


A powerful 
case for 

o {P)II IDJ ':' 
(gemfibrozil) ~~~~J 
Raised low HDL 25% 
-in patients whose baseline 'HDL was belcm 
35 mgldL in the landmark Helsinki Heart Study (HHS).3 

Reduced heart attack 
incidence* up to 62% 
-in these HHS patients and 45% in HHS patients whose 
baseline HDL was belcm the median (46.4 mgldL). Incidence 
of serious coronary events was similar for LOPID and placebo 
subgroups with baseline HDL a~ the median (46.4 mgldL).3 

Raised HDL levels lY2 to 3 times 
more effectively than lovastati n 
-in a 12-week, double-blind, randomized trial among 
patients with moderate to severe hyperlipidemia. 
Lovastatin achieved greater reductions in total serum 
cholesterol than gemfibrozil in this study population;4 

RAISES HDL 
DRAMATICALLY REDUCES HEART ATTACK 
LOPID is indicated for reducing the risk of coronary heart disease 
(CHD) in Type lib patients with law HOL, in addition to elevated LDL 
and trigl~erides, and who have had an inadequate response to weight 
loss, diet, exercise, and other pharmacologic agents such as bile acid 
sequestrants and nicotinic acid. 

·Defined as a combination of definite coronary death and/or definite 
myocardial infarction. 

leferenc": 1. Goldstein Il. Hazzard WR, Schron HG, Bierman El, Motulslty /G. Hyperllpidlrmla In 
coronary heart disease. I. lipid I_I. In 500 survi""" of myocardial infarc1ion. J Clin Invesl. 
1973;52:1533-15<13. 2. Assmann G, Schulte H. PROCAM·T,ial: ProspPCIive Cardiot,scul" Munste, 
T,i,1. Zurich: Panscientla ~rlaa; 1986:8-9. 3. Oalll on file, Medical Affairs Dept. Part<e-O .. I. 
4. Tikkanen MI, .Hel .. E. IUllel1i A, etal. Comparison beIwoen "'-tatin and semfibrozll in lhe 
treatment of primary hypercholesterolemia: the Finnish Multicenter Study. Am I Cardiol. 
1988;62:35)-431. 
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LopIcP (Gemfibrozil Capsules and Tablets) LopIcP (Gemfibrozil Capsules and Tablets) 

IIeIDfe ~", P'-- - fun prncrtbl", Information. from controls in the incidence of iiWI' tumors, but the doses tested were lower than those 
A IIrIef SummIIry to!'-. shown to be carcinogenic wrth other fibrates. 
CONTRAINDICATIONS. 1. Hepatic or severe renal dysfunction, incluc:'ing primary Male rats had a cfoae.related and statistically significant increase of benign Leydig cell 
biliary cirrhosis. tumors at 1 and 10 times the human dose 

2. Preexisting gallbladder disease (See WARNINGS). Electron microscopy studies have demonstrated a florid hepatic peroxisome prolifera· 
3. Hypersensitivity to gemfibrozil. tion following Lopid administration to the male rat. An adequate study to test for perox· 

WARNINGS. 1. Because of chemical, pharmacological, and clinical similarities be- isome proliferation has not been done in humans but changes in peroxisome 
tween gemfibrozil and clofibrate, the adverse findings with clofibrate in two large Clinical morphology have been observed. Peroxisome proliferation has been shown to occur in 
studies may also apply to gemfibrozil. In the first of those studies, the Coronary Drug humans with either of two otherdrugs of the fibrete class when liver biopsies were com-
Project, 1000 subjects with previous myocardial infarction were treated for five years pared belore and after treatment in the same individual. 
with clofibrate. There was no difference in mortality between the clofibrate-treated sub- Administration 01 approximately three or ten times the human dose to male rats for 10 weeks 
jeCts and 3000 placebo-treated subjects, but twice as many clofibrate-treated subjects resulted in a dose-related decrease of fertility. Subsequent studies demonstrated that this 
developed cholelithiasis and cholecystitiS requiring surgery. In the other study, con- effect was reversed after a drug-free period of about eight weeks, and it was not transmit-
dueted by the World Health Organization (WHO), 5000 subjects without known cor- ted to the offspring. 
onary heart disease were treated with clofibrate for five years and followed one year 5. "'-Inencv Category B-Reproduction studies have been performed in the rat at 
beyond. There was a statistically Significant, 29%, higher total mortality in the clofibrate- doses 3 and 9 times the human dose, and in the rabbrt at 2 and 6.7 times the human 
treated than in a comparable placebo-treated control group. The excess mortality was dose These studies have revealed no evidence of impaired fertility in females or harm to 
due to a 33% increase in noncardiavescular causes, including malignancy, post- the fetus due to Lopid. Minor fetotoxicity was manifested by reduced birth rates observed 
cholecystectomy complications, and pancreatitis. The higher risk of clofibrate-treated at the high dose levels. No significant maHormations were found among almost 400 off-
subjeCts for gallbladder disease was confirmed. spring from 36 litters of rats and 100 fetuses from 22 litters of rabbits. 

