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Abstract: Abnormal weight loss is a frequently occurring condition among adults and is linked to a host

of adverse health outcomes, including higher mortality rates, and a number of progressive debilitating
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ilinesses. While this condition commonly presents with a contributing disorder, many patients present
with no immediately discernable medical reason to explain their abnormal weight loss. A variety of
pharmacologic and nonpharmacologic measures can be undertaken to address the underlying weight

loss and to improve nutritional status. Physicians should not assume that weight loss is a natural
phenomenon until they have thoroughly reviewed and eliminated other social and pathologic causes.

INTRODUCTION

Abnormal weight loss is an unintentional drop in body weight over
time. It occurs in 8% of all adult outpatients and is even more prev-
alent among elderly individuals, occurring in approximately 30% of
all such individuals defined as individuals 65 and older.! As a risk
factor in elderly patients, even slight weight loss is connected with
higher morbidity and mortality rates. While voluntary weight loss
among the general adult population is not generally considered
problematic, even slight weight loss among elderly individuals is
correlated with joint fractures and higher mortality rates.?® Thus,
physicians should stress to their patients the medical benefits of
maintaining a healthy body weight throughout adulthood and of
taking early preventive measures through proper diet and exer-
cise. Abnormal weight loss is also linked to a higher frequency of
admission to institutions, to an elevated risk of in-hospital compli-
cations, to a deterioration in the ability to perform activities of dai-
ly living, to somatic dysfunction, and to an overall decrease in the
quality of life.#>¢ Certain individuals require heightened monitor-
ing for abnormal weight loss, more specifically, those who: (a) are
disabled; (b) have a co-existing medical illness; (c) have previously
been admitted to an institution; (d) have a cognitive impairment;
(e) are smokers, (f) have experienced the loss of a significant other;
or (g) already have a low baseline body weight.”#

MAJOR ETIOLOGIES OF WEIGHT LOSS

Malignancy

When evaluating the potential causes of unintentional weight loss,
the physician must consider the possibility of an underlying malig-
nancy, especially if the presenting patient is elderly. A recent study
ranked cancer as the most common cause of weight loss, with the
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majority of malignancies found to be gastrointestinal in origin in
patients who were 65 years or older. While various types of can-
cers often present with unexplained weight loss, the most likely
etiologies are cancers of the lung, lymphoma, prostate, ovarian,
and bladder.? A history of tobacco use or smoking should prompt
screening for lung cancer. The most common presenting symptoms
of lung cancer, in addition to weight loss, include hemoptysis, loss
of appetite, thoracic pain, fatigue, and coughing.’

Physical findings may include clubbing. In men, complaints of uri-
nary changes, either in frequency or urgency, are strong indicators
of prostate hypertrophy and potential malignancy, especially when
accompanied by weight loss.*® In women, complaints of changes in
menstrual cycles, abdominal pain, bloating or a feeling of fullness,
should prompt the physician to include ovarian cancer in the dif-
ferential diagnosis.'* The most common indicator of bladder car-
cinoma is hematuria. However, any complaints about changes in
urinary habits, such as urgency, frequency, nocturia, or dysuria,
when accompanied by unexplained weight loss, should prompt a
workup for a bladder malignancy.'? Cachexia can be a prominent
and isolated exam finding in certain cancers, such as pancreatic
cancer. Cancer cachexia is a debilitating and progressive metabolic
syndrome, which results from aberrant interactions between host
and tumor cells and causes progressive skeletal muscle wasting,
fatigue, and weight loss, among other disturbed physiological pro-
cesses.®® The most common presenting symptom in carcinomas of
the pancreas is unexplained weight loss, followed by vague epigas-
tric pain and jaundice.' If a patient presents with these symptoms,
special efforts should be made to avoid a delay in diagnosis and
treatment by including pancreatic cancer in the differential until it
is ruled out from a clinical standpoint.

Diabetes Mellitus Type Il

Diabetes is a state of elevated blood glucose levels from either in-
sufficient insulin secretion, insulin action, or a combination of the
two." When examining a patient who has recently experienced un-
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explained weight loss, the physician should include diabetes melli-
tus at the top of the differential list until it is excluded based on the
clinical workup. Typically, diabetes presents with polydipsia, poly-
uria, and weight loss.*¢” Patients who present with any of these
symptoms, especially if they are overweight, should have fasting
blood glucose testing performed.

Hyperthyroidism & Thyrotoxicosis

Overstimulation of the thyroid gland can be a significant cause of
an unexplained drop in weight and may be attributed to multiple
etiologies. The most common disease known to cause overstimu-
lation of the thyroid gland is Grave’s Disease, an autoimmune con-
dition in which thyroid-stimulating immunoglobulins cause the
thyroid gland to produce excess thyroid hormone.'® Weight loss
can be a presenting symptom and may be accompanied by heat
intolerance, irritability, insomnia, excessive sweating, diarrhea,
palpitations, muscular weakness and irregular menstrual cycles.'’
In patients suspected of having Grave’s Disease, a thyroid-stimu-
lating hormone level should be performed.

