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The frequency and pathophysiology of hyponatremia were studied in the ac-
quired immunodeficiency syndrome. Of 71 hospitalized patients surveyed retro-
spectively, hyponatremia was observed in 37 (52%). Of 48 patients studied
prospectively, 27 (56%) were hyponatremic. In 16 hyponatremic patients, vol-
ume status; serum and urine osmolalities; renal, adrenal, and thyroid function;
and plasma vasopressin levels were assessed. Urine osmolalities were inappro-
priately elevated (mean, 377 mmol/kg of water) relative to serum osmolalities
(mean, 268 mmol/kg of water). Four patients had moderate renal insufficiency.
Plasma vasopressin levels were elevated in 15 patients, with the highest levels
seen in patients who died (median, 7.08 pmol/L). Hyponatremia of multiple
etiologies occurred in a majority of inpatients with the acquired immunodeficien-
cy syndrome, often following the administration of hypotonic fluids, and was
associated with a 30% (8/27) short-term mortality.

(JAMA. 1990;263:973-978)

HYPONATREMIA in hospitalized pa¬
tients is a relatively common electrolyte
disorder.1'3 It tends to occur in the set¬
ting of serious disease and is associated
with increased mortality." Patients
with renal, cardiac, hepatic, pulmo¬
nary, intracranial, and endocrine dis¬
eases may develop hyponatremia when
urinary free-water excretion is im¬
paired by renal tubular dysfunction, de¬
creased distal tubular delivery of fil¬
trate, or nonosmolar vasopressin re¬
lease.

Impairment of one or several organ
systems is common in the acquired im¬
munodeficiency syndrome (AIDS). Hy-

ponatremia has been reported in sever¬
al patients with AIDS,7"9 but this
association has not been studied sys¬
tematically. We undertook to describe
the prevalence of hyponatremia in hos¬
pitalized patients with AIDS and to
characterize the disorders of water ex¬
cretion in this setting.
PATIENTS AND METHODS
Clinical Protocol

The study included a retrospective
survey and a prospective analysis.

For the retrospective survey, the
charts of 71 patients with AIDS were
reviewed consecutively. They had all
been admitted to Lenox Hill Hospital in
New York, NY, in the first 5 months of
1986 and fulfilled the criteria for the
diagnosis of AIDS established by the

Centers for Disease Control. Hypona¬
tremia was defined as a serum sodium
level less than 133 mmol/L on at least
one routine automated chemical profile
during hospitalization.

To examine the pathophysiology of
hyponatremia in AIDS, a prospective
study was undertaken. Forty-eight con¬
secutive patients with AIDS were iden¬
tified between June 5 and August 21,
1986. All clinical diagnoses, medica¬
tions, and routine chemical profiles
were recorded on admission and reas¬
sessed three times weekly. If hypona¬
tremia was noted, the patient under¬
went further study.

After informed consent was obtained,
extracellular fluid volume status was
assessed clinically. Fluid depletion was
inferred from the findings of decreased
skin turgor, dry mucous membranes, or
orthostatic hypotension. Fluid overload
was suggested by the presence of jugu¬
lar venous distention, dependent pul¬
monary rales, a third heart sound, evi¬
dent pleural effusion or ascites, or

dependent edema. Serum samples were
obtained for a chemical profile, osmolal-
ity, and random cortisol determination.
When hypothyroidism was considered
on clinical grounds, serum triiodothyro-
nine resin uptake and thyroxine levels
were also determined. Plasma was ob¬
tained for determination of renin ac¬

tivity, aldosterone, and arginine vaso¬

pressin (AVP) levels. Simultaneous
specimens of urine were analyzed for
sodium concentration and osmolality. A
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24-hour collection of urine was used to
determine the clearance of creatinine
and the excretion of sodium, chloride,
potassium, and free water. If the ran¬
dom serum cortisol level was less than
1100 nmol/L, a standard stimulation
test was performed. After a baseline
serum cortisol specimen was obtained, a

250-|i,g bolus of 1-24 corticotropin was

injected intravenously, followed by
measurement of serum cortisol levels at
30 to 60 minutes.

