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Whole bowel irrigation: 
Better antidote than oral 
activated charcoal? 

Activated charcoal alone remains 
the most effective means to treat 
drug overdose. In this study, threj:l 
volunteers ingested 650 mg of aspi-
rin and were randomly assigned to 
one of the following treatment 
groups: 24-hour urine collection 
alone; whole-bowel irrigation with a 
polyethylene glycol solution; 50 g 
oral activated charcoal followed by 
whole-bowel irrigation; or activated 
charcoal alone. 

Whole-bowel irrigation with char-
coal reduced aspirin absorption 33% 
while charcoal alone reduced absorp-
tion 79%. Furthermore, vomiting usu-
ally accompanied the former method. 

Rosenberg PJ, Livingstone OJ, McLellan BA, 
et a l: Effect of whole-bowel irrigation on the 
antidotal efficacy of oral activated charcoaL 
Ann Emerg Med 1988;17:681-683. 

Protection against 
traveler's diarrhea 

Milk immunoglobulin concentrate 
may prove an effective prophylaxis 
against traveler's diarrhea from Es-
cherichia call. 

In a double-blind, controlled 
study, ten volunteers were given a 
bovine milk immunoglobulin concen-
trate with antibodies against entero-
toxigenic E coli three times a day. 
'Thn controls received a similar con-
centrate except that it lacked these 
specific antibody titers. On the third 
treatment day, both groups were 
given 109 colony-forming terotoxi-
genic E coli units. 

None of the study group volun-
teers had diarrhea when exposed to 
the bacteria. However, one subject 
from the control group had watery 
stools, anorexia, malaise, cramps, 
and vomiting. 

1452 

While the bovine milk immuno-
globulin concentrate with antibodies 
against enterotoxigenic E coli was ef-
fective against the bacteria, exactly 
when it should be administered-
before or after coming in contact 
with the bacteria-remains un-
known and, therefore, warrants fur-
ther study. 

Thcket CO, Losonsky G, Link H, eta!: Protec-
tion by milk immunoglobulin concentrate 
against oral cha llenge with enterotoxigenicEs-
cherichia coli. New Engl J Med 1988;318:1240-
1243. 

Efficacy of N d: YAG laser 
bronchoscopy 

Benign and carcinoid tumors were 
cured in many instances with 
Nd:YAG laser treatment. This laser 
application improved airway gauge 
92% of the time in malignant tu-
mors . Cumulative survival at six 
months was 50% while one year sur-
vival rates were 26%. 

These findings were based on a 
five-year Italian experience in which 
1,000 patients underwent such laser 
therapy. A rigid bronchoscope was 
used in 92% of treatments while a 
flexible device was employed in the 
remaining cases. Based on these sta-
tistics, the researchers found 
Nd:YAG laser bronchoscopy a safe, 
effective modality in treating obstruc-
tive lesions of the tracheobronchial 
tree. 

Cava liere S, Foccoli P, and Farina PL: Nd:YAG 
laser bronchoscopy: A five-year experience with 
1,396 applications in 1,000 patients. Chest 
1988;94: 15-21 . 

Transplant in pulmonary 
fibrosis 

Single-lung transplant has been 
shown to be a success in patients 
with pulmonary fibrosis. 

Surgeons at the Toronto Lung 

Transplant Group have performed 
11 single-lung transplantation for 
end-stage pulmonary fibrosis since 
November 1983. Two patients died 
early in the post operative period, 
the first from progressive pneumo-
nia and the second from venous air 
embolism. One patient survived 
seven months before dying from re-
jection-related complications. How-
ever, eight · transplant recipients 
have remained alive up to 44 months 
after surgery. They had good oxygena-
tion on room air and were able to per-
form everyday activities. 

Successful single-lung transplan-
tation relies on careful patient and 
donor selection. Likewise, while 
either the right or left lung may be 
replaced, the latter proves techni-
cally easier to perform. 

Based on these preliminary find-
ings, the authors believe single-lung 
transplantations could achieve 
similiar survival rates to cardiac, re-
nal, and hepatic transplants. 

