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Dear Editors,

We have read with great interest and appreciation the

article entitled ‘‘Ochronosis, arthroscopy of a black knee:

a case report and review of the literature’’ by Raaijmaakers

et al. [8]. In their case report, they are reporting a patient

first diagnosed by arthroscopy of the knee and saying that

glucosamine and chondroitin sulfate seem to have a posi-

tive effect on the complaints caused by ochronotic

arthropathy.

As far as we know, this case report is not the third case

in the literature that the diagnosis was made by arthroscopy

of the knee. This is the fourth case in the literature. The

first case in the literature has been reported by Lurie and

Musil [6] in 1984. They described a case of monoarticular

knee arthritis in a 52-year-old woman in whom the diag-

nosis of ochronosis was suggested by arthroscopy.

The authors say that they diagnosed the patient using her

clinic-arthroscopic and laboratory findings but did not

provide information about the histopathologic findings. Did

they have any pathologic specimen from this case? If there

were not any positive findings with laboratory tests, what

would they do without a pathologic specimen? There are a

few conditions in which this type of blackish discoloration

of articular surfaces of bones occurs. These are given as

follows:

(a) Ochronosis (alkaptonuria),

(b) Chronic phenol poisoning,

(c) Burns,

(d) Artifact,

(e) Drugs [9].

Glucosamine has been found to increase the proteogly-

can synthesis in cultured human chondrocytes and the

synthesis of cartilage-specific type II collagen in human

fetal chondrocytes. By the way, this effect has not been

shown in adult chondrocytes [2].

Chondroitin controls the formation of new cartilage

matrix by stimulating the metabolism of chondrocytes and

the synthesis of collagen and proteoglycan [4]. In addition;

chondroitin sulfate may inhibit the enzymes human leu-

kocyte elastase and hyaluronidase [4]. While more than

90% of glucosamine is absorbed in the gastrointestinal

tract, less than 10% of chondroitin sulfate is absorbed [2].

Ochronopatic arthropathy has been attributed to the

presence of electron-dense pigment within the cytoplasm

of articular chondrocytes, resulting in degenerative changes

in collagen fibers and the chondrocytes themselves. This

leads to articular cartilage fragmentation and brittleness,

and phagocytosis of collagen fibrils by synovial macro-

phages [5]. The mechanisms of these pathologic changes

are thought to be due to the pigment acting as a chemical

irritant that inhibits the cartilage’s metabolic enzyme sys-

tem [10]. Inhibition of the lysine hydroxylase and forma-

tion of the intracellular hydroxylysine prevent the

hydroxylysine derived cross-link formation on the newly

synthesized collagen [7]. Ochronotic pigment can also pass

to the osteocytes and lead to their consequent degeneration

and death [3].

If deposition of the ochronotic polymer produces matrix

microdamage and impairs osteocyte and chondrocyte
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viability, as well as the type and amount of collagen cross-

linking unlike in degenerative osteoarthritis, does the

combination of chondroitin sulfate and glucosamine delay

the cartilage destruction in ochronopathy? Is it possible

with dead chondrocytes?

Are the effects seen in their patients psychologic? While

using these natural remedies, did they use anything else as

if nonsteroidal anti-inflammatory drugs? Did the patients

lose any weight? Did the authors offer any other kinds of

nonoperative treatment modalities of osteoarthritis?

As Callaghan [1] said in Adult Hip, ‘‘Many physicians

are deeply skeptical about the use of natural remedies. This

skepticism is based on concerns about patient self-diag-

nosis and self-treatment as well as the lack of scientific

testing of claims. Because these substances are relatively

unregulated, there is no requirement for rigorous scientific

testing prior to marketing. This lack of regulation also

poses problems regarding purity and quality control. Even

so, patients are being bombarded with and responding to

claims about the results of using herbs, nutraceuticals, and

nutritional supplements. Glucosamine and chondroitin

sulfate sales in the United States are estimated at $600

million. Sales of all nutraceuticals and vitamin supple-

ments in the United States exceeded $12 billion in 1999’’.

‘‘The patients must feel that their physicians are really

interested in their well-being and do not just see them as

just another case [1].’’
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