_Toxicology Brief

managing common poisonings in companion animals

PEER-REVIEWED

Moth repellent toxicosis

Camille DeClementi, VMD

Center (APCO) staff members consulted on 158 cases

of moth repellent ingestion. In most instances, the ex-
posure was oral, but dermal and inhalation exposures were
also reported. Naphthalene was the active ingredient in 83% of
the cases, and paradichlorobenzene was the active ingredient
in 17%. Naphthalene, a bicyclic aromatic hydrocarbon, is a nat-
ural component of fossil fuels, such as petroleum and coal. Tt
is also produced when wood and tobacco are burned.! Para-
dichlorobenzene, an organochlorine insecticide, is considered
to be half as toxic as naphthalene.? Many moth repellent prod-
ucts contain nearly 100% naphthalene or paradichlorobenzene.
The products can be formulated into balls, crystals, or flakes.

B etween 2002 and 2004, ASPCA Animal Poison Control

Pharmacokinetics

Naphthalene evaporates easily and has a strong odor that re-
pels moths. People can detect it in the air at concentrations of
84 ppb.! Naphthalene can be inhaled, ingested, or absorbed
transdermally. Tt is soluble in oils and fats, so dermal absorp-
tion is increased if oils have been previously applied to the
skin. Similarly, oral absorption increases when naphthalene is
coadministered with a fatty product such as corn oil.1?
Paradichlorobenzene also has a characteristic penetrating
odor and is well-absorbed orally and by inhalation.* As with
naphthalene, drinking milk or eating a fatty meal after oral
exposure to paradichlorobenzene increases its absorption.*>
Mothballs of either type may take several days to dissolve in
the gastrointestinal tract, so prolonged absorption is possible.?
Naphthalene is carried to other organs once it enters the
bloodstream, regardless of the absorption route. After a single
dose of naphthalene in pigs, the highest concentration of naph-
thalene was found in adipose tissue. The kidneys, liver, and
lungs contained the next highest concentrations, respectively.
But pigs given multiple doses of naphthalene had the highest
concentrations in the lungs with little in adipose tissue.! The
highest tissue concentrations of paradichlorobenzene are found
in adipose tissue.* Both naphthalene and paradichlorobenzene
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are found in milk and are able to cross the placenta.?>

The metabolism of naphthalene is complex. The initial
metabolite, a 1,2-oxide, is produced in the liver by the mono-
oxygenase enzymes (P450). Naphthalene 1,2-oxide can then
form epoxides or quinones that may cause cellular damage, or
it can be conjugated with glutathione to nontoxic metabolites.®
Additionally, some metabolites are conjugated with sulfate or
glucuronic or mercapturic acid.'? Paradichlorobenzene is oxi-
dized to phenolic compounds and then undergoes rapid con-
jugation with sulfate and glucuronide.” The metabolites of both
naphthalene and paradichlorobenzene are excreted primarily
through urine, but some metabolites are excreted in bile."*>

Toxicity

Paradichlorobenzene is considered less toxic than naphthalene.
In rats, the oral LD, of naphthalene is 1.8 g/kg,” whereas the
oral LD, of paradichlorobenzene is 3.8 g/kg.> Dogs ingesting
1.5 g/kg of paradichlorobenzene did not develop clinical signs
of toxicosis,* but hemolytic anemia was reported in a dog that
received a single 1,525-mg/kg dose of naphthalene and in an-
other dog that received about 263 mg/kg/day naphthalene for
seven days.! One mothball of either type weighs about 5 g.
Less than one naphthalene mothball may cause clinical signs of
toxicosis in children, but accidentally ingesting up to one
paradichlorobenzene mothball is generally well-tolerated 3

(linical signs of toxicosis

Naphthalene

Hematologic effects have been reported in dogs after
naphthalene ingestion,® and cataracts have developed in lab-
oratory animals.! In the ASPCA APCC database, the most com-
monly reported clinical signs after ingesting naphthalene-
containing moth repellent products were vomiting, lethargy,
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and anorexia (ASPCA APCC Database: Unpublished data,
2004). Seizures and methemoglobinemia were also reported.
In people, oral exposure to naphthalene can cause gas-
trointestinal signs, including vomiting, nausea, abdominal
pain, and diarrhea. Hemolytic anemia and cataract formation
have also been reported.! An association exists between
glucose-6-phosphate dehydrogenase deficiency and the
hematologic effects of naphthalene. Inhaling naphthalene can
also cause hemolysis and gastrointestinal effects in people.!

Paradichlorobenzene

In the ASPCA APCC database, the clinical signs reported
after ingestion of paradichlorobenzene-containing moth re-
pellent products were vomiting and trembling (ASPCA APCC
Database: Unpublished data, 2004). A bird that had inhaled

paradichlorobenzene, but liver and renal changes were
noted. Additionally, neurologic signs including weakness,
ataxia, and tremors were noted in rats receiving doses be-
tween 770 and 1,200 mg/kg/day for at least five days.’

