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HICCUPS CANCER DISEASES
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Abstract: Hiccups are sudden, involuntary contractions of the diaphragm and
intercostal muscles followed by rapid closure of the vocal cords, producing the
characteristic “hic” sound.
While short episodes of hiccups are common and harmless, persistent or intractable
hiccups in cancer patients can be exhausting, painful, and may indicate an underlying
complication that requires medical attention.
Keywords: hiccups,persistent hiccups,chronic hiccups,intractable

hiccups,recurrent hiccups,singultus (medical term for hiccups)
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AnHoTauus. kanbe npeacrapisieT coO0N BHE3aMHbIE, HEMPOU3BOJIbHbIE
COKparnieHus auapparMbl U MEKPEOSPHBIX MBI, COMPOBOKAAIOIMIUECS OBICTPHIM
CMBIKAHMEM T'OJIOCOBBIX CBSI30K, YTO BBI3BIBAECT XapPaKTEPHBINA 3BYK «HK.
KpatkoBpeMeHHbIE 3MTM304bI UKOTHI PACIPOCTPAHEHBI U O€3BPEAHbBI, OJHAKO Y
OHKOJIOTUUYECKUX MAllMEHTOB CTOMKasA WA TPYAHOKYpaOenbHasi UKOTa MOXKET ObITh
U3HYpAIONIEH, 00JIE3HEHHON U HEPEJIKO CIYKUT MPU3HAKOM CKPBITOTO OCJIOKHEHUS,
TpEOYIOUIEro MEAUIIMHCKOTO BMENIATE/ILCTBA.

KinoueBble cjioBa: UKOTa, CTOMKAst HKOTAa, XpOHUYECKasi UKOTa,
TpyAHOKypabelbHas UKOTa, pEHUIUBUPYIOIAsd UKOTa, singultus (MeIUIIMHCKUMA
TEPMUH JIJIS1 UKOTHI).

SARATON KASALLIKLARIDA KUZATILADIGAN IKKINISH (HICCUPS)
Xushvakova Nilufar Zhurakulovna
DSec, professor, kafedra mudiri
Samarqand Davlat Tibbiyot Universiteti Otorinolaringologiya kafedrasi mudiri
nilumedlor@mail.ru
https://orcid.org/0009-0000-6717-2067
Xamidova Farida Mo‘minovna
Samarqand Davlat Tibbiyot Universiteti, Patologik anatomiya kafedrasi, biopsiya
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Annotatsiya. Ikkinish — diafragma va qovurg‘alar orasidagi mushaklarning
to‘satdan, ixtiyorsiz qisqarishi natijasida ovoz boylamlarining tez yopilishi sodir
bo‘ladi va o‘ziga xos “hik” tovushi paydo bo‘ladi. Qisga muddatli ikkinish odatda
zararsiz bo‘lsa-da, saraton kasalligi bilan og‘rigan bemorlarda davomli yoki
to‘xtovsiz ikkinish juda charchatib qo‘yishi, og‘riq keltirishi va ko‘pincha tibbiy
¢’tibor talab giladigan yashirin asorat belgisi bo‘lishi mumkin.
Kalit so‘zlar: ikkinish (hiccups), davomli ikkinish, surunkali ikkinish,

davolashga giyin ikkinish, gaytalanuvchi ikkinish, singultus (ikkinishning tibbiy
atamasi).

Hiccups, medically known as singultus, are sudden, repetitive contractions of
the diaphragm followed by the rapid closure of the vocal cords, producing the
distinctive “hic” sound.

In most people, hiccups are harmless and short-lived. However, in oncology,
persistent or intractable hiccups can become a severe clinical issue. They may
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interfere with eating, sleeping, and communication, and can signal deeper
neurological, metabolic, or anatomical problems associated with cancer or its
treatment.

Although data vary, studies suggest that 15-30% of cancer patients experience
hiccups at some point during their illness. In advanced or palliative care settings,
around 10% may suffer from persistent or intractable hiccups lasting longer than 48
hours.