During the Helsinki Heart Study and in the 1Y. year follow-up period since the trial There are no studies in pregnant women. In view of the fact that Lopid is tumorigeniC in 
was completed, mortality from any cause was 59 (2.9%) in the Lopid group and 55 male and female rats, the use of Lopid in pregnancy should be reserved for those pa-
(2.7%) in the placebo group. Mortalrty from any cause during the double-blind portion tients where the benelit clearly outweighs the possible risk to the patient or fetus. 
of the study was 44 deaths in the Lopid group and 43 in the placebo group. Because of 6. Nu"'", ~- Because of the potential for tumorigeniCity shown for gem-
the more limited size of the Helsinki Heart Study, this resutt is not statistically- fibrozil in rats, a decision should be made whether to discontinue nursing or discontinue 
Significantly different from the 29% excess mortalrty seen in the clofibrate group in the the drug, taking into account the importance of the drug to the mother. 
separate WHO study. Noncoronary heart disease related mortality showed a 58% 7. Hem8toIogIc Che .... -,Mild hemoglobin, hematocrit and white blood cell 
greater trend in the Lopid group (43 vs 27 patients In the placebo group, p-0.056). decreases have been observed in occasional patients following initiation of Lopid 

In the Helsinki Heart Study, the incidence of total malignancies discovered during the therapy. However, these levels stabilize during long-term administration. Rarely, severe 
tnal and in the 1'/2 years since the trial was completed was 39 in the Lopid group and 29 anemia, leukopenia, thrombocytopenia, and bone marrow hypoplasia have been 
in the placebo group (difference not statistically significant). This includes 5 besal cell reported. Therefore, periodic blood counts are recommended during the first 12 months 
carcinomas in the Lopid group and none in the placebo group (p-O.06; historical data of Lopid administration. 
predicted an expected 4.7 cases in the placebo group). GI malignancies and deaths 8. Llvw Function-Abnormal liver function tests have been observed occasionally 
from malignancies were not statistically ,-___________________________ --, during Lopid administration, including eleva-

different between Lopid and placebo sub- ~{P)D. tions of AST (SGOT) , ALT (SGPT), LDH, bili-
groups. Follow-up of the Helsinki Heart 0 D I aD ru",. , .......... --""" w. 
Study participants will provide further infor- ~ usually reversible when Lopid is discon-
mation on cause-specific mortality and ~BID tinued. Therefore periodic liver function 
cancer morbidrty. studies are recommended and Lopid therapy 

2. A gallstone prevelence substudy of 450 should be terminated if abnormalrties persist. 

Helsinki Heart Study participants showed a C fJ-b -I) 9. UN I" ChlklmI-Safety and efficacy in 
trend toward a greater prevelence of gall- ~'/1'11111 I nn"'l 600-mg children have not been established. 
stones during the study within the Lopid '" I I ~ V.., Tablets ADVERSE REACTIONS. In the double-blind 
treatment group (7.5% vs 4.9% for the place- controlled phase of the Helsinki Heart Study, 
bo group, a 55% excess for the gemfibrozil RA S DRAM ATICAl' 'Y 2046 patients received Lopid for upto 5 years. 
group). A trend toward a greater incidence I ES HDl... "'" L In that study, the following adverse reections 
of gallbladder surgery was observed for the REDUCES HEART ATTACK were statistically more frequent in subjects in 
Loptd group (17 vs 11 subjects, a 54% ex- the Lopid group (placebo incidence in paren-
cess). This result did not differ statisticaHy theses): gastrointestinal reactions, 34.2% 
from the increased incidence IX cholecystectomy observed in the WHO study in the (23.8%); dyspepsia, 19.6% (11.9%); abdominal pain, 9.8% (5.6%); acute appendic~is 
group treated with dofibrate. Both clofibrate and gemfibrozil may increase cholesterol (histologically confirmed in most cases where data are evailable), 1.2% (0.6%); atrial 
excretion into the bile leading to cholelithiasis. If cholelithiasis is suspected, gallbladder fibrillation, 0.7% (0.1%). 
studies are indicated. Lopid therapy should be discontinued if gallstones are found. Adverse events reported by more than 1% of subjects, but without a significant differ-