Experience with single-lung transplantation for 
pulmonary fibrosis. The Thronto Lung Trans-
plant Group. JAMA 1988;259:2258-2262. 

Ulcers and surreptitious 
use of salicylates 

Salicylate serum levels should be de-
termined in patients who have recur-
ring, chronic gastroduodenal ulcers 
despite having undergone surgery. 

Five similar cases are reported 
here in which patients experienced 
pain, intestinal obstruction, and 
bleeding. Four patients underwent 
surgery because medical therapy 
proved ineffective. Nonetheless, 
their ulcers persisted. All patients de-
nied taking any acetylsalicylic acid 
(ASA); however, detectable ASA lev-
els were found in all blood samples. 
Psychiatric evaluation serves as an 
important aspect to treating patients 
who continually abuse such agents. 
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Upjolu1 Introduces 
THE FIRST PRESCRIPTION MEDICATION 

PROVED EFFECTIVE 
FOR MALE PATTERN BALDNESS 

OF THE VERTEX 



TOPICAL 
SOLUTION minoxidil2% 
New ROGAINE Topical Solution 2% is the first prescription medication proved 
effective for male pattern baldness of the vertex. There was no evidence of 
effectiveness on frontal balding. Evidence of growth was demonstrated by 
objective hair counts and physician and patient evaluations of 1,431 patients in 
27 centers across the United States. This landmark study was divided into two 
phases: The first phase compared ROGAINE with placebo in a double-blind 
protocol for four months; the second phase, non-placebo-controlled, evaluated 
continuous b.i.d. application of ROGAINE for an additional eight months. 

PATIENTS' EVALUATIONS OF 
HAIR GROWTH OVER 12 MONTHS 
Patients evaluated their response to ROGAINE Topical Solution (minoxidil2%) 
or placebo each month for four months. They judged response to be no growth 
or minimal, moderate, or dense growth. 

Four-Month Phase 
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Non-Placebo-Controlled Continuation Phase 
In addition, after the placebo group was discontinued, continuous application 
of ROGAINE over an additional eight months was evaluated to determine 
growth. 
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FOR THE FIRST TIME ... OBJECTIVE 
EVIDENCE OF HAIR GROWTH 
IN MALE PATTERN BALDNESS 
OF THE VER1EX 

INVESTIGATORS' EVALUATIONS OF 
HAIR GROWTH OVER 12 MONTHS 
Investigators evaluated patients on ROGAINE Topical Solution (rninoxidil2%) 
or placebo each month for four months. Response was judged to be no growth, 
new vellus (baby) hair, or minimal, moderate, or dense growth. (Photographs 
on following pages represent evaluations of minimal, moderate, and dense 
growth.) In addition, after the placebo group was discontinued, continuous 
application of ROGAINE over an additional eight months was evaluated to 
determine if nonvellus growth could be sustained. 

Four-Month Phase 
At the end of four months, 34% of patients treated with ROGAINE were 
evaluated by the investigators as showing nonvellus growth, while 20% 
showed nonvellus growth with placebo, a highly significant difference 
(P<.OOOS). 

INVESTIGATOR EVALUATION OF HAIR GROWTH AT FOUR MONTHS 
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After 12 months, dense growth was observed in 8% of the 619 patients treated 
with ROGAINE, moderate growth in 31%, and minimal growth in 37% . Approxi-
mately one fourth of patients showed only vellus hair growth or no growth. 
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Please see next to last page for brief summary of prescribing information. 