Age-Related Frailty

Aging is sometimes accompanied by a decline in body mass and
weight loss, also referred to as sarcopenia, or the decrease in
muscle mass with age.?° Frailty is defined as a condition that has
a risk of weakening in well-being and function among older adults.
The process of muscle wasting in the elderly often has multiple
etiologies and, although the process is not fully understood, the
primary etiologies are inactivity and insufficient caloric intake.
Sarcopenia is most prevalent in the elderly and affects 5 to 13%
of persons aged 60-70 years old.?* Although muscle wasting in the
geriatric population is to some extent normal, it may lead to frailty,
the loss of ambulation, a significant increase in the risk of falling
and, eventually, to increased mortality.?? Nutritional supplementa-
tion and exercise regimens can be prescribed, either separately or
in tandem, to delay or prevent the onset of sarcopenia in elderly
patients.?

Systemic Lupus Erythematosus

The clinical presentation of Systemic Lupus Erythematosus (SLE)
is often complicated, involving multi-organ systems, primarily the
musculoskeletal, renal, and integumentary systems.?* SLE can also
cause malabsorption issues which may manifest themselves in
weight loss.?>?¢ Other common presenting symptoms of SLE in-
clude fever and fatigue. SLE is more common in women than men,
with women of childbearing age being the most at risk for devel-
oping the disease.?” The exact cause of SLE remains unclear, but
it appears that hormonal, genetic, and environmental factors may
contribute to the development of the disease.?®

Psychological Considerations in Weight Loss

Anorexia nervosa is a condition characterized by excessive weight
loss from self-starvation and extreme exercise strategies.?’ An-
orexia nervosa is most common in young females, who account for
90-95% of patients diagnosed with the condition.*® This condition
can be life-threatening if left untreated. However, specific treat-
ment guidelines are beyond the scope of this paper.

Depression in the community dwelling geriatric population can be
as high as 15%.%* Sudden weight loss in the elderly population can

be a sign of depression, dementia, or delirium.®23% Weight loss ac-
companied by changes in mental status and mood should warrant
a full neurological and psychological evaluation.

Medications

A table of medications linked to abnormal weight loss can be seen
in Table 1.34%5

Other Etiologies

There are also less common etiologies of abnormal weight loss,
such as adrenal insufficiency, infectious diseases, heart failure, and
chronic vigorous exercise. There are many disease states that can
cause unintended weight loss, and this list is certainly not exhaus-
tive. All cases of unintended weight loss should be worked up un-
til the cause has been determined, even after all the causes men-
tioned in this paper have been ruled out.

DIAGNOSIS & TREATMENT OF WEIGHT LOSS

It is important that physicians learn to identify abnormal weight
loss in the clinical context. Many patients who have unintentionally
lost more than 5-10% of their body weight over a 6-month period
may not notice the weight loss or may erroneously attribute the
weight loss to minor changes in their diet or an increase in their
physical activity.*® Conditions such as anorexia nervosa, bulimia
or other abnormal eating patterns coupled with low self-esteem
may also cause some patients to minimize the significance of their
weight loss. These conditions may cause patients to consider
weight loss the natural and intended result of their premeditated
efforts. Interestingly, a majority of individuals who have noticed a
decrease in their weight have no medically recorded proof of their
weight loss.” For those individuals, a physician may become aware

TABLE 1:

Mechanism of inducing

D DrugCl
rug/ Drug Class weight loss

Allopurinol, ACE inhibitors,
Calcium Channel Blockers, L-DOPA,
Propranolol, Spironolactone

Altered taste or smell

Anticholinergics,

Loop Diuretics, Clonidine Dry mouth
Anticonvulsants, Appetite

suppressants, Wellbutrin, L-DOPA, Anorexia

Metformin, Opioids, Theophylline

Bisphosphonates, Doxycycline,

Iron Supplements, NSAIDS, Dysphagia

Potassium Supplements

Amantadine, Digoxin,
Dopamine Agonists, Metformin,
SSRIs, Tricyclic Antidepressants

Induced nausea
and vomiting
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of the weight loss by observing changes in clothing size, hearing
comments from close friends or relatives, or obtaining weight loss
estimates from the patient. By taking a comprehensive patient his-
tory, a physician may uncover the cause of the weight loss and de-
termine whether the cause is abnormal in nature or due to some
other condition.