The experimental protocol was ap¬
proved by the Ethics and Experimenta¬
tion Committee of Lenox Hill Hospital.
Laboratory Procedures

Serum chemical profiles were run on
a multichannel autoanalyzer (SMAC,
Technicon Inc, Tarrytown, NY); urine
chemistries were determined by an ion-
selective analyzer (ASTRA, Beckman
Instruments, Brea, Calif). Osmolality
was measured by determination of
freezing-point depression. Triiodothy-
ronine resin uptake was measured by a
standard adsorbent assay; thyroxine
was determined by radioimmune assay;
free thyroxine index was computed by
multiplying the serum thyroxine by the
quotient of the patient's triiodothyro-
nine resin uptake and the mean normal
triiodothyronine resin uptake. Cortisol
and aldosterone were determined by ra-

dioimmunoassay. Plasma renin activity
was assessed by determination of the
generation of angiotensin I by radioim-
munoassay. Arginine vasopressin was
measured with a specific radioimmuno-
assay,10 which was performed by Alan

G. Robinson, MD, at the Endocrinology
Laboratory, Department of Medicine,
University ofPittsburgh (Pa).
Statistical Methods

When the data were normally distrib¬
uted, values were expressed as the
mean± SE, and a nonpaired t test was

applied to check for differences between
groups. Nonparametric data were ana¬

lyzed with the Wilcoxon Rank-Sum
Test and dichotomous data by x2- The
null hypothesis was rejected at P <.05
in all cases.

RESULTS
Incidence of Hyponatremia

In the retrospective survey of 71 pa¬
tients with AIDS, 37 (52%) were found
to exhibit hyponatremia during their
hospital course.

In the subsequent prospective study,
48 patients were identified with AIDS.
The initial presenting disease was

Pneumocystis carinii pneumonia in 34
patients, cytomegalovirus (CMV) infec¬
tion in 5, and Kaposi's sarcoma in 4; the
remaining 5 patients had presented
with various other illnesses. The mean

age of these patients was 39.8 years;
there were 47 men and 1 woman. In this
series, 27 patients (56%) were noted to
have hyponatremia, with the lowest se¬
rum sodium concentrations during hos¬
pitalization ranging from 117 to 132
mmol/L (mean, 126 ±4 mmol/L). Thir¬
teen patients (27%) were hyponatremic
on admission; the remaining 14 (29%)
had normal serum sodium concentra¬
tions on admission and later developed
hyponatremia during their hospital
course.

The organ system involvement of
AIDS patients with and without hypo¬
natremia is outlined in Table 1. While
hyponatremia occurred in 65% of pa¬
tients with pulmonary disease and 63%
of patients with intracranial disease,
the distribution of organ involvement
was not found to be different from that
of normonatremic AIDS patients.
Factors Contributing
to Hyponatremia

Of the 27 patients with hyponatre¬
mia, 16 were studied fully as described
in the "Patients and Methods" section;
the results of these studies are summa¬
rized in Table 2. Fifteen patients had

Table 1 .—Clinical Characteristics of 48 Patients With the Acquired Immunodeficiency Syndrome

Hyponatremic Normonatremic All
Organ System Patients Patients Patients
Involvement_(n =27)_(n =21)_(n=48)

Pulmonary_17_9_26
Central nervous system 5 3 8
Intestinal 3 5 8

Table 2.—Clinical Data of 16 Patients With the Acquired Immunodeficiency Syndrome Who Were Studied During Hyponatremia*
Medications Values Determined on Study Day

Patient Admitting Fluid Hypotonie SNa, Sosm. Uosm, UNa, AVP, Ccr,
No. Diagnosis Status Barbiturates Narcotics Solutions mmol/L mmol/kg mmol/kg mmol/L pmol/L mL/s