TURN PAGE FOR PHOTOGRAPHIC EVALUATIONS OF HAIR GROWTH 



EXAMPLES OF 
MINIMAL, MODERATE, AND 
DENSE GROWTH AS 
EVALUATED BY INVESTIGATORS 

MINIMAL GROWTH 



RO a· 
lDPICAL s ' 'd·t soLuTioN minoxi 1 2% 

TURN PAGE FOR HAIR COUNT EVALUATION 

Please see next to last page for brief summary of prescribing information. 
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HAIR COUNTS CONFIRM HAIR 
GROWTH OVER 12 MONTHS 
Monthly Hair Count Evaluation 
Each month, nonvellus (normal) hairs were counted within a one-inch circle 
drawn on the vertex of the scalp of every patient, resulting in a mean nonvellus 
hair count. 
Four-Month Phase 
ROGAINE was shown to be significantly superior to placebo (P<.0005). Mean 
nonvellus hair count at the end of month 4 with ROGAINE was 192 versus 121 
at baseline-an increase of 59%. Mean nonvellus hair count with placebo was 
159 versus 120 at baseline-an increase of 33%. 
Non-Placebo-Controlled Continuation Phase 
Continuous application of ROGAINE for an additional eight months resulted 
in sustained growth of nonvellus hair. Mean hair count increased 58%, from 
192 at the four-month baseline to 304, confirming growth seen in the earlier 
phase of the study. 

Four-Month Phase-
Significant Growth With ROGAINE 

Non-Placebo-Controlled Continuation Phase-
Sustained Growth With ROGAINE 

0 
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2 3 4 4 

MONTH 
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PATIENT CRITERIA FAVORING GROWTH 
One cannot predict the response to ROGAINE in any given patient, but certain 
criteria favoring growth were seen during the study. 

AGE 
Younger patients showed better growth with ROGAINE. 

DURATION OF BALDNESS 
Patients balding less than ten years showed better growth with ROGAINE. 

DIAMETER OF BALDING AREA 
Patients with a balding area less than 10 em (about 4 inches) showed better 
growth with ROGAINE. 

LONG-TERM TREATMENT 
NECESSARY FOR 
SUSTAINED GROWTH 

Daily b.i.d. applications of ROGAINE for four 
months or longer are usually necessary before evidence 
of growth is seen in most patients. When patients 
were followed for one year, hair growth continued. 

Newly grown hair returns to the untreated state three to four months after 
cessation of therapy with ROGAINE. 

Please see next to last page for brief summary of prescribing information. 

RO aine 
TOPICAL s ' 'd•l soLuTioN mtnoxi 1 2% 

TURN PAGE FOR INFORMATION ON SIDE EFFECTS 



DATA FROM 5,891 PATIENTS 
SHOW A FAVORABLE SIDE-EFFECT 
PROFILE 

INCIDENCE OF ADVERSE REACTIONS IS LOW 
Dermatologic reactions were more common in the group treated with ROGAINE 
(5.27%) compared with placebo (3.44% ). Otherwise, no individual reaction or 
reactions grouped by body systems appeared to be increased in the minoxidil-
treated patients. 

MEDICAL EVENT PERCENT OCCURRENCE BY BODY SYSTEM IN 
THE PLACEBO CONTROL CLINICAL TRIALS INVOLVING MINOXIDIL 
TOPICAL SOLUTION-ALL PATIENTS ENROLLED 

MINOXIDIL SOLN PLACEBO 
N = 3510 (4-6 MONTHS) N = 2381 (4-6 MONTHS) 

BODY SYSTEM 

RESPIRATORY 

DERMATOLOGICAL 

CARDIOVASCULAR 

% 
occ. 

5.95 

5.27 

% 
occ. 

6.51 

3.44 

FEW PATIENTS DISCONTINUED THERAPY 
At four months, 1.3% of patients treated with ROGAINE discontinued 
therapy because of side effects, compared with 1% of patients on placebo. 
After 12 months, a total of 3.1% of the patients treated with ROGAINE 
discontinued therapy because of side effects. 

POTENTIAL ADVERSE EFFECTS 
Extensive use of topical minoxidil has not revealed evidence that enough 
minoxidil is absorbed to have systemic effects. Greater absorption because of 
misuse or individual variability or unusual sensitivity could lead, at least the-
oretically, to a systemic effect, and patients need to be aware of this. 

