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In the abstract, the authors state:

. . . we detected striking anatomical profiles of accelerated gray matter loss in very

early-onset schizophrenia; surprisingly, deficits moved in a dynamic pattern,

enveloping increasing amounts of cortex throughout adolescence. 

. . .These emerging patterns correlated with psychotic symptom severity and

mirrored the neuromotor, auditory, visual search, and frontal executive

impairments in the disease. 

. . . These emerging dynamic patterns were (i) controlled for medication and IQ

effects

However, if we carefully read the article, these claims fall apart.  

Medication effects were “controlled” by using two control groups: a “normal” control group and a

Psychosis NOS (i.e., not Schizophrenic) group that was supposedly equally exposed to meds.  But

this latter group had much less psychotic symptomatology and, as the study description reveals,

almost certainly received less meds.  Yet, though they received less medication than the

“schizophrenic” group, they did receive a significant amount of antipsychotic medications

and—surprise, surprise—they showed significantly more gray matter loss than the normal controls

(who also showed some gray matter loss).  This is all consistent with a correlation of gray matter

loss to neuroleptic exposure.  

All of the Schizophrenic subjects had symptom onset by age 12 and had failed on two typical

neuroleptics before the study began.  This means that their brains had been heavily exposed to

brain damaging neuroleptics prior to the study beginning.  It is quite possible that this could

increase the damaging impact of the neuroleptics taken during the study, as we now know that such

damage is cumulative.

There is no mention of any prior exposure to neuroleptics in the “medication matched” Psychosis

NOS group.  Since such equivalent exposure would have made this study much stronger, it is hard

to imagine that such equivalent exposure existed and the authors merely failed to mention it; thus,

we can assume it didn't exist since it wasn't reported.  The Psychosis NOS group supposedly

“received the same medication at baseline” as the Schizophrenic group.  However, only the actual

medication received by the medication control group (Psychosis NOS) is reported!

"... two patients received 300 and 450 mg clozapine (mean dose 375 mg/day), six

received risperidone (2 - 8 mg; mean dose 5.25 ± 2.4 mg/day) [four in combination

with valproic acid (mean 1,025 mg/day) and one in combination with olanzapine

http://www.yoism.org/?q=node/120


Gray Matter Brain Loss in Schizophrenia                                                                       www.yoism.org

(20 mg/day)], and two were drug-free."

It is not possible that the schizophrenics could have “received the same medication” as there were

twelve of them and only ten matched controls.  Who did they match the 12 with?  Did they select a

Psychosis NOS subject and give a Schizophrenic the same meds?  That would be unethical and

clinically absurd.  Did two or three of the Schizophrenic group get no meds like the “matched”

group?  Since they didn't report that and again—since such matching would make this study much

stronger—we can be sure they did not.  So the “matching” is clearly quite poor.

Indeed, 20% (two out of ten) of the supposedly “medication-matched” group were drug free and

may have never been exposed to neuroleptics at all (while all of the Schizophrenics had been tried

and failed on at least two typicals prior to the study’s onset) and there is no mention of whether

even a sixth (two of the twelve or 17%) of the schizophrenics were drug free (very, very unlikely

given the high degree of problematic symptoms in this group).  Indeed, since it is now generally

considered medical malpractice not to treat severe schizophrenic symptoms with neuroleptics, it is

hard to imagine that there was even one “schizophrenic” who was drug free.  And it is

inconceivable that if there were one or two drug free “schizophrenics”—which would make the

study much more convincing because the matching would have been more valid—the authors just

failed to mention it!

Furthermore, the diagnosis of Schizophrenia is known to be a heterogenous group and reliable

differentiation from Psychosis NOS is unlikely.  No reliability coefficients of diagnosis are

reported (they are likely to be low, in any case).  Then there is a question of whether they were

calculated by the researchers (something that even a novice researcher knows should be done) and

not reported because of their poor results.  

Furthermore, the Schizophrenic group had an onset of symptoms at age 12 (much younger than is

typical) and had IQ's in the mental retardation range.  In contrast, the Psychosis NOS averaged in

the borderline IQ range and the normal controls’ IQ scores were not reported and were apparently

not matched!  A group of mentally retarded children with schizophrenic symptoms by age 12  are

an atypical group of “Schizophrenics.”  Such a group is almost certain to include one or more

organic conditions (i.e., genuine brain disorders of neurophysiology) that are often lumped in with

Schizophrenia when we utilize a diagnostic system that cannot reliably differentiate a pure

“Schizophrenic” (whatever that may be) from a whole host of other problems, some of which are

indeed organic conditions.  For example, in a retarded under 12 population, autistic disorders

frequently present with similar symptoms to Schizophrenia.

So, there may well have been members of the low IQ “Schizophrenic” group who had a real

organic condition affecting the brain.  The study reported that the greatest loss of gray matter was

associated with the lowest IQ’s, suggesting some combination of drug induced gray matter loss

with some non-schizophrenic IQ affecting process afflicting some of the very low IQ

“Schizophrenics,” and much less likely in the normal controls who did not have such low

functioning to begin with.  I.e., their selection process apparently led to their use of a low IQ group

of “Schizophrenics” that were far more likely to include organic conditions that have nothing to do

with run of the mill “schizophrenia” (whatever that is).
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So, the “Schizophrenics” apparently:

     1.  Had much more drug exposure (to typicals and who knows what else) prior to the study

     2.  Apparently received (were prescribed) more medication during the study (despite the

presentation of “equal medication” at baseline)

     3.  Are likely to have been taking their medication more regularly as their symptomatology

was much worse.

And the Psychosis NOS “matched controls” had more gray matter loss than the normal controls

who took no meds at all.

Overall, the data actually supports the loss of gray matter due to neuroleptic exposure with

significantly more loss with more neuroleptic exposure.  This is precisely what was reported in The
New York Times article describing twenty years of research by Dr. Nancy Andreasen, who was
the editor of the prestigious American Journal of Psychiatry.
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