3. Since a reduction of mortality from coronary artery disease has not been ence between groups (placabo incidence in parentheses) were: diarrhea, 7.2% (6.5%); 
demonstrated and because iiWI' and interstitial cell testicular tumors were increased in fatigue, 3.8% (3.5%); nauseatvomiting, 2.5% (2.1%); eczema, 1.9% (1.2%); rash, 1.7% 
rats, Loptd should be administered only to those patients described in the INDICATIONS (1.3%); vertigo, 1.5% (1.3%); constipation, 1.4% (1.3%); headache, 1.2% (1.1%). 
AND USAGE section. If a significant serum lipid response is not obtained, Lopid should QaHblIldder IlUrgery was performed in 0.9% of Lopid and 0.5% of placebo subjects, a 
be discontinued. 64% excess, which is not statistically different from the excess of gaHbladcler surgery 

4. Concomitant Anticoagulants- Caution should be exercised when anticoagulants observed in the clofibrate compared to the placebo group of the WHO study. 
are given in conjunction with Lopid. The dosege of the anticoagulant should be reduced Nervous system and special senses adverse reactions were more common in the 
to maintain the prothrombin time at the desired level to prevent bleeding complications. Lopid group. These included hypesthesia, paresthesias, and taste perversion. Other 
Frequent prothrombin determinations are advisable until it has been detin~ely determimad adverse reactions that were more common among Lopid treatment group subjects but 
that the prothrombin level has stabilized where a causal relationship was not established include cataracts, peripheral vascular 

5. Concomitant therapy with Lopid and Mevacat4 (Iovastatin) has been associated with disease, and intracerebral hemorrhage. 
rhabdomyoiYSls, markedly elevated creatina kinase (CK) levels and myoglobinuria, From other studies it seems probeble that Lopid is causally related to the occurrence 
leading In a high proportion 01 cases to acute renal failure. In most subJ8Cls who have of mueculcMllleletal.,mptome (See WARNINGS), and to 1IbnonnIi111wr function 
had an unsatisfactory liptd response to either drug alone, the possible benefit of combined tMta and het'NrIoIogIc cheII\JM (See PRECAUTIONS). 
therapy with lavestatin and gemfibrozil does not outweigh the risks of severe myopathy, Reports 01 viral and bacterial infections (common cold, cough, urinary tract infections) were 
rhabdomyoiysis, and acute renal failure (See Drug Interactions). The use IX fibrates more common in gemfibroziHreated patients in other controlled clinical trials IX 805 patients. 
alone, including Lopid. may occasionally be associated wilh myositis. Patients receiving Addrtional adverse reactions that have been reported for gemfibrozil are listed below 
Lopid and complaining of muscle pein, tenderness, or weakness should have prompt by system. These are categorized according to whether a causal relationship to treat-
medical evaluation for myositis, including serum creatine kinase level determination. If ment with Lopid is probeble or not established: 
myositis is suspected or diagnosed, Lopid therapy should be withdrawn. CAUSAL RELATIONSHIP PROBABLE: Gastrointestinal: cholestatic jaundice; Central 