Experience with oral minoxidil when used for hypertension has shown the 
following major cardiovascular effects: 

- salt and water retention, generalized and local edema 
- pericardia! effusion, pericarditis, tamponade 
-tachycardia 
- increased frequency of angina or new onset of angina 



MINIMAL ABSORPTION RESULTS 
IN CONSISTENTLY LOW 
SERUM LEVELS OF MINOXIDIL 
The failure to detect evidence of systemic effects during treatment reflects the 
poor absorption of topical minoxidil. In a study of patients with hypertension, 
mean minoxidil concentrations after 1 mL b.i.d. of 2% topical minoxidil 
(1.7 ng/mL) were 1/20 the concentrations seen after daily oral doses of 2.5 mg 
(32.8 ng/mL) or 5 mg (59.2 ng/mL). 

Before starting a patient on ROGAINE, the physician should ascertain that the 
patient has a healthy, normal scalp. Local abrasion or dermatitis may increase 
absorption and hence increase the risk of side effects. Greater absorption 
because of misuse or individual variability or unusual sensitivity could lead, 
at least theoretically, to a systemic effect. 

PATIENTS WITH CARDIOVASCULAR DISEASE 
Patients with a history of underlying heart disease should be aware that ad-
verse effects in them might be especially serious. Patients should be alerted to 
the possibility of tachycardia and fluid retention and should watch for, and be 
monitored for, increased heart rate and weight gain or other systemic effects. 
No drug interactions have been reported with ROGAINE but, theoretically, 
orthostatic hypotension may occur in patients taking guanethidine. 

No Appreciable Pharmacologic Response in Untreated Hypertensives 
A well-controlled multicenter study of patients with untreated hypertension was 
conducted to determine if ROGAINE had an effect on blood pressure or pulse 
rate or caused fluid accumulation. No appreciable pharmacologic response was 
seen after application of ROGAINE twice daily for four days. 

Please see next to last page for brief summary of prescnbing information. 

TURN PAGE FOR DOSAGE INFORMATION AND APPLICATION 



THE FIRST AND ONLY STANDARDIZED 
FORMULATION FOR HAIR GROWTH 
ROGAINE Topical Solution (minoxidil2%) is a cosmetically elegant, consistent 
formulation. ROGAINE is attractively packaged with a choice of applicators 
designed to suit individual needs (see below). Each 60-mL bottle of ROGAINE 
provides enough medication for one month's therapy. 

A STRICT REGIMEN: TWICE A DAY, EVERY DAY 
One milliliter of ROGAINE should be applied to the total affected areas of the 
scalp twice daily. Hair and scalp should be dry before application. 

CONTINUED USE NECESSARY 
Patients must follow the regimen for ROGAINE faithfully and understand that 
twice-daily application for four months or longer may be required before hair 
growth can be expected. The studies also showed that further growth continued 
from month 5 through month 12. There was no evidence of effectiveness on 
frontal balding. 

Continuous use is necessary to maintain growth. Newly grown hair 
returns to the untreated state three to four months after cessation of treatment. 

Each prescription of ROGAINE comes with three complimentary, disposable applicator tips to suit 
individual needs: The regular spray attachment applies solution to large areas of the scalp; the 
extended spray attachment applies solution to small scalp areas or under hair; the rub-on 
applicator tip aids in spreading solution directly on the scalp. 



CONTRAINDICATIONS 
A history of hypersensitivity to minoxidil, propylene glycol or 
ethanol. 

WARNINGS 
1. Need for normal scalp 
Before starting treatment, make sure that the patient has a normal , 
healthy scalp. Local abrasion or dermatitis may increase absorp-
tion and hence the risk of side effects. 
2. Potential adverse effects 
Although extensive use of topical minoxidil has not revealed 
evidence that enough minoxidil is absorbed to have systemic 
effects, greater absorption due to misuse, individual variability or 
unusual sensitivity could , at least theoretically, produce a sys-
temic effect. 
Experience with oral minoxidil has shown the following major car-
diovascular effects (Review the package insert for LONITEN~ 
Tablets for details): 
-salt and water retention, generalized and local edema 
-pericardia! effusion, pericarditis , tamponade 
- tachycardia 
- increased incidence of angina or new onset of angina 
Patients with underlying heart disease, including coronary artery 
disease and congestive heart failure , would be at particular risk of 
these potential effects. Additive effects could also emerge in pa-
tients being treated for hypertension. 