1 PCPt_Decreased_-_-_-_128_263_394_29_7.08 0.82

2 Cryptococcus meningitist Decreased_-_-_+_122_243_442_161_7.08 1.55

3 Salmonella bacteremiat Decreased_-_+_-_128_289_300_40_17.03 1.17

4 Lung abscesst_Decreased_-_+_-_131_261_381_7(3_0.84 0.62

5 Anemia Decreased +
- -

127 264 421 150 0.57 0.80

6 Pneumonitis_Normal_-_+_+_131_276_335_56_1.11 1.38

7 CMV pneumonitis,t Normal + + + 131 267 690 192 2.44 0.77
CMV meningitis

8 Candida esophagitis_Decreased_-_-_-_130_265_457_3_0.37 1.27

9 CMV retinitis/colitis_Decreased_-_-_+_129_264_514_51_0.88 1.27

10 PCP_Normal_-_-_+_126_263_246_55_0.71 1.10

11 PCP_Normal_-_-_+_131_273_341_29_1.02 1.43

12 PCP_Normal_-_+_+_131_26!)_443_132_0.81 1.63

13 PCP_Decreased_-_-_+_130;_265_215_30_0.71 1.08

14 CMV retinitis, Normal + +130 259 436 106 1.21 1.63

_CMVpneumonitis_
15 PCP Decreased

-

+
~

+ 132 278 156 25 0.70 0.38~
16 Lymphoma Decreased + + 128 281 259 105 1.31 0.25

*SNa indicates serum sodium; Sosm, serum osmolality; Uosm, urine osmolality; UNa, urine sodium; AVP, arginine vasopressin; Ccr, creatinine clearance; PCP, Pneumocystis
carinii pneumonia; and CMV, cytomegalovirus.

tDied in hospital.

 at Mt Sinai School Of Medicine on May 24, 2010 www.jama.comDownloaded from 

http://jama.ama-assn.org


decreased serum osmolality (mean,
266 ±2 mmol/kg of water); the remain¬
ing patient had a normal serum osmolal¬
ity with concomitant azotemia (Fig 1).

The urine osmolality was inappropri¬
ately elevated (mean, 377 mmol/kg of
water) in all 15 patients with serum hy-
potonicity. Four patients had a creati-
nine clearance ofless than 0.67 mL/s. Of
the remaining 12 patients, all but 1 had
urinary sodium concentrations greater
than 20 mmol/L. None of the patients
had evident cardiac orhepatic disease or
fluid overload.

Adrenal function was evaluated in the
16 patients (Tables 3 and 4 and Fig 2). In
no instance was there evidence of overt
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Fig 1 .—Simultaneous serum and urine osmolalities
in 16 patients with the acquired immunodeficiency
syndrome. Normal range of serum osmolality is be¬
tween the vertical dashed lines.

hypoadrenalism. While the renin and
aldosterone levels varied between sub¬
jects, a correlation of aldosterone and
renin revealed a linear relationship be¬
tween these two hormones (r=.76,
P<.005). In 4 patients (Nos. 1,2, 5, and
8) in whom there was a relatively flat
response to cosyntropin stimulation, al¬
dosterone levels were significantly sup¬
pressed (jP<.005), despite clinical evi¬
dence of hypovolemia, and serum
sodium levels were significantly lower
(P<.05) than in patients with a cosyn-
tropin-stimulated cortisol increment.
While a possible reason for the low aldo¬
sterone levels in these patients might
have been their apparent hypore-
ninemia (0.34±0.16 ng-L'-s1 vs
3.84 + 2.22 ng-L'-s"1), we found no
significant difference between the renin
levels of the two groups by the Mann-
Whitney [7 Test (P = .07). In 1 patient
with a cortisol response of less than 190
nmol/L, hyponatremia was rapidly cor¬
rected with no therapy other than phys¬
iological doses ofhydrocortisone.

Nine ofthe 16 patients were clinicallyeuthyroid; the remaining 7 had nonspe¬
cific signs consistent with hypothyroid-
ism and underwent thyroid function
testing. Of these 7 patients, 5 had nor¬
mal free thyroxine indexes. The 2 re¬
maining patients had slightly depressed
free thyroxine indexes of 60 and 62
nmol/L, respectively (normal range, 64
to 154 nmol/L). One of these patients
was shown to be euthyroid with a nor¬
mal thyroid-stimulating hormone level
of 2.2 mU/L (normal range, 0 to 7
mU/L).