Persistent hiccups can worsen fatigue, decrease appetite, and lead to weight loss,
malnutrition, or aspiration pneumonia. These complications significantly reduce a
patient’s quality of life and may disrupt cancer treatment schedules. Hiccups are
common in people with cancer, sometimes caused by the disease itself (especially
gastrointestinal cancers) or by treatments like chemotherapy and steroids. For many
patients, hiccups are a temporary side effect, but persistent, long-lasting hiccups can
occur in advanced cancer and may interfere with daily activities, requiring medical
attention. Treatments for persistent hiccups can include changing medications, taking
prescription drugs, or, in some cases, other medical procedures. Neurological damage
plays a significant role in the development of persistent or intractable hiccups among
cancer patients. Brain metastases, particularly those involving the medulla oblongata
or other areas of the brainstem, can interfere with the central hiccup reflex arc, which
regulates involuntary diaphragmatic contractions. Similarly, spinal cord compression
or injury, often seen in metastatic spread to the vertebrae, can disrupt neural pathways
that connect the diaphragm, phrenic nerve, and respiratory control centers. These
disruptions alter the normal balance of excitatory and inhibitory signals in the central
nervous system, leading to uncontrolled hiccup episodes. In advanced cancer cases,
such neurological involvement is a critical indicator of systemic disease progression
and may require combined management approaches, including corticosteroids,
anticonvulsants, or surgical decompression, depending on the underlying lesion. Post-
operative hiccups are relatively common in patients who have undergone thoracic or
abdominal surgery, and are generally caused by mechanical or chemical irritation of
the diaphragm and surrounding nerves.

During such procedures, manipulation of the phrenic nerve, vagus nerve, or
peritoneal structures may trigger abnormal stimulation of the hiccup reflex arc.
Accumulation of gas within the stomach or intestines, distension of abdominal organs,
or post-operative inflammation can further exacerbate the condition. In most cases,
these hiccups are transient and resolve spontaneously within a few hours or days as the
cffects of anesthesia, mechanical ventilation, and surgical trauma subside. However, in
vulnerable patients—particularly those with cancer-related metabolic or neurological
complications—post-surgical hiccups may persist longer, requiring medical
interventions such as prokinetic agents, chlorpromazine, or metoclopramide to
alleviate discomfort and prevent respiratory fatigue. Certain chemotherapeutic agents
and adjunct medications are known to provoke hiccups, either directly or indirectly, by
influencing the central nervous system or gastrointestinal pathways involved in
diaphragmatic control. Agents such as cisplatin and carboplatin—commonly used in
the treatment of solid tumors—can irritate the vagus or phrenic nerves, or alter
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neurotransmitter balance in the brainstem, triggering the hiccup reflex. Moreover,
corticosteroids like dexamethasone, frequently administered as part of antiemetic
regimens during chemotherapy, have been strongly associated with the onset of
persistent hiccups.

The mechanism is thought to involve stimulation of steroid-sensitive neurons in
the medulla and changes in electrolyte homeostasis. While most drug-induced hiccups
are short-lived, in some cancer patients they can become severe and recurrent, leading
to sleep disturbance, dehydration, and reduced quality of life. Management typically
includes adjusting the medication regimen, lowering steroid doses, or introducing
pharmacological treatments such as gabapentin, baclofen, or chlorpromazine to control
symptoms.

Tumor growth within the thoracic or abdominal cavity can directly contribute to
the onset of persistent hiccups by exerting mechanical pressure on the diaphragm or
adjacent neural structures. Large mediastinal masses, lung tumors, or hepatic
metastases may compress the phrenic or vagus nerves, which play a central role in the
hiccup reflex arc. This mechanical irritation stimulates involuntary diaphragmatic
contractions and disrupts normal respiratory control. In addition, retroperitoneal and
gastric tumors can increase intra-abdominal pressure, further aggravating
diaphragmatic movement and triggering reflex hiccups. In patients with advanced
malignancies, such pressure effects are often accompanied by pleural effusion, ascites,
or organomegaly, which can amplify the neural stimulation. Persistent hiccups due to
tumor compression not only cause discomfort but may also signal disease progression
or metastatic spread, making them a valuable clinical clue during cancer evaluation.
Symptomatic relief may involve nerve blockade, drainage of effusions, or targeted
oncologic therapy to reduce the tumor burden.