In people, paradichlorobenzene ingestion can cause nausea
and vomiting. Hepatotoxicity is also possible but uncommon
after large oral exposures. Paradichlorobenzene vapors are irri-
tating to the nose and eyes, and central nervous system de-
pression may occur at concentrations that are extremely objec-

tionable. With dermal contact, the solid material produces a
burning sensation but causes only slight skin irritation. Para-

paradichlorobenzene showed depression, head bobbing,

weakness, and anorexia. The bird recovered with sympto-

Treatment

matic treatment including force-feeding, thermoregulation,

and confinement. Long-term oral exposure studies in labora-
tory animals showed no hematologic or ocular effects with

dichlorobenzene has less potential for hematologic damage
than naphthalene, but methemoglobinemia was seen in one
pediatric patient, and anemia has been seen with long-term ex-
posures. Paradichlorobenzene may cause cataract formation.*

When treating moth repellent exposure, assess and stabilize
the patient. If the patient is dyspneic, provide supplemental
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oxygen and place an intravenous catheter.
Initiate decontamination procedures if the
patient is stabilized and provide supportive
care. Fluid therapy is recommended in
symptomatic animals. Induce emesis only in
asymptomatic patients and only if ingestion
occurred less than two hours before presen-
tation and no contraindications to inducing
emesis exist. Dogs, cats, ferrets, and potbel-
lied pigs can vomit, but rodents, rabbits,
birds, horses, and ruminants cannot. After the vomiting has
subsided, administer activated charcoal (1 to 2 g/kg orally)
and a saline cathartic (250 mg/kg magnesium sulfate or
sodium sulfate orally).” Administering activated charcoal with
a cathartic may be beneficial up to 24 hours after mothball
ingestion because mothballs dissolve slowly in the gastroin-
testinal tract.?

In general, naphthalene ingestion requires more aggres-
sive treatment than paradichlorobenzene. If the type of
mothball ingested is unknown and the owner has brought in
a sample, perform the following test. Add three heaping ta-
blespoons of table salt to tepid water, and mix vigorously
until the salt will no longer dissolve. Place the mothball in
the saturated salt water. Naphthalene mothballs float, and
paradichlorobenzene mothballs sink. '

Obtain a baseline complete blood count and serum chem-
istry profile. Address any gastrointestinal signs. Vomiting may
be controlled by administering metoclopramide hydrochlo-
ride (dogs and cats 0.2 to 0.5 mg/kg orally, intramuscularly,
or subcutaneously t.i.d.'!) or another standard antiemetic. Su-
cralfate (1 g for large dogs, 0.5 g for small dogs orally t.i.d,;
0.25 g orally b.i.d. to t.i.d. for cats!) can be used to relieve
gastrointestinal irritation. Additionally, consider adding a med-
ication to decrease gastric acid production, such as the H, an-
tagonist famotidine (dogs and cats 0.5 to 1 mg/kg orally, sub-
cutaneously, or intramuscularly once or twice a day'!) or
proton-pump inhibitor omeprazole (dogs 0.5 to 1 mg/kg
orally once a day; cats 0.7 mg/kg orally once a day'™).
Seizures may be controlled with diazepam (dogs and cats 0.5
to 1 mg/kg intravenously to effect!!). Blood transfusions or
polymerized bovine hemoglobin glutamer-200 (Oxyglobin—
Biopure) (dogs single dose of 30 ml/kg intravenously at a
rate of up to 10 ml/kg/hr; not labeled for use in cats'') may
be needed in patients with severe methemoglobinemia.

Methemoglobinemia occurs when oxidative injury to he-
moglobin leads to conversion of the heme from the ferrous to
the ferric state. Methemoglobin is incapable of carrying oxy-
gen. The blood of patients with methemoglobinemia is a char-