Potential patients should have a history and physical, should be 
advised of potential risks and a risk benefit decision should be 
made. Heart patients should realize that adverse effects may be 
especially serious . Alert patients to the possibility of tachycardia 
and fluid retention , and monitor for increased heart rate, weight 
gain or other systemic effects. 

PRECAUTIONS 
General Precautions 
Patients should be monitored one month after starting ROGAINE 
and at least every six months afterward. Discontinue ROGAINE if 
systemic effects occur. The alcohol base will burn and irritate the 
eye. If ROGAINE reaches sensitive surfaces (eg , eye, abraded 
skin and mucous membranes) bathe with copious cool water. 

Avoid inhaling the spray. 
Do not use in conjunction with other topical agents such as 

corticosteroids, retinoids and petrolatum or agents that enhance 
percutaneous absorption . ROGAINE is for topical use only. Each 
ml contains 20 mg minoxidil and accidental ingestion could cause 
adverse systemic effects . 

Decreased integrity of the epidermal barrier caused by inflam-
mation or disease of the skin, eg , excoriations, psoriasis or severe 
sunburn, may increase minoxidil absorption . 
Patient Information 
A patient information leaflet is included with each package and in 
the full product information. 
Drug Interactions 
No drug interactions are known. Theoretically, absorbed minoxidil 
may potentiate orthostatic hypotension in patients taking 
guanethidine. 
Carcinogenesis, Mutagenesis and Impairment of Fertility 
No carcinogenicity was found with topical application . There is a 
suggestion that oral administration may be associated with an 
increased incidence of malignant lymphomas in female mice and 
hepatic nodules in male mice. In rats, there was a dose dependent 
reduction in conception rate. 
Pregnancy Category C. ROGAINE should not be used by preg-
nant women. 
Labor and Delivery: The effects are not known. 
Nursing Mothers: ROGAINE should not be administered. 
Pediatric Use: Safety and effectiveness have not been established 
under age 18. 

ADVERSE REACTIONS 
ROGAINE has been used by 3510 patients in placebo controlled 
trials. Except for dermatologic events, which were more com-
mon in the minoxidil group, no individual reaction or body 
system grouping seemed to be increased in the minoxidil 
treated group. 

TOPICAL 
SOLUTION 

Medical Event Percent Occurrence By Body System In The 
Placebo Control Clinical Trials Involving Mlnoxidil Topical Solution 

-All Patients Enrolled 

Mlnoxidil Soln Placebo 
N= 3510 N= 2381 

(4-6 months) (4-6 months) 
# "lo # "lo 

BODY SYSTEM PATS. occ. PATS. DCC. 

RESPIRATORY 209 5.95 155 6.51 
(bronchitis, upper respiratory 
infection, sinusitis) 

DERMATOLOGICAL 185 5.27 82 3.44 
(irritant dermatitis, allergic 
contact dermatitis) 

GASTROINTESTINAL 120 3.42 117 4.91 
(diarrhea, nausea, vomiting) 

NEUROLOGY 90 2.56 71 2.98 
(headache, dizziness, 
faintness, lightheadedness) 

MUSCULOSKELETAL 76 2.17 43 1.81 
(fractures, back pain, tendinitis) 

CARDIOVASCULAR 45 1.28 28 1.18 
(edema. chest pain , blood 
pressure increases/decreases, 
palpitations, pulse rate 
increases/decreases) 

ALLERGY 36 1.03 15 0.63 
(non-specific allergic reactions. 
hives, allergic rhinitis , facial 
swelling, and sensitivity) 

SPECIAL SENSES 33 0.94 26 1.09 
(conjunctivitis, ear infections, 
vertigo) 

METABOLIC-NUTRITIONAL 21 0.60 19 0.80 
(edema, weight gain) 

URINARY TRACT 16 0.46 15 0.63 
(urinary tract infections 
renal calculi urethritis) 

GENITAL TRACT 16 0.46 10 0.42 
(prostatitis, epididymitis) 

PSYCHIATRIC 10 0.28 21 0.88 
(anxiety, depression, fatigue) 

HEMATOLOGY 8 0.23 6 0.25 
(lymphadenopathy, 
thrombocytopenia) 

ENDOCRINE 3 0.09 4 0.17 

Patients have been followed for up to 5 years and there has been 
no change in incidence or severity of reported reactions. 

