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Acetaminophen (Tylenol, N-Acetyl p-amino-
phenol) is a relatively safe nonsalicylate analgesic 
with few reported adverse effects or reactions. Its 
increasing use prompts our report of a case of 
thrombocytopenic purpura associated with the 
administration of acetaminophen. This compli-
cation, thrombocytopenia without depression of 
the leukocyte count, although speculated on, has 
not been documented.1 

Case report 

A 61-year-old man was examined March 4, 1968, 18 
months after he had undergone a modified Vineberg 
mammary artery implant procedure. He had aching 
and stiffness in the left shoulder, for which acetamino-
phen, two tablets four times a day, was prescribed. On 
March 10, 1968, he was awakened by a sensation of 
fullness in the lower part of the abdomen, and sub-
sequently passed a grossly bloody bowel movement. 
Later that day he noted petechiae on his extremities 
and scalp; he also bled from numerous razor nicks. 
There was no history of gastrointestinal bleeding, nor 
of any type of abnormal hemorrhage. The only other 
prescribed medication was erythrityl tetranitrate (Car-
dilate), four to six tablets a day, which he had been 
taking since October 30, 1967. There was no history of 
toxic exposure. 
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Examinations on March 11, 1968, re-
vealed multiple petechial lesions over the 
entire body, including the face and scalp. 
There was no lymphadenopathy or hepa-
tosplenomegaly. The blood hemoglobin 
level was 13.6 g/100 ml, hematocrit read-
ing was 41%, the white cell count was 
4,900/cu mm, with a normal differential 
count, and the platelet count was 10,000/ 
cu mm. A stool specimen was strongly posi-
tive for occult blood. Acetaminophen ther-
apy was discontinued, and the patient was 
then given prednisone, 40 mg a day orally. 
Clinical improvement was rapid, and there 
was no further rectal bleeding. By March 
14, 1968, the purpura had cleared. The 
platelet count was 130,000/cu mm, blood 
hemoglobin level, 13.7 g/100 ml, and the 
white cell count, 6,800/cu mm with a nor-
mal differential count. The dosage of pred-
nisone was reduced to 30 mg a day for two 
days, and then to 20 mg a day. The patient 
was examined on March 20, 1968, at which 
time his skin was clear and the platelet 
count was 250,000/cu mm. Prednisone was 
discontinued. At follow-up examination 
from 1970 to 1973 the patient reported no 
recurrence of the petechiae or rectal bleed-
ing. 

Comment. When the platelet count was 
170,000/cu mm, the patient's serum was 
tested for platelet agglutinins. Various di-
lutions of the patient's serum, with and 
without the addition of a 10 mg/100 ml 
solution of pure acetaminophen, were 
mixed with normal platelet-rich plasma, 
incubated overnight at 5 C and examined 
microscopically for agglutination. No ag-
glutination was seen in any mixture. Fur-
thermore, the drug had no effect on clot 
retraction in normal blood to which the 
patient's serum had been added. 

Discussion 

Acetaminophen, an aniline deriva-
tive, is a physiologic metabolite of ac-
etanilide and acetophenetidin, and is 
probably responsible for the pharma-
cologic action of the latter.2 As an 
analgesic and antipyretic it is com-

parable to aspirin. One report3 sug-
gests that acetaminophen may be more 
effective than aspirin in painful mus-
culoskeletal disorders; however, acet-
aminophen has no intrinsic antirheu-
matic properties. 

Significant adverse effects and idio-
syncratic reactions are rarely associ-
ated with the administration of ac-
etaminophen. Gastrointestinal distress 
and tinnitus occur with the same fre-
quency as with aspirin. Loss of blood 
from the gastrointestinal tract is as-
sociated with the use of acetylsalicylic 
acid; this seldom occurs with acetami-
nophen. Hepatic necrosis,4' 5 renal tox-
icity,6 and multiple system involve-
ment, including hemorrhagic diathesis, 
have been associated with overdosage 
of acetaminophen. 

Unlike other aniline derivatives, ac-
etaminophen does not cause hemolysis 
or methemoglobinuria.7 Agranulocyto-
sis, not associated with the concurrent 
administration of acetophenetidin, has 
been reported.8 Acetaminophen does 
not alter hemostasis in most normal 
individuals.9 Eisner and Shahidi10 

have recently reported an example of 
immune thrombocytopenia in which a 
metabolite of acetaminophen and not 
the drug itself was the antigenic sub-
stance. Such a mechanism was not in-
vestigated in this case. 

In the case reported here there was 
close temporal association between 
thrombocytopenia and the administra-
tion of acetaminophen. However, the 
drug had no effect on clot retraction 
and produced no platelet agglutina-
tion in vitro. The pure drug and not 
the commercially available tablet was 
used in those tests. The patient was 
also taking erythrityl tetranitrate, but 
there was no relationship between the 
ingestion of that drug and the throm-
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bocytopenia. The patient has con-
tinued to take this medication without 
any complications. No other cause for 
the acute thrombocytopenia was found, 
and although idiopathic thrombocyto-
penic purpura, a rare disorder in a 61-
year-old man cannot entirely be ex-
cluded, it seems an unlikely cause. The 
onset of thrombocytopenia coincided 
with the start of acetaminophen ther-
apy, and a rise in the platelet count 
coincided with discontinuance of the 
drug and the start of steroid therapy. 
There seems to be presumptive evi-
dence that the thrombocytopenia re-
sulted from ingestion of acetamino-
phen. 

Summary 

A case of reversible thrombocyto-
penic purpura associated with acet-
aminophen therapy is reported. The 
history of toxicity and idiosyncratic 
effects of the drug are reviewed. An 
antiplatelet factor related to acetami-
nophen was not detected by in vitro 
studies. 

References 
1. Leading article. Liver necrosis from para-

cetamol. Br Med J 2: 485-486, 1966. 
2. Randall LO: Nonnarcotic analgesics, pp 

357-363, In Physiological Pharmacology, 
Vol. I. Part A. Central Nervous System 
Drugs. Edited by WS Root, FG Hofman, 
New York, Academic Press Inc, 1963. 

3. Hajnal J, Sharp J , Popert AJ: A method 
for testing analgesics in rheumatoid ar-
thritis using a sequential procedure. Ann 
Rheum Dis 18: 189-206, 1959. 

4. Davidson DG, Eastham WN: Acute liver 
necrosis following overdose of para-
cetamol. Br Med J 2: 497-499, 1966. 

5. Thomson JS, Prescott LF : Liver damage 
and impaired glucose tolerance after para-
cetamol overdosage. Br Med J 2: 506-
507, 1966. 

6. Krikler DM: Paracetamol and the kidney. 
Br Med J 2: 615-616, 1967. 

7. Smith PK: Acetophenetidin; A Critical 
Bibliographic Review. New York, Inter-
science Publishers Inc, 1958, p. 99. 

8. Lloyd T W : Agranulocytosis associated 
with paracetamol. Lancet 1: 114-115, 1961. 

9. Sutor AH, Bowie EJ , Owen CA Jr: Effect 
of aspirin sodium salicylate, and aceta-
minophen on bleeding. Mayo Clin Proc 
46: 178-181, 1971. 

10. Eisner EV, Shahidi N T : Immune throm-
bocytopenia due to a drug metabolite. 
N Engl J Med 287: 376-381, 1972. 

permission.
 on May 10, 2025. For personal use only. All other uses requirewww.ccjm.orgDownloaded from 

http://www.ccjm.org/

