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Table 2. Rating Scales for Cerebral Abnormalities Demonstrated
by CT Scan.
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niutn level versus (IT-scan rating. The peak ammoniunt level was
defined as the highest recorded plasma ammonium level during
neonatal coma; peak values in the patients have been reported pre-
viously.2 Excluded frotn these analyses (other than CT versus con-
current IQ) were two patients wlto were in a coma for l2 and
30 days.

In addition, a paired t-test was used to determine the significance
ol‘changcs in IQ frotn l2 months to follow-up at 19 to 74 months.
Excluded from this analysis were the four children younger than Ill
months. Also excluded was a child who had an episode ofhypt-ram-
tnonetnie coma at I2 months, associated with Stage IV (‘t)lll:l and
increased intracranial pressure. This child's IQ fell from 78 to If)
and was deemed outside the range we were considering clinically.

This study was performed between I978 and |982 and involved a
collaborative effort among 26 medical institutions in the United
States and Europe. Parental consent was obtained, and the study
was approved by the Joint Committee on Clinical Investigation at
Johns Hopkins Hospital and by the institutional review hoards of
participating hospitals.

RESULTS

Mortality

Six of 26 patients died during the study. Two male
infants with ornithine transcarbamylasc deficiency

June 7, HIM

died before one year ofage and are not included in this
paper. Four additional patients who have since died
are included: one deficient in carbamyl phosphate
synthctasc, one in ornithine transcarbamylasc, one in
argininosuccinate synthetase, and one in argininosuc—
cinase. Two of the deaths resulted from intercurrcnt

hyperammonemic coma, one occurred after an acci-
dental 10-fold overdose ofintravenous sodium benzo—

ate and sodium phenylacetate during an episode of
hyperammoncmia, and one resulted from aspiration
pneumonia. Postmortem examinations were not per-
mitted in any of these children.

Neurologlc Function

Table 3 shows that of the ‘24 children, 19 (79 per
cent) had one or more developmental disabilities: 46
per cent had cerebral palsy, 79 per cent were mentally
retarded, I7 per cent had seizure disorders, 54 per cent
had microcephaly, and one child was blind; 46 per
cent had more than one handicapping condition. The
most recent IQ was 43:6 (mean tS.E.M.). Twenty-
one per cent (live) ofthe children had an IQ above 70;
broken down by type ofdeliciency, the percentages of
children with an IQ above 70 were as follows: carba-
myl phosphate synthctase, 0 per cent; ornithine trans-
carbamylase, 60 per cent; argininosuccinate synthe-
tase, I2 per cent; and argininosuccinase, 12 per cent.
Four of these five children had an attention-deficit

disorder. A paired t-test was performed on the change
between IQ at 12 months and the most recent IQ
(mean, 35:4 months; range, 19 to 74) in 19 children.
The. IQ decreased by 8.6125 points (I’<0.0I) during
this period.

Figure 3 shows the relation between duration of
Stage III or IV neonatal hyperammoncmic coma and

 
Figure 2. CT Scans in Three Children with Complete Urea-Cycle Enzyme Deficiencies.

Sean A shows mildly dilated ventricles (CT rating. 1.0) in a 24-month-old child with a deficiency of ornithine transcarbamylase. Scan B
shows mild ventriculomegaly and patchy areas of parenchymal low density (CT rating, 2.5) in a six-month—old infant with argininosuccin-
ase deficiency. Scan C shows ventriculomegaly, prominent sulci. and subcortical low-density areas (CT rating. 5.0) in a 14-month-old

child with argininosuccinase deficiency.mmmmumm
WmmaflmWmmmfl.ml5.mmflmufl.mflwmmm

memm.womtuumwsm.umm.

Page 3 of 6 f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


The New England Journal of Medicine 
Downloaded from nejm.org at STANFORD UNIVERSITY on June 29, 2015. For personal use only. No other uses without permission. 

 From the NEJM Archive. Copyright © 2010 Massachusetts Medical Society. All rights reserved. 

Page 4 of 6 f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


The New England Journal of Medicine 
Downloaded from nejm.org at STANFORD UNIVERSITY on June 29, 2015. For personal use only. No other uses without permission. 

 From the NEJM Archive. Copyright © 2010 Massachusetts Medical Society. All rights reserved. 

Page 5 of 6 f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Real-Time Litigation Alerts
	� Keep your litigation team up-to-date with real-time  

alerts and advanced team management tools built for  
the enterprise, all while greatly reducing PACER spend.

	� Our comprehensive service means we can handle Federal, 
State, and Administrative courts across the country.

Advanced Docket Research
	� With over 230 million records, Docket Alarm’s cloud-native 

docket research platform finds what other services can’t. 
Coverage includes Federal, State, plus PTAB, TTAB, ITC  
and NLRB decisions, all in one place.

	� Identify arguments that have been successful in the past 
with full text, pinpoint searching. Link to case law cited  
within any court document via Fastcase.

Analytics At Your Fingertips
	� Learn what happened the last time a particular judge,  

opposing counsel or company faced cases similar to yours.

	� Advanced out-of-the-box PTAB and TTAB analytics are  
always at your fingertips.

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

WHAT WILL YOU BUILD?  |  sales@docketalarm.com  |  1-866-77-FASTCASE

API
Docket Alarm offers a powerful API 
(application programming inter-
face) to developers that want to 
integrate case filings into their apps.

LAW FIRMS
Build custom dashboards for your 
attorneys and clients with live data 
direct from the court.

Automate many repetitive legal  
tasks like conflict checks, document 
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks 
for companies and debtors.

E-DISCOVERY AND  
LEGAL VENDORS
Sync your system to PACER to  
automate legal marketing.