Additional events reported in postmarketing clinical 
experience include: eczema, hypertrichosis, local erythema, 
pruritus, dry skin/scalp flaking, sexual dysfunction. visual 
disturbances including decreased visual acuity, exacerbation of 
hair loss, alopecia . 

DOSAGE AND ADMINISTRATION 
Hair and scalp should be dry before application . 1 ml should be 
applied to the total affected areas twice dai ly. Total daily dose 
should not exceed 2 mi. If the fingertips are used to facilitate drug 
application, wash the hands afterwards. 

HOW SUPPLIED 
60 ml bottle with multiple applicators NDC 0009-3367-05 
Caution: Federal law prohibits dispensing without a prescription. 

minoxidil2% 
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Perrault J , Fleming CR, and Dozois RR: Sur-
reptitious use of salicylates: A cause of chronic 
recurrent gastroduodenal ulcers. Mayo Clin 
Proc 1988;63:337-342. 

Effective diagnosis of 
pneumonia in the immuno-
compromised child 

Flexible fiber optic bronchoscopy 
with bronchoalveolar lavage serves 
an appropriate diagnostic modality 
for children with pneumonia. Of the 
seven children on whom this proce-
dure was performed, six definitive di-
agnoses were made that included 
Pneumocystis carinii, Candida albi-
cans, and cytomegalovirus. 

An indwelling endotracheal tube 
was employed in four patients requir-
ing mechanical ventilation during 
bronchoscopy. In three the procedure 
was performed transnasally. Car-
diorespiratory monitoring occurred 
in all patients. Likewise all were 
monitored noninvasively for oxyhe-
moglobin saturation. No complica-
tions were noted during all proce-
dures. 

Ideally, flexible fiber optic bron-
choscopy with bronchoalveolar la-
vage should be performed before res-
piratory failure occurs. 

The seven children on whom this 
procedure was performed were either 
chemotherapy recipients or undergo-
ing immunosuppressive therapy for 
transplantation or similar immunode-
ficiencies. 

Frankel LR, Smith DW, and Lewiston NJ: Bron-
choalveolar lavage for diagnosis of pneumonia 
in the immunocompromised child. Pediatrics 
1988;81:785-788. 

Heterosexual contact and 
IDV-related immunologic 
thrombocytopenic 
purpura 

A careful social-sexual history 
should be taken in patients with un-
explained thrombocytopenia . 

Four cases of HIV-related immu-
nologic thrombocytopenic purpura 
are reported here. All were spread 
through heterosexual contact. Trans-
mission was evenly divided via male 
and female . Two came in sexual con-
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tact with current or former drug abus-
ers; one with a blood transfusion re-
cipient; and one unexplained trans-
mission. All were HIV-seropositive 
and had platelet-associated lgG, 
C3C4, and IgM values considerably 
higher than found in classic cases of 
autoimmune thrombocytopenia. 

Karpatkin S, Nardi MA, and Hymes KB: Im-
munologic thrombocytopenic purpura after 
heterosexual transmission of human immu-
nodeficiency virus (HIV ). Ann Intern Med 
1988;109:190-193. 

Autism and hypoplastic 
cerebellar vermis 

Abnormally small cerebellar vermal 
lobules VI and VII were found in 
autistic patients who underwent mag-
netic resonance scanning. These 
were attributed to developmental hy-
poplasia. However, adjacent vermal 
lobules I to V, were normal in size. 

Eighteen autistic patients, who 
did not have other neurological or ge-
netic diseases or severe retardation, 
comprised the study group. Twelve 
normal subjects served as controls. 

