, A’) or the fifth (B, B’) administration or one week after treatment (C, 

C’). Gastric size (A, B, C) and gastric density (A’, B’, C’) were analyzed with an image 

processor (Image J). Experimental groups were: saline + water (dotted line, n=12), 

saline + MSG (blue line, n=11), cisplatin + water (red line, n=12) or cisplatin + MSG 

(black line, n=11). Data represent the mean ± SEM. * p<0.05, ** p<0.01, ***p<0.001 

vs saline + water; ^ p<0.05, ^^ p<0.01, ^^^ p<0.001 vs saline + MSG (two-way 

ANOVA followed by Tukey´s post-hoc test).

Figure 6. Morphometric and densitometric analysis of the effect of cisplatin and 

monosodium glutamate (MSG) on the rat caecum. The rats were intraperitoneally 

administered with saline (2.5 mL kg−1) or cisplatin (2 mg kg-1) for 5 consecutive 

weeks (weeks 1-5) and exposed or not to MSG (4 g L-1) in drinking water from week 

0 to one week after treatment. Barium sulfate (2.5 mL, 2 g mL−1) was intragastrically 

administered and X-rays were taken 0, 1, 2, 4, 6 and 8 h after contrast, immediately 

after the first (A, A’) or the fifth (B, B’) administration, or one week after treatment (C, 

C’). Caecum size (A, B, C) and caecum density (A’, B’, C’) were analyzed with an 

image processor (Image J).  Experimental groups were: saline + water (dotted line, 

n=12), saline + MSG (blue line, n=11), cisplatin + water (red line, n=12) or cisplatin + 

MSG (black line, n=11). Data represent the mean ± SEM. * p<0.05, *** p<0.001 vs 

saline + water; # p<0.05, ### p<0.001 vs cisplatin + water (two-way ANOVA followed 

by Tukey´s post-hoc test).

Figure 7. Quantitative, morphometric and densitometric analysis of the effect of 

cisplatin and monosodium glutamate (MSG) on the rat fecal pellets. The rats 

were intraperitoneally administered with saline (2.5 mL kg−1) or cisplatin (2 mg kg-1) 

for 5 consecutive weeks (weeks 1-5) and exposed or not to MSG (4 g L-1) in drinking 

water from week 0 to one week after treatment. Barium sulfate (2.5 mL, 2 g mL−1) 

was intragastrically administered and X-rays were taken 0, 1, 2, 4, 6 and 8 h after 

contrast, immediately after the first (A, A’, A’’) or the fifth (B, B’, B’’) administration, or 

one week after treatment (C, C’, C’’). Fecal pellets were counted (A, B, C) and their 
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size (A´, B’, C’) and density (A’’, B’’, C’’) were analyzed with an image processor 

(Image J). Experimental groups were: saline + water (dotted line or striped bar, 

n=12), saline + MSG (blue line/bar, n=11), cisplatin + water (red line/bar, n=12) or 

cisplatin + MSG (black line/bar, n=11). Data represent the mean ± SEM. * p<0.05, ** 

p<0.01 vs saline + water; ### p<0.001 vs cisplatin + water (two-way ANOVA followed 

by Tukey´s post-hoc test for Number; one-way ANOVA followed by Tukey´s post hoc 

test for Morphometry and Densitometry).

Figure 8. Effect of cisplatin and monosodium glutamate (MSG) on the structure 

of the rat small intestinal wall and distal colon myenteric plexus. The rats were 

intraperitoneally administered with saline (2.5 mL kg−1) or cisplatin (2 mg kg-1) for 5 

consecutive weeks (weeks 1-5) and exposed or not to MSG (4 g L-1) in drinking water 

from week 0 to one week after treatment (week 6). Samples were obtained on week 

6. Experimental groups were: saline + water (A, H, H’, striped bar, n=5-7), saline + 

MSG (B, I, I’, blue bar, n=7), cisplatin + water (C, J, J’, red bar, n=5-7) or cisplatin + 

MSG (D, K, K’, black bar, n=7). Histological samples of the small intestine were 

embedded in paraffin and sections stained with HE (representative images in A-D). 

Histological damage (E), villi size (F) and submucosa thickness (G) were evaluated. 

Whole mount distal colon longitudinal muscle-myenteric plexus preparations were 

processed to detect the neurons expressing HuC/D (pan-neuronal marker) and 

neuronal nitric oxide synthase (nNOS, mainly present in myenteric neurons involved 

in inhibitory motor circuits). With the aid of Image J, different parameters were 

evaluated: density of ganglia (L) and HuC/D-IR neurons (M) vs serosal surface unit, 

number of neurons/ganglion (N) and proportion (%) of nNOS-IR vs HuC/D-IR 

neurons (O). Data represent the mean ± SEM. * p<0.05, ** p<0.01, *** p<0.001 vs 

saline + water; # p<0.05, ### p<0.001 vs cisplatin + water (Kruskal-Wallis followed 

by Dunn’s post-hoc test, E-G; one-way ANOVA followed by Tukey´s post-hoc test, L-

O). Bar 100 µm.