Fourteen of the 15 patients with se¬
rum hypotonicity had plasma AVP lev¬
els greater than 0.5 pmol/L, represent-

ing a lack of suppression of vasopressin
release despite serum hypoosmolality
(Fig 3). Four of these patients lacked
significant impairment of renal, adre¬
nal, and thyroid function and were clini¬
cally normovolemic. The sole basis of
their free-water retention appeared to
be non-volume-mediated, nonosmolar
vasopressin release.

Agents Contributing
to Hyponatremia

Patients in the study were commonly
treated with narcotics and other drugs
known to stimulate vasopressin release
(Table 5), and 79% received hypotonie
saline infusions. There were no signifi¬
cant differences between hyponatremic
and normonatremic patients with re¬
spect to drugs or hypotonie saline infu¬
sions. No patients received hypoglycé¬
mie agents that might affect water
metabolism.

Mortality
Ten (21%) of 48 patients died in the

hospital during the prospective study; 8
of those who died had been hyponatre¬
mic. Although the mortality rate in hy¬
ponatremic patients of 30% compared
with a 10% mortality rate in normona¬
tremic patients, the difference was not
significant by \2 analysis. Patients who
died had had a lower nadir serum sodi¬
um level than survivors (128 ± 2 mmol/L
vs 133 ±1 mmol/L, P<.04).

Plasma AVP levels were significantly
elevated in 5 patients who died com¬
pared with 11 patients who survived
(median, 7.08 pmol/L vs 0.81 pmol/L,
P<.01).
Autopsy Findings

Among the 71 patients surveyed ret¬
rospectively and the 48 patients en¬
rolled prospectively, 8 patients who
were hyponatremic were examined
postmortem. These consisted of 6 pa¬
tients from the retrospective group and
2 from the prospective group. All 8 pa¬
tients had active pulmonary infiltrates
associated with Pneumocystis carinii
pneumonia (5 patients), CMV infection
(4 patients), bacterial pneumonia (3 pa¬
tients), or unclassified pneumonia (1 pa¬
tient). Central nervous system lesions
included CMV encephalitis (2 patients)
and cryptococcal meningitis (1 patient).
Five patients had enterocolitis, most
commonly associated with CMV (4
patients).

In all eight patients adrenal abnor¬
malities were seen. Extensive cortical
necrosis, often hemorrhagic, was ob¬
served in six patients. In five of these,
intracellular inclusion bodies character¬
istic of CMV adrenalitis were seen; the
sixth patient had disseminated Myco-

Table 3.—Status of Adrenal Function and Renin-Aldosterone System in 16 Hyponatremic Patients

Serum Cortisol, nmol/L,
After Corticotropin

Patient '-'->
No. Baseline 30 min 60 min

1 760
...

810

2_540_660_700
3_1630_.„_...
4_650_1220_1180
5_750_820_880
6 250 470 610

7_360_820_840
8_630_630_740
9_980_1240_1660

10 750

11_480_740_830
12_310_630_730
13_350_710_790
14_530_780_950
15_240_63(3_740
16 >1660

Adrenal Function

Plasma Aldosterone, Plasma Renin Activity,
pmol/L ng-L'-s-1

140 0.14

_70_O06_
_430_4^64_
_120_012_
_80_036_
_360_2^56_
_200_026_
_40_078_
_360_Z50_
_720_2^48_
_710_a02_
_60_O20_
_330_076_
_1j>0_048_
_120_1^_

470 27.76
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Table 4.—Clinical Correlates of Adrenal Status in 15 Hyponatremic Patients

Patients With 190 nmol/L
Cortisol Response to
Corticotropin (n = 4)