The authors conclude that cerebel-
lar abnormality may not only di-
rectly affect cognitive ability, but be-
cause of its connections to the brain 
stem, hypothalamus, and thalamus, 
could indirectly affect autonomic, sen-
sory, and motor activities. Likewise, 
neural damage accompanying cere-
bellar abnormality may explain the 
etiology of autism. 

Courchesne E, Yeung-Courchesne R, Press GA, 
et a!: Hypoplasia of cerebellar vermal lobules 
VI and VII in auti sm. New Engl J Med 
1988;318: 1349-1354. 

Breast implants 
complicating 
mammography 

In a study of six women who received 
breast augmentations, an average of 
38.1% of glandular tissue was ob-
scured by the opaque implants when 
viewed by mammography. This 
threatens early accurate diagnosis of 
breast cancer. Until a superior de-
vice becomes available for use in 
these cases, all women, especially 
those with a familial history of 

breast cancer, should be discouraged 
from having breast augmentations. 

Mammography remains the most 
accurate diagnostic method for 
women without breast implants. 

HayesJr H, VandergriftJ, and Diner WC: Mam-
mography and breast implants. Plast Reconstr 
Surg 1988;82:1-6 

Determining respiratory 
muscle fatigue in acute 
respiratory failure patients 

Tracheal occlusion pressure P0.1 per-
mits accurate assessment of respira-
tory muscle fatigue in patients with 
acute respiratory failure who have 
chronic obstructive pulmonary dis-
ease.lfrespiratory muscle fatigue is 
diagnosed, weaning from mechani-
cal ventilation should not occur even 
if arterial blood gases and clinical 
status improve. 

All16 patients intubated for ven-
tilation included in this study exhib-
ited a marked increase in P0_1 dur-
ing the first day of acute ventilatory 
failure. This remained stable during 
weaning. However, before extuba-
tion, P0_1 decreased in 11 patients. 
The high-to-low diaphragm ratio rap-
idly fell during the first day of wean-
ing. 

The remaining patients exhibited 
little change from the onset of acute 
failure. Furthermore, the high-to-
low diaphragm ratio remained low. 
Thus, reintubation was necessary 
within two to six days for this group. 

Both groups showed substantial im-
provement in blood gases during 
room air breathing. 

Murciano D, Boczkowski J , Lecocguic Y, et al: 
Tracheal occlusion pressure: A simple index to 
monitor respiratory muscle fatigue during 
acute respiratory fai lure in pa ti ents with 
chronic obstructive pulmonary disease. Ann/ n-
tern Med 1988;108:800-805. 

Diabetics and acute 
cholecystitis 

Morbidity and infection-related com-
plications are higher for diabetics 
who underwent surgery for acute 
cholecystitis than nondiabetics. Yet, 
no differences were found in the 
length of hospital stay, seriousness 
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FAST IN®([£ 
(phenlermine HCL) 
30 mg cajJs ules 

Prefrrred by_jl_hysicians over 
other well-known anorectics. 1 

Brief Summary 
Indicated only for use as a shorHerm adjunct m the management of exoge-
nous obesity. 

INDICATION: fASTIN is mdicated m the management of exogenous obes1ty as a 
short-term (a lew weeks) adjunct in a regimen of weight reduction based on 
caloric restriction . The lim1ted usefulness of agents of this class (see ACTIONS) 
should be measured against possible risk factors mherent in their use such as 
those described below. 
CONTRAINDICATIONS: Advanced arteriosclerosis, symptomatic cardiovascular 
disease, moderate to severe hypertension. hyperthyroidism. known hypersensi-
tivity, or idiosyncrasy to the sympathomimetic a mines, glaucoma. 

Agitated stales. Patients with a history of drug abuse. During or wilhm 14 
days following the administration of monoamine oxidase inhtbitors (hyperten-
stve crisesmayresult). 
WARNINGS: Tolerance to the anorectiC effect usually develops within a few 
weeks. Whenthisoccurs,therecommendeddoseshouldnot be exceeded in an 
attempttoincreasetheeffect: rather, the drug should bed1scont10ued. 