SUPPLEMENTARY MATERIAL – FIGURES LEGENDS
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Figure S1. Procedure to measure organ size with Image J. Before taking any X-

ray, a 30 mm-long metallic block is placed by the animal so that it can be used as a 

scale bar for morphometric and densitometric analyses. With Image J (Image J 1.38 

for Windows, National Institute of Health, USA, free software: 

http://rsb.info.nih.gov/ij/) we set its length as our scale and then select the region of 

interest from which the area can be automatically obtained. In the example, the size 

of this particular stomach is 512.094 mm2. This bar also serves as a reference for 

densitometry (100% for its color intensity).

Figure S2. X-Ray analysis of GI motility in control rats along time. The rats were 

intraperitoneally administered with saline (2.5 mL kg−1) for 5 consecutive weeks 

(weeks 1-5). Gastrointestinal motility was measured by radiological methods (see 

text) in stomach (A), small intestine (B), caecum (C) and colorectum (D). Barium 

sulfate (2.5 mL, 2 g mL−1) was intragastrically administered and X-rays were taken 0, 

1, 2, 4, 6 and 8 h after contrast, immediately after the first (continuous black line) or 

the fifth administration (dotted black line), or one week after treatment finalization 

(dotted purple line). Stomach size (E), stomach density (F), caecum size (G) and 

caecum density (H) were analyzed with an image processor (Image J). Data 

represent the mean ± SEM (n=12). * p<0.05, ** p<0.01 vs first administration; ^^^ 

p<0.001 vs fifth administration (two-way ANOVA followed by Tukey´s post-hoc test).

Figure S3. Effect of cisplatin and monosodium glutamate (MSG) on the 

diameter of the rat fecal pellets within the colon (as seen on the X-rays). The 

rats were intraperitoneally administered with saline (2.5 mL kg−1) or cisplatin (2 mg 

kg-1) for 5 consecutive weeks (weeks 1-5) and exposed or not to MSG (4 g L-1) in 

drinking water from week 0 to one week after treatment. Barium sulfate (2.5 mL, 2 g 

mL−1) was intragastrically administered and X-rays were taken 0, 1, 2, 4, 6 and 8 h 

after contrast. Fecal pellets diameter found within the colon was analyzed with an 

image processor (ImageJ), immediately after the first (A) or the fifth (B) 

administration, or one week after treatment cessation (C). Experimental groups were: 

saline + water (striped bar, n=12), saline + MSG (blue bar, n=11), cisplatin + water 

(red bar, n=12) or cisplatin + MSG (black bar, n=11). Data represent the mean ± 

SEM (two-way ANOVA followed by Tukey´s post-hoc test). 
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Figure S4: Effect of cisplatin and monosodium glutamate (MSG) on the general 

histological structure of the rat gastric body and kidney. Representative figures 

in HE of the gastric body (A-D) and kidney (E-H) of rats intraperitoneally administered 

with saline (2.5 mL kg−1) (A, B, E, F) or cisplatin (2 mg kg-1) (C, D, G, H) for 5 

consecutive weeks (weeks 1-5) and exposed (B, D, F, H) or not (A, C, E, G) to MSG 

(4 g L-1) in drinking water from week 0 to one week after treatment. Histological 

samples embedded in paraffin sections were obtained one week after treatment. Bar: 

100 µm. Experimental groups were: saline + water (A, E), saline + MSG (B, F), 

cisplatin + water (C, G) or cisplatin + MSG (D, H).

Figure S5: Effect of cisplatin and monosodium glutamate (MSG) on the 

structure of the rat distal colon myenteric plexus. The rats were intraperitoneally 

administered with saline (2.5 mL kg−1) or cisplatin (2 mg kg-1) for 5 consecutive 

weeks (weeks 1-5) and exposed or not to MSG (4 g L-1) in drinking water from week 

0 to one week after treatment. Whole mount distal colon longitudinal muscle-

myenteric plexus preparations were processed to detect the neurons expressing 

HuC/D (pan-neuronal marker) and neuronal nitric oxide synthase (nNOS, mainly 

present in myenteric neurons involved in inhibitory motor circuits). With the aid of 

Image J, different parameters were evaluated (see methods for further details): 

ganglion size (A), intraganglionic neuronal density (B), and density of nNOS-IR nerve 

fibers (C). Experimental groups were: saline + water (A, striped bar, n=5), saline + 

MSG (B, blue bar, n=7), cisplatin + water (C, red bar, n=5) or cisplatin + MSG (D, 

black bar, n=7). Bars show mean values ± SEM (one-way ANOVA followed by 

Tukey´s post-hoc test). 
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