Patients With 190 nmol/L
Cortisol Response to

Corticotropin or Baseline
Cortisol >1100 nmol/L

(n = 11)
Mean arterial pressure, mm Hg

(mean ± SE) 88±7 84±2
Fluid status

Hypovolemic
Normovolemic
Hypervolemic

Laboratory values
Serum sodium, mmol/L 130 + 1

Serum potassium, mmol/L 3.9 ±0.2 4.4 ±0.2

Serum bicarbonate, mmol/L 21 ±2 22±1

Plasma aldosterone, pmol/L 80±20t 310±10

*P<05 compared with hyponatremic patients with a greater than 190-nmol/L corticotropin-induced cortisol
response.

tP<.005 compared with hyponatremic patients with a greater than 190-nmol/L corticotropin-induced cortisol
response

0I_I_-L-
0 30 60

Time After Corticotropin, min

Fig 2.—Serum cortisol response to corticotropin
stimulation test in 13 patients with the acquired im¬
munodeficiency syndrome. Results in patients with
cortisol increments of less than 190 nmol/L are

shown by solid lines; those with cortisol increments
of greater than 190 nmol/L are shown by dotted
lines.

240 250 260 270 280 290 300
Serum Osmolality, mmol/kg

Fig 3.—Plasma arginine vasopressin (AVP) and se¬
rum osmolality in 16 patients with the acquired im¬
munodeficiency syndrome. Normal range of serum

osmolality is between the vertical dashed lines.
Range of maximally suppressed AVP levels is be¬
low the horizontal dashed line.

Table 5.—Medications Given to 48 Patients With the Acquired Immunodeficiency Syndrome

Central nervous system drugs
Opiates_
Barbiturates
Acetaminophen

Hypotonie saline
0.45% Sodium chloride
0.20% Sodium chloride
0.00% Sodium chloride

Hyponatremic Patients
(n = 27)

13
4

25

15
5

Normonatremic Patients
(n = 21)

J3_
16

6
2

bacterium avium-intracellulare infec¬
tion. In the two patients without
adrenal necrosis, the only adrenal ab¬
normality noted was cortical lipid deple¬
tion. One of the above patients with
CMV adrenalitis was found to exhibit
a subnormal adrenocorticotropic hor¬
mone response during the prospective
analysis (patient 1, Table 3).
COMMENT

We found hyponatremia to occur in
56% ofhospitalized patients with AIDS.
This frequency was higher than in other
series of hospitalized patients. Flear et
al3,5 noted hyponatremia in 15% of 2852
routine specimens from general hospi¬
talized patients and in 45% of 190 pa¬
tients with acute myocardial infarction.
Samadi and colleagues4 reported an inci¬
dence of 21% in 1320 children with se¬
vere diarrhea. Anderson et al1 observed
a daily prevalence of hyponatremia of
2% in a general hospital population, but
the total incidence was not reported.
Thus, hospitalized patients with AIDS
are at higher risk of developing hypona¬
tremia than any previously described
patient subgroup. This hyponatremia
results not from any mechanism that is
new or pathophysiologically distinct,
but rather from the accumulated mul-
tiorgan morbidity that is unique to pa¬
tients with AIDS.

In the 16 patients with hyponatremia
who were further studied to elucidate
the pathophysiology of hyponatremia, a
number of factors were found to contrib¬
ute to the development of hyponatre¬
mia. Pseudohyponatremia caused by
hyperlipidemia, hyperproteinemia, or

hyperglycemia was not observed. No
patients in our series had cardiac or he¬
patic disease or evident fluid overload,
in contrast to other series of hospital¬
ized patients.12,6

Ten of the 16 patients were clinically
dehydrated, in part because of poor nu¬
tritional intake and abnormal gastroin¬
testinal losses. Among these 10 patients
were 4 patients with moderate renal in¬
sufficiency (creatinine clearance <0.67
mL/s) and 4 patients with possibly di¬
minished adrenal reserve. In only 1 hy-
povolemic patient was tubular sodium
avidity demonstrated by a random
urine sodium concentration less than 20
mmol/L. This is in keeping with the ab¬
normal urinary sodium conservation of¬
ten seen with altered renal or adrenal
function.

Renal insufficiency per se has been
shown to result in impaired urinary di¬
luting ability.11 Previous reports on hos¬
pitalized patients1,6 have found renal
failure to contribute to hyponatremia in
9% and 23% of cases, respectively. Our
finding of moderate renal functional im-
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pairment in 4 (25%) of 16 patients is
consistent with this prior experience.