6. Cataracts-Subcapsular bilateral cataracts occurred in 10%, and unilateral in 6.3% Nervous System: dizziness, somnolence, paresthesia, peripheral naur~is, decreased 
of male rats treated with gemfibrozil at 10 times the human dose libido, depression, headache; Eye: blurred vision; Genitourinary: impotence; 
PRECAUTIONS. 1. Initial ~- Laboratory studies should be done to ascertain Musculoske/et8l: myopathy, myasthenia, myalgia, painful eldremrties, arthralgia, 
that the lipid levels are consistently abnormal. Before instrtuting Lopid therapy, every at- synovitis, rhabdomyolysis (see WARNINGS and Drug Interactions under PRECAU-
tempt should be made to control serum lipids with appropriate diet, exercise, weight loss TIONS); Clinical Laboratory: increased creatine phosphokinase, increased bilirubin, in-
In obese patients, and control of any medical problems su::h as diabetes mellitus and creased liver transaminases (AST [SGOT]. ALT [SGPT]), increased alkaline phosphatase; 
hypothyroidism that are contributing to the lipid abnormal~ies. Hematopoietic: anemia. leukopenia, bone marrow hypoplasia, eosinophilia; 1m-

2. ConIInuecI ~-Periodic determination of serum lipids should be obtained, munologic: angioedema, laryngeal edema, urticaria; Integumentary: exfoliative dar-
and the drug wrthdrawn if lipid response is inadequate after 3 months of therapy. matitis, rash, dermatitis, pruritus. 

3. Drut I~- (A) a.-t8Un: Rhabdomyolysis has occurred wilh combimad CAUSAL RELATIONSHIP NOT ESTABLISHED: General: weight loss; Cerdiac: eldrasys-
gemfibrozil and Iovastatin therapy. ~ may be seen as early as 3 weeks after initiation of toles; Gastrointestinal: pancreat~is, hepatoma, colrtis; Central Nervous System: confu-
combimad therapy or after _aI months. In most subjects who have had an unsatisfac- sion, convulsions, syncope; Eye: retinal edema; Genitourinary: decreased male fertilrty; 
tory lipid response to either drug atone, the possible benefil of combined therapy with Clinical Laboratory: posrtive antinuclear antibody; Hematopoietic: thrombocytopenia; 
lavestatin and gemfibrozil does not outweigh the risks of severe myopathy. rhab- Immunologic: anaphylaxis, Lupus-like syndrome, vesculitis; Integumentery: alopecia. 
domyoiYSls, and acute renal fa~ura There is no assurance that periodic monrtoring of DOSAGE AND ADMINISTRATION. The recommended dose for adutts is 1200 mg 
creatine kinase wiN prevent the occurrence of _e myopathy and kidney demage administered in two divided doses 30 minutes before the morning and evening meal. 

(B) Anttc:o.guI8nta: CAUTION SHOULD BE EXERCISED WHEN ANTICOAGU- MANAGEMENT OF OVERDOSE. While there has been no reported case of OWJ'-
LANTS ARE GIVEN IN CONJUNCTION WITH LOPID. THE DOSAGE OF THE ANTI- dosage, symptomatic supportive measures should be taken should ~ occur. 
COAGULANT SHOULD BE REDUCED TO MAINTAIN THE PROTHROMBIN TIME AT ....... _: 1. Frick MH, Elo 0, Heapa K, et aI: Helsinki Heart Study: Primary preven-
THE DESIRED LEVEL TO PREVENT BLEEDING COMPLICATIONS. FREQUENT tion trial with gem1ibrozil in middle-aged men with dysIipidemia. N Engl J Mad 
PROTHROMBIN DETERMINATIONS ARE ADVISABLE UNTIL IT HAS BEEN 1987;317:1237-1245. 2. Manninen V, Efo 0, Frick MH, at 81: Lipid afterations and decline 
DEFINITELY DETERMINED THAT THE PROTHROMBIN LEVEL HAS STABILIZED. in the incidence of coronery heart disease in the Helsinki Heart Study. JAMA 1988; 

4. c._ 0" 1"1, .,.... ...... ,mpelrment of FertlIIty- Long-term studies 260:641-6.51.3. Nikkila EA: Familial lipoprotein lipase deficiency and related di80rders IX 
have been conducted in rats and mica at one and ten times the human dose The incl- chylomicron metabolism. In Stanbury J. B. at aI. (ada): The Metabolic BaSis of Inherited 
dance IX benign liver nodules and IiWI' carcinomas wes significantly increased in high Disease, 5th ed., McGraw-Hili, 1983, Chap. 30, pp. 622-642. 
dose male rata The incidence of iiWI' carcinomas increased also in low dose males, c.utton - Feelerallaw prohibits dispensing wilhout preacriplion. 
but this increase wes not statistically significant (p-0.1). In high dose female rats, there PARKE-DAVIS 
wes a significant increase in the combimad incidence IX benign, and malignant IiWI' Div of Warner-Lambert Co 
neoplasms. In male and female mice, there _e no statislicaHy sign~icant diffElfences Morris Plains, NJ 07950 USA 
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This collection is a compilation of 
the most important articles on Lyme 
disease published in NEJM, MMWR, 
and Massachusetts Medicine. The 
collection focuses on the etiology, 
symptoms, complications, and 
treatment of Lyme disease. 