acteristic chocolate-brown color, and their
mucous membranes may appear brown.
Methemoglobinemia is reversible, and the
body has enzyme systems that reduce methe-
moglobin back to hemoglobin. Treatment is
required when the body’s enzyme systems
become overloaded and clinical signs of hy-
poxia develop. Patients become symptomatic
when 20% to 30% of their hemoglobin has
been converted to methemoglobin.'?
Methemoglobinemia has been treated in dogs and cats
with ascorbic acid (20 mg/kg orally, intramuscularly, or sub-
cutaneously up to every six hours!®) or methylene blue (1.5
mg/kg slowly intravenously as a 1% solution'®!%). Ascorbic
acid is thought to reduce methemoglobin to hemoglobin by a
nonenzymatic reserve mechanism that the body uses when
the enzyme systems normally responsible for the reduction
are overloaded.”® This conversion is relatively slow,' so
ascorbic acid may not be useful for seriously affected patients
unless it is used in conjunction with other treatments. Methyl-
ene blue acts rapidly and works through its conversion to
leucomethylene blue in the tissues. Leucomethylene blue acts
as a reducing agent in the conversion of methemoglobin to
hemoglobin. Because methylene blue is an oxidizing agent,
increased methemoglobinemia is a possible adverse effect.!!
Cats are reported to be at an increased risk for this adverse
effect because of their unusual hemoglobin structure, so
methylene blue use in cats is considered controversial 12
N-Acetylcysteine may also be helpful in treating naphtha-
lene- or paradichlorobenzene-induced methemoglobinemia,
but it has not been recommended in the literature for this pur-
pose. Acetylcysteine is a precursor in the synthesis of glu-
tathione, or it can be oxidized to organic sulfate that is used in
the sulfate conjugation pathway. Acetylcysteine is regularly ad-
ministered to patients with acetaminophen toxicosis to reduce
methemoglobinemia by providing an alternative substrate for
conjugation with the metabolites of acetaminophen and main-
taining glutathione concentrations.!> Based on its mechanism
of action, acetylcysteine may also help maintain glutathione
and sulfate concentrations during naphthalene or paradi-
chlorobenzene toxicosis. Acetylcysteine is available in 10%
and 20% solutions; it should be diluted to a 5% solution, using
5% dextrose solution or sterile water, before use. Administer
an initial loading dose of 140 mg/kg, followed by 70 mg/kg
orally every six hours for seven treatments. When given orally,
acetylcysteine may cause gastrointestinal upset.!! Proper dilu-
tion can decrease the chances of gastrointestinal upset devel-
oping. Acetylcysteine is not labeled for intravenous use, but it
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can be given intravenously in severely affected patients or
patients showing signs of gastrointestinal upset. Administer
intravenous acetylcysteine slowly over 15 to 20 minutes
through a bacteriostatic (0.2-p) filter.!”

Prognosis

The prognosis for patients exposed to naphthalene- or
paradichlorobenzene-containing moth repellents is favor-
able if the clinical signs are treated and no underlying pa-
tient factors, such as liver disease or conditions causing
anemia, are present. Therapy and monitoring should
continue until the clinical signs have resolved and com-
plete blood count and serum chemistry profile results
have returned to normal.

REFERENCES
1. U.S. Department of Health and Human Services, Agency
for Toxic Substances and Disease Registry, Toxicological Pro-

file for Napbthalene, 1-Methylnaphthalene, and 2-Methyl-

naphthalene. Research Triangle Institute, 1995.

2. Bischoff K. Naphthalene. In: Plumlee KH, ed. Clinical vet-
erinary toxicology. St Louis, Mo: Mosby, 2004;163-164.

3. POISINDEX System Editorial Staff. Naphthalene (Manage-
ment/Treatment Protocol). POISINDEX System. Greenwood
Village, Colo: MICROMEDEX, expires 3/04.

4. POISINDEX System Editorial Staff. Paradichlorobenzene
(Management/Treatment Protocol). POISINDEX System.
Greenwood Village, Colo: MICROMEDEX, expires 3/04.

5. U.S. Department of Health and Human Services, Agency
for Toxic Substances and Disease Registry, Toxicological Pro-

file for 1,4-Dichlorobenzene. Research Triangle Institute, 1998.

6. Parkinson A. Biotransformation of xenobiotics. In:
Klaassen CD, ed. Casarett and Doull’s toxicology. 5th ed. New
York, NY: McGraw-Hill, 1996;133-224.

7. Gosselin RE, Smith RP, Hodge HC, et al. Clinical toxicol-
ogy of commercial products. Sth ed. Baltimore, Md: Williams
& Wilkins, 1984;Section III Therapeutics Index 307-311.

8. Desnoyers M, Hebert P. Heinz body anemia in a dog follow-
ing naphthalene ingestion. Vet Clin Pathol 1995;24(4):124-125.

9. Rosendale ME. Decontamination strategies. Vet Clin North
Am Small Anim Pract 2002;32:311-321.

10. Beasley VR. Acetaminophen and naphthalene. In: Beasley
VR, Dorman DC, Fikes JD, et al. A systems affected approach
to veterinary toxicology. Urbana: University of Illinois Press,
1999;862-869.

11. Plumb DC. Veterinary drug handbook. 3rd ed. Ames:
Iowa State University Press, 1999.

12. Weiser MG. Erythrocytes and associated disorders. In: Et-
tinger SJ, ed. Textbook of veterinary internal medicine.
Philadelphia, Pa: WB Saunders, 1989;2145-2180.

13. Nash SL, Oechme FW. A review of acetaminophen’s effect
on methemoglobin, glutathione and some related enzymes.
Vet Hum Toxicol 1984;26:123-132.

14. Rumbeiha WK, Oehme FW. Methylene blue can be used
to treat methemoglobinemia in cats without inducing Heinz
body hemolytic anemia. Vet Hum Toxicol 1992;34:120-122.
15. Aronson LR, Drobatz K. Acetaminophen toxicosis in 17
cats. J Vet Emerg Crit Care 2000;6(2):65-69. B

28 | JANUARY 2005 Veterinary Medicine