Hypothyroidism and hypoadrena-
lism, two endocrinopathies known to
contribute to hyponatremia, were not
reported in the previous series.16 We
noted two patients to have mildly de¬
creased thyroxine levels; one patient
had a normal thyroid-stimulating hor¬
mone level and was likely truly euthy¬
roid. Hyponatremia caused by hypo¬
thyroidism has been reported pre¬
dominantly in the setting of frank myx-
edema,12 and we consider it unlikely that
the mild degree of hypothyroidism in
the second patient contributed signifi¬
cantly to the development of hypo¬
natremia.

Adrenal function in our patients was
assessed with random determinations
of serum cortisol levels. Two patients
had a random cortisol level greater than
1100 nmol/L and were presumed to be
normoadrenal; the remaining 14 pa¬
tients underwent a standard rapid corti¬
cotropin stimulation test.13 Although
none of these 14 patients had random
cortisol levels below the commonly cited
normal ranges, 4 of them responded to a
short cosyntropin stimulation test with
a cortisol increment of less than 190
nmol/L. Although their cortisol incre¬
ment is difficult to assess because of
their baseline cortisol elevation, these 4
patients were clinically dehydrated and
had significantly lower serum sodium
levels compared with the 12 hyponatre¬
mic patients with cortisol increments of
greater than 190 nmol/L. Hyperkalemia
was not seen, perhaps as a result of
depletion from diminished intake and
increased gastrointestinal losses. The 1
patient (No. 1, Table 3) with a subnor¬
mal response to corticotropin who was
examined postmortem was found to
have adrenal cortical necrosis caused by
CMV adrenalitis, in a pattern described
in a number ofautopsy series ofpatients
with AIDS.14"17 Another patient was re¬

ceiving ketoconazole, a known inhibitor
of adrenal steroidogenesis.18 In compar¬
ison, 2 of the 12 patients with a cortisol
response greater than 190 nmol/L were
treated with ketoconazole.

The rapid-bolus corticotropin stimu¬
lation test was utilized to screen for the
adequacy of adrenal reserve in this pa¬
tient population, known to be at risk for
adrenal infection and hemorrhagic ne¬
crosis.14"17 This test has been employedwidely in the evaluation of adrenal re¬
serve1920 and has been utilized in the
adrenal evaluation of patients with
AIDS.2122 Despite the widespread ac¬
ceptance of this convenient rapid-bolus
test, however, the criteria for a normal
response have not been standardized
and remain unclear.19 In addition, a ret-

respective review of the rapid cortico¬
tropin test, when compared with a con¬
tinuous corticotropin infusion as a
reference test, showed the results of the
rapid-bolus test to be falsely abnormal
in some patients.19 The authors thus
support the use of the rapid corticotro¬
pin test as a screening test but recom¬
mend the use of the 48-hour corticotro¬
pin infusion test to establish a diagnosis
of adrenocortical failure. Similarly,
Membreno et al22 propose a 3-day corti¬
cotropin infusion test in AIDS patients
before administering replacement ste¬
roid therapy. Patients with AIDS are
known to exhibit a variety of morpholo¬
gic and functional adrenal abnormali¬
ties,14"17 findings corroborated by this
study. Although the rapid-bolus corti¬
cotropin test has potential limitations,
the occurrence of a flat cortisol response
in this setting of hyponatremia, de¬
creased aldosterone levels, and in¬
creased risk of anatomic adrenal abnor¬
malities may identify patients for whom
more definitive adrenal evaluation is
warranted.

