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History of Cinchophen 200l PN -

-  First synthesised by Doebner & Gieskel in 1887. =
. Introduced as a treatment for gout in 1908 by Nicolaier
& Dohrn, and later used to treat arthritic and neuritic
conditions due to its remarkable pain-relieving properties.
- By 1913, mild ADRs such as peptic ulcers and skin rashes
were associated with cinchophen.
« In the British Medical Journal in 1923', the first signs of
liver toxicity were reported by Worster-Drought, including

A total of 5 metabolites were identified using LC-MS-TOF, 4 of the metabolites were found in rat tissues
(blood, bile and urine), and 4 were found in human plated hepatocytes exposed to 1TuM cinchophen for
24 hours. M3, the glycine conjugate was unique to human and M5 was only found in rat bile following
purification by solid phase extraction. Although glucuronide conjugates, hydroxycinchophen, and
methoxycinchophen have previously been suggested in literature?, this is the first study to identify these
metabolites in vivo using LC-MS techniques. Additionally, the glycine conjugate has not previously been
described in the literature. Subsequent in vitro assays using liver microsomes suggest cinchophen is
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a fatality rate of 50% based on 3 reviews: From Weir and hydroxylated by CYP1A2 and CYP2C9, in order to form the M2 hydroxycinchophen metabolite.
Comfort review: an account of 117 cases of toxic cirrhosis Figure 3: Case- fatality rates for The acyl glucuronide conjugate (M4), shows evidence of significant acyl migration, a property that
due to Cinchophen; nineteen of the cases were seen at cincophen jaundice in three has been linked to reactive and toxic drug metabolites that may form protein adducts. This could be a
the Mayo Clinic, and ninety-eight were collected from the different reviews, each published potential cause of cinchophen-induced drug liver injury and would share similarities with a suggested
literature on this subject. Of the 117, sixty-one were fatal. in the year shown below their mechanism of hepatotoxicity for other NSAIDs such as diclofenac.
. Cinchophen toxicity was one of the first examples of drug- respective bar. Note that the rate - ~
induced liver injury (DILI) to be introduced to the medical world.  remained constant”. ~ ~
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