Gastrointestinal and metabolic disturbances frequently contribute to the
development of hiccups in cancer patients. Conditions such as gastric distension,
reflux esophagitis, or intestinal obstruction can mechanically stimulate the vagus and
phrenic nerves, leading to repetitive diaphragmatic spasms. Moreover, hepatic
metastases or pancreatic tumors may disrupt normal digestive and metabolic
processes, resulting in electrolyte imbalances—particularly changes in sodium,
potassium, and calcium levels—that alter neural excitability. Uremia, renal failure,
and liver dysfunction can also impair detoxification pathways, allowing neurotoxic
metabolites to accumulate and irritate the central hiccup center in the medulla
oblongata. These factors often coexist in advanced malignancy, creating a
multifactorial environment that perpetuates persistent hiccups. Effective management
requires addressing the underlying metabolic disorder, correcting electrolyte
disturbances, and alleviating gastrointestinal distension through dictary adjustments,
medication, or decompression techniques.

Cancer-Related Triggers

Direct tumor effects — compression or invasion near the diaphragm, esophagus,
or mediastinum may irritate the phrenic or vagus nerve. Chemotherapy drugs — agents
like cisplatin, carboplatin, irinotecan, and corticosteroids (especially dexamethasone)
can stimulate the hiccup reflex. Metabolic abnormalities — electrolyte imbalances
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such as hypercalcemia, hyponatremia, and uremia often appear in advanced cancer
and contribute to hiccups. Neurological causes — brain metastases, spinal lesions, or
cranial nerve damage can alter the hiccup reflex pathway. Post-surgical or
gastrointestinal factors — bloating, gastric distension, or esophagitis after surgery or
radiation therapy can also play a role. Hiccups, or singultus, are short, involuntary
contractions of the diaphragm followed by a quick closure of the vocal cords,
producing the familiar “hic” sound.

Modern oncology lacks large clinical trials on hiccups.
Future research should explore:

o Neurophysiological mechanisms of chemotherapy-induced hiccups
o Safer and more effective medication combinations
o Non-invasive therapies such as vagus nerve stimulation and acupuncture

Although common and usually harmless, hiccups may become a serious
medical problem when they are persistent (lasting over 48 hours) or intractable
(lasting more than one month). Metabolic imbalance is one of the most important
internal triggers of persistent hiccups in oncology. When normal blood chemistry is
disrupted, the excitability of the nervous system changes — especially within the
phrenic and vagus nerves, which control the diaphragm and are central to the hiccup
reflex.

In many cancer patients, elevated calcium levels (hypercalcemia) occur due to
bone metastases or parancoplastic syndromes. Excess calcium increases neuronal
irritability, making the diaphragm more prone to involuntary contractions.Similarly,
renal or hepatic failure leads to the accumulation of metabolic waste and toxins in the
bloodstream, which can irritate the central nervous system.Electrolyte disturbances
— including abnormalities in sodium (Na*), potassium (K*), and magnesium (Mg2*)
— further disrupt membrane potentials and nerve signaling. Together, these metabolic
abnormalities create a biochemical environment that continuously stimulates the
hiccup reflex arc, resulting in prolonged or intractable hiccups. Proper correction of
electrolytes and treatment of the underlying disorder often leads to symptom relief.In
patients with cancer, hiccups can indicate internal organ irritation, metabolic
disorders, or neurological damage caused by the disease or its treatment.

Hiccups in cancer patients are more than a minor discomfort — they may reveal
underlying medical complications and strongly affect life quality.Persistent hiccups
require a full medical assessment, targeted therapy, and emotional support.Early
recognition and multidisciplinary care help prevent further complications and improve
patient well-being. Hiccups are a simple physiological reflex in healthy individuals but
may become a serious medical symptom in cancer patients. When persistent or
intractable, they can indicate tumor compression, metabolic imbalance, neurological
injury, or side effects of chemotherapy and corticosteroids.In oncology, hiccups are not
merely a discomfort — they represent a multifactorial complication that affects
nutrition, sleep, emotional stability, and overall quality of life. Recognizing their
clinical significance helps healthcare professionals detect deeper physiological
disturbances at an early stage.Effective management requires a comprehensive and
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multidisciplinary approach, including identification of reversible causes, correction of
metabolic disorders, pharmacological therapy (such as baclofen, chlorpromazine, or
gabapentin), and supportive palliative care.Further research should focus on
understanding the exact neurophysiological mechanisms of cancer-related hiccups and
developing targeted treatment protocols. Integrating symptom tracking into hospital
information systems can also improve the quality of monitoring and patient comfort.In
conclusion, addressing hiccups in cancer is not only about relieving a minor symptom
— it is an essential part of holistic patient care, improving both physical and
psychological well-being in those living with cancer.
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