Developing a thorough history also allows a physician to identify
certain symptoms that warrant further discussion with the patient,
including changes in urination or defecation or other changes that
may suggest issues with one or more specific organ systems. Such
changes are frequently found in almost half of all patients who
present with abnormal weight loss.®3%4° While all aging adults
should have mental health screenings, it becomes even more im-
portant for those patients who present with unintentional or ir-
regular weight loss.** Certain outstanding skin conditions, such as
palpable masses and lymphadenopathy, also require further inves-
tigations, to check for malignancies and other skin conditions. At
present, however, there is insufficient research regarding the in-
dicative value of physical examinations with respect to uncovering
the causes of weight loss. The most useful non-invasive methods
that are currently available to help identify these causes include:
measuring serum alkaline phosphatase, bilirubin, lactate dehydro-
genase, and performing imaging studies, such as chest radiogra-
phy and abdominal ultrasound.?4344454¢ Certain symptoms which
warrant specific investigation into Gl tract issues through endos-
copy and ultrasound include increased enzyme levels and iron-
deficiency anemia. A list of useful diagnostic tests can be found in
Table 2.474847 In cases where the patient presents with no discern-
able evidence of an underlying disorder, the physician should begin
by evaluating whether the weight loss is caused by undernourish-
ment from insufficient food consumption or energy intake, other-
wise known as primary malnutrition. Aging and frail adults are par-
ticularly prone to undernourishment, primarily because they tend
to consume an insufficient volume of food as opposed to food with
low nutritional value (quality of protein, carbohydrate, fat content
etc.). Encouraging a diet filled with healthy, nutritious foods should
be the primary strategy for combating abnormal weight loss on
a long-term basis. Explaining the health benefits of an adequate
nutrition regimen to patients is important to encourage them to
consume a sufficient volume of food. Unfortunately, a patient’s
lifestyle and other factors, including poverty, depressed mental
health, poor dental care, loss of vision or hearing, and stress, some-
time impede efforts to quickly resolve weight loss issues.

To ensure adequate management and guide the patient on a safe
regimen for correcting abnormal weight loss, the physician may
consider involving a nutritionist, or mental health professional to
contribute to the plan of action, particularly when no clinical ex-
planation for the weight loss has been determined.*® In addition,
involving a registered dietician may be a useful adjunct. Where
appropriate, exercise may be prescribed to stimulate both a larger
appetite and an increase in lean muscle mass.>* Exercises should
include strength-resistance training, aerobic-endurance exercises,
or both, to achieve desired effects. Encouraging patients to con-
sume supplements, such as mass-gaining shakes, can improve the
likelihood of achieving desired results between office visits. Sup-
plements may be taken between meals to avoid disrupting normal
hunger cues. Care should be taken to introduce any changes gradu-
ally so that patients are not overwhelmed to the point where they

TABLE 2:

Diagnostic Test Examples

TSH, ANA, ESR, LDH, Hbalc,
Labs fasting glucose, CBC, PSA, Cr,
Alkaline Phosphatase, bilirubin

Chest X-ray, mammogram,

Imaging abdominal ultrasound

Procedures PAP smear, DRE

Colonoscopy, CT scan of abdomen,

Invasive Techniques X X
pelvis, chest with contrast

may abandon all efforts. The use of supplements does raise some
questions about the short-term and long term benefits of weight
improvement. Weight loss management, over the short-term, has
been documented as effective in combatting abnormal weight
loss. However, the benefits of weight loss management, over the
long-term, have not been conclusively proven.>? For example, one
review has shown a decrease in mortality rates among frail, older
patients who consume protein supplements, regardless of wheth-
er or not they experienced abnormal weight loss.>® While there are
medications that stimulate appetite minimally in the short-term,
they have proven to be inconclusive and perhaps detrimental in
the long-term and lie beyond the scope of practice for this articles.*
Lastly, it can be reasonable to assume that patients who consume
too few calories and who experience unintentional weight loss may
also be experience vitamin and mineral deficiencies. In these cases,
the clinician should encourage foods that are nutrient-dense in ad-
dition to vitamin or mineral supplements.>? The patients should be
advised to eat certain foods known for being good sources of com-
plex carbohydrates, lean protein, and healthy fats/lipids, as well as
for being good sources of essential vitamins and minerals.>

CONCLUSION

Presenting as an unintentional drop in body weight over a 6-month
period, abnormal weight loss is a health condition that may be a
symptom of various underlying causes. These causes can range
anywhere from side effects of prescription medications to autoim-
mune diseases, such as Systemic Lupus Erythematosus. In addition,
abnormal weight loss can be a symptom of malignancies and meta-
bolic syndromes, such as Diabetes Mellitus Type Il and hyperthy-
roidism. To properly diagnose the cause of abnormal weight loss,
physicians should consider a myriad of possibilities, depending on
the patient’s presenting symptoms, the results of clinical testing,
and the patient’s medical and social history. Unfortunately, there
is no one etiology that can be used to diagnose the causes of abnor-
mal weight loss in all patients and, once diagnosed, the particular
course of action adopted should be adapted to the patient. At a
minimum, it is recommended that the physician begin with a thor-
ough physical exam, searching for signs of malignancy, hyperthy-
roidism, or mental health issues. In addition to a thorough history
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and physical exam, the physician may also consider performing ap-
propriate diagnostic tests and obtaining blood work as part of his
or her investigation into the causes of abnormal weight loss. Once
the patient is adequately screened for pathophysiological causes
of abnormal weight loss, the clinician can adopt different strate-
gies, such as increasing the frequency and amounts of healthy, nu-
tritious food to correct the weight loss and put the patient back
on track for an effective recovery. If these interventions prove
unsuccessful, patients can be prescribed exercise therapy to help
increase their basal metabolic rate and to improve hunger cues,
thereby encouraging the patients to eat more frequent meals of
larger volume. Lastly, malnutrition may be addressed by including
foods and supplements high in vitamins and minerals.
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