Plasma AVP levels have been found
to be useful in evaluating hyponatre¬
mia. During hypo-osmolar states, plas¬
ma AVP levels are normally suppressed
to less than 0.5 pmol/L. In 15 (94%) of 16
patients with documented serum hy-
poosmolality (Table 2), AVP levels
were not suppressed, demonstrating
nonosmolar vasopressin release. This
phenomenon was observed in other
groups ofhospitalized hyponatremic pa¬
tients,1,23 in 97% and 81% of cases, re¬

spectively. In 8 patients in our series
the levels were pathologically elevated
to greater than 1.0 pmol/L. Four of
these patients appeared clinically nor-
movolemic; hence, the release of vaso¬
pressin was not volume mediated. Fur¬
thermore, they lacked evidence of
renal, thyroid, or adrenal failure. This
pattern is consistent with the so-called
syndrome of inappropriate antidiuretic
hormone secretion. All 4 patients
had active pulmonary disease, and 3
were receiving opiates or barbiturates,
agents previously reported to be associ¬
ated with the syndrome.24,25

Although the above mechanisms may
impair free-water clearance in inpa¬
tients with AIDS, most of our patients
did not actually become hyponatremic
until they received hypotonie fluids.
These were often administered as a dilu¬
ent with antibiotics such as sulfameth-
oxazole-trimethoprim, as parenteral
nutrition, or as a precaution against so¬
dium overload. Although the official
packaging information for sulfamethox-
azole-trimethoprim recommends that
only dextrose in water be used as the
diluent,26 the drug has been shown to be

stable in a maximally concentrated solu¬
tion with normal saline for up to 2
hours.27 Isotonic formulations for paren-
teral nutrition are also available. Prob¬
lems with cardiac or hepatic failure and
fluid overload were not encountered in
our patients. Hence, it should not be
difficult to avoid hypotonie infusions in
most patients with AIDS who are pre¬
disposed to free-water retention or who
are already overtly hyponatremic.

It is difficult to assess the morbidity
from hyponatremia per se in a group of
patients with many nonspecific and con¬
stitutional symptoms and frequent cen¬
tral nervous system disease with its at¬
tendant symptomatology. Of the 27
patients who developed hyponatremia,
5 patients had concomitant obtunda-
tion, but none were observed to have
seizures or coma. In 3 of these, the low¬
est serum sodium levels ranged from
117 to 122 mmol/L, and the mental sta¬
tus improved somewhat after correc¬
tion of hyponatremia. The other 2 pa¬
tients had ongoing central nervous
system disease and remained obtunded
despite correction of hyponatremia.
The association of AIDS-related central
nervous system disease and vasopres-
sin-mediated hyponatremia is likely to
become an increasingly common prob¬
lem in view of the vastly enlarging inci¬
dence and spectrum of central nervous
system lesions caused by human immu¬
nodeficiency virus, which is neurotrop-ic.28

The hyponatremic patients in our
study had a 30% short-term mortality
rate compared with a 10% mortality in
the normonatremic patients. Although
this difference did not achieve statisti¬
cal significance, the lack of significance
may have been influenced by the sample
size. We did note that plasma AVP lev¬
els were significantly greater in hypo¬
natremic patients who died compared
with those who survived. To our knowl¬
edge, this association has not been re¬
ported previously. It may reflect the
generally poor prognosis associated
with serious disease, the stress ofwhich
may result in markedly increased vaso¬
pressin release.

In summary, hyponatremia occurs

commonly in hospitalized patients with
AIDS, and it may predict a more imme¬
diately fatal outcome. Its etiology is
multifactorial, and contributing factors
might include hypovolemia; renal, thy¬
roid, and adrenal insufficiency; and oth¬
er states of nonosmolar vasopressin re¬
lease. Diminished adrenal reserve in
patients with AIDS may not necessarily
be associated with overt hypotension,
azotemia, hyperkalemia, or depressedcortisol levels, and a prolonged cortico¬
tropin stimulation test may be required
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for its diagnosis. Arginine vasopressin
levels are frequently increased, espe¬
cially in patients who have active pulmo¬
nary disease or who are receiving drugs
previously associated with hyponatre¬
mia. In this study, elevated AVP levels
were also associated with increased
mortality. Since hospitalized patients
with AIDS may be at risk for free-water
retention and hyponatremia, the serum

sodium concentration should be moni¬
tored frequently, and hypotonie fluids
should be administered with appropri¬
ate caution.
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