ARTICLES INCLUDE: 
• "Update: Lyme Disease and 

Cases Occurring during Preg­
nancy," from MMWR, June 1985. 

• "Of Ticks and Tides," from 
Massachusetts Medicine, Julyl 
August 1986. 

• "Successful Parenteral Penicillin 
Therapy of Established Lyme 
Arthritis," from NEJM, April 4, 
1985. 

• "The Spirochetal Etiology of Lyme 
Disease," from NEJM, March 31, 
1983. 

As an added feature, a comprehen­
sive bibliography is included, listing 
all English-language references since 
1977. 
The Lyme disease collection is a 
useful source of information on this 
complex, often misdiagnosed 
disease. Get your collection today! 
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INFORMATION FOR AUTHORS 
These guidelines are in accordance with 
the "Uniform Requirements for Manu­
scripts Submitted to Biomedical Jour­
nals." (The complete document is availa­
ble in the June 12, 1982, issue of the 
British Medical Journal and the June 1982 
issue of the Annals of Internal Medicine.) 

MANUSCRIPTS 
Manuscripts containing original material 
are accepted for consideration with the un­
derstanding that neither the article nor any 
part of its essential substance, tables, or 
figures has been or will be published or 
submitted for publication elsewhere before 
appearing in the Journal. This restriction 
does not appl y to abstracts or press reports 
published in connection with scientific 
meetings. Copies of any possibly duplica­
tive manuscripts should be submitted to 
the Editor along with the manuscript that 
is to be considered by the Journal. The 

Journal strongly discourages the submis­
sion of more than one article dealing with 
related aspects of the same study. In 
almost all cases, a single study is best re­
ported in a single paper. 

Submit an original and one copy of the 
complete manuscript, including text pages, 
legends, tables, references, and glossy 
prints of figures. Only typed copy, on 
standard-sized typewriter paper and 
double-spaced throughout, with margins 
of at least 2.5 cm, is acceptable. Address all 
submissions to the Editor, theJournal of the 
American Board ~r Fami~y Practice, 2228 
Young Drive, Lexington, KY 40505. A 
covering letter should identify the person 
(with the address and telephone number) 
responsible for negotiations concerning the 
manuscript; the letter should make it clear 
that the final manuscript has been seen and 
approved by all authors. 

CONFUCT OF INTEREST 
TheJournal expects authors to disclose any 
commercial associations that might pose a 
conflict of interest in connection with the 
submitted article. All funding sources sup­
porting the work should be routinely ac­
knowledged on the title page, as should all 
institutional or corporate affiliations of the 
authors. Other kinds of associations, such 
as consultancies, stock ownership or other 
equity interests, or patent-licensing ar­
rangements, should be disclosed to the 
Editor in a covering letter at the time of 
submission. Such information will be held 
in confidence while the paper is under re­
view and will not influence the editorial 
decision. If the manuscript is accepted, the 
Editor will discuss with the authors how 
best to disclose the relevant information. 
Questions atxmt this policy should be di­
rected to the Editor. 

UNITS OF MEASUREMENT 
The Journal will print measurements in 
Systeme International (SI) and conven­
tional units (this practice applies only to 
clinical investigation and review articles). 
Authors may use either as their principal 
system; however, they must also provide 
the alternative numbers and units in par­
entheses. 

TITLES AND AUTHORS' NAMES 
With the manuscript, provide a page giv­
ing the title of the paper; a running head 
of fewer than 40 letter spaces; the 
name(s) of the author(s), including the 
first name(s) and academic degree(s); the 
name of the department and institution 
in which the work was done; and the 
name and address of the author to whom 
reprint requests should be addressed. 
Any grant support that requires acknowl­
edgment should be mentioned on this 
page. 

ABSTRACTS 
Use another page to provide an abstract 
of not more than 175 words. This ab­
stract should be factual, not descriptive, 
and should present the reason for the 
study, the main findings (give specific 
data if possible), and the principal con­
clusions. 

KEYWORDS 
The Journal has a policy of requiring au­
thors to submit two to four key words 
with their manuscripts, to be used for 
purposes of classification by subject. 

REFERENCES 
References must be typed in double spac­
ing and numbered consecutively as they 
are cited. References first cited in tables 
or figure legends must be numbered so 
that they will be in sequence with refer­
ences cited in the text. The style of refer­
ences is that of the Index Medicus. List all 
authors when there are six or fewer; 
when there are seven or more, list the 
first three, then "et al." Sample refer­
ences are as follows: 

I. Lahita R, Kluger J, Drayer DE, Koffler D, 
Reidenberg MM. Antibodies to nuclear 
antigens in patients treated with procaina­
mide. N EnglJ Moo 1979; 301:1382-5. 

2. Bearn AG. Wilson's disease. In: Stan­
hury JB, Wyngaarden JB, Fredrickson 
DS, eds. The metabolic basis of inherited 
disease. New York: McGraw-Hili, 
1972:1033-50. 

.1. Pellegrin FA, Ramcharan S, Fisch IR, 
Phillips NR. The noncontraceptive ef­
fects of oral contraceptive drugs: the Kai­
ser-Permanente Study. In: Ramcharan S, 
ed. The Walnut Creek Contraceptive Drug 
Study: a prospective study of the side ef­
fects of oral contraceptives. Vol. I. Be­
thesda, Md.: National Institutes of 
Health, 1974:1-19. (DHEW publication 
no. (NIH)74-562). 

Numbered references to personal com­
munications, unpublished data, and 
manuscripts either "in preparation" or 
"submitted for publication" are unaccept­
able (see "Permissions"). If essential, 
such material may be incorporated in the 
appropriate place in the text. 

TABLES 
Type tables in double spacing on sepa­
rate sheets, and provide a legend for each. 
Excessive tabular data are discouraged. If 
an article is accepted, the Journal will ar­
range to deposit extensive tables of im­
portant data witb the National Auxiliary 

Publications Service (NAPS); we will 
pay for the deposit and add an appropri­
ate footnote to the text. This service 
makes microfiche or photocopies of ta­
bles available at moderate charges to 
those who request them. 

ILLUSTRATIONS 
Figures should be professionally designed. 
Glossy, black-and-white photographs are 
requested. Symbols, lettering, and num­
bering should be clear, aod these elements 
should be large enough to remain legible 
after the figure has been reduced to fit the 
width of a single column. 

The back of each figure should include 
the sequence number, the name of the 
author, and the proper orientation (e.g., 
"top"). Do not mount the figure on card­
board. Photomicrographs should be 
cropped to a width of 8 em, and electron 
photomicrographs should have internal 
scale markers. 

If photographs of patients are used, ei­
ther the subjects should not be identifi­
able or their pictures must be accompa­
nied by written permission to use the 
figure. Permission forms are available 
from the Editor. 

Legends for ill ustrations should be 
typewritten (double-spaced) on a sepa­
rate sheet, and should not appear on the 
illustrations. 

Color illustrations are used from time 
to time. Send both transparencies and 
prints for this purpose. 

ABBREVIATIONS 
Except for units of measurement, ab­
breviations are discouraged. Consult 
the Council of Biology Editors Stylt Manual. 
(Fifth edition. Bethesda, Md.: Council 
of Biology Editors, 1983) for lists of 
standard abbreviations. The first time 
an abbreviation appears it should be 
preceded by the words for which it 
stands. 

DRUG NAMES 
Generic names should, in general, be 
used. If an author so desires, brand 
names may be inserted in parentheses. 

PERMISSIONS 
Materials taken from other sources 
must be accompanied by a written 
statement from both author and pub­
lisher giving permission to the Journal 
for reproduction. 

Obtain permission in writing from at 
least one author of papers still in press, 
of unpublished data, and of personal 
communications. 

INCLUSIVE lANGUAGE 
Sex bias should be avoided and gender­
inclusive language used whenever pos­
sible. 

REVIEW AND ACTION 
Manuscripts are examined by the edito­
rial staff and are usually sent to outside 
reviewers. Authors will remain anony­
mous to outside reviewers and vice 
versa. External statistical review will be 
accomplished where appropriate. 
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