FASTIN may impair the ab11ity of the pat1ent to engage 10 potentially 
hazardous activities such asoperatmg mach1neryor drivmg a motor vehicle: 
the patient shouldthereforebecaul ionedaccordingly. 
DRUG DEPENDENCE: FASTIN is related chemica lly and pharmacologically to 
the amphetamines. Amphetamines and related stimulant drugs have been 
extensively abused, and the poss1b1hly of abuse of FASTIN should be keptm 
mmd when evaluatmg the des1rability of mcluding a drug as part of a weight 
reduction program. Abuse of amphetamines and related drugs may be associ-
ated with intense psychological dependence and severe social dysfunction. 
There are reports of patients who have mcreased the dosage to many times 
that recommended . Abrupt cessation followmg prolonged htgh dosage admm-
istratlon results in extreme fatigue and mental depression: changes are also 
noted on the sleep EEG. Man1festat1ons of chronic intoxicallon w1th anorect1c 
drugs include severe dermatoses. marked insom ma, 1rritabil1ty, hyperact1v1ty, 
and personality changes. The most severe manifestation of ch ronic intoxlca-
tionsispsychoSIS,often clmicallyindlslmguishablefromschizophren la. 
Usage in Pregnancy: Safe use in pregnancy has not been establi shed. Use of 
FASTIN by women who are or who may become pregnant . and those in the first 
trimester of pregnancy, requires that the potent1al benefit be weighed against 
thepossiblehazardtomotherand mfant. 
Usage in Children: FASTIN is not recommended for use in children under 12 
years of age. 
Usage with Alcohol : Concomitant use of alcohol with FASTIN may result m an 
adverse drug interaction. 
PRECAUTIONS: Caution is to be exercised m prescrib1ng FASTIN lor patients 
w1th evenm1ldhyper tension. 

Insulin requirements 1n diabetes mellitus may be altered in association with 
the use of FASTIN and the concomitant dietary regimen. 

FASTIN may decrease the hypotensive effect of guanethidme. 
The least amount fea sible should be prescribed ord1 spensed at one time 10 

ordertominimizethepossibilityof overdosage. 
ADVERSE REACTIONS: Card iovascular: Palpitation. tachycardia . elevat ion of 
blood pressure. 
Central Nervous System: Overstimulat1on. restlessness. diZZiness. 1nsomn1a, 
euphona, dysphoria, tremor, headache: rarely psychotic episodes at recom · 
mended doses. 
Gastrointest inal: Dryness of the mouth, unpleasant ta ste. diarrhea. const ipa-
tion, other gastrointestinal drstu rbances. 
Allergic: Urt1car1a. 
Endocrine :lmpotence,char~gesinhbido. 
DOSAGE AND ADMINISTRATION: Exogenous Obesity: One capsule at approxi-
mately 2 hours after brea kfast for appet ite control. late evening medication 
shou ld be avo1ded because of the poss1bihtyof resu lt1ng msom ma. 

Admini stfat ion of one capsule (30 mg) daily has been found to be adequate 
10depress1onoflheappetitefortwelvetofourteenhours. 

FASTIN ts not recommended for use 10 children under 12 years of age. 
OVERDOSAGE: Manifestations of acute overdosage with phentermine include 
restlessness, tremor. hype~reflex1a , rapid respirat ion. confus1on, assaultive-
ness. hallucinations, panic states. Fatigue and depression usually follow the 
cen tral stimulat ton. CardtOYascu lar effects include arrhythmias. hypertension 
or hypotension, and circulatory collapse. Gastrointestinal symptoms include 
nausea. vomiting. drarrhea. and abdominal cramps. Fatal p01son10g usually 
terminatesinconvulsionsandcoma. 

Management of acute phentermme intoxication IS largely symptomatic and 
includes lavage and seda tmn wrth a barbiturate. Experience with hemodialysis 
or peritoneal dialysis 1s inadequate to permit cecommendations in this regard . 
Acidification of the urine mcreases phentermme excret1on. lnlravenous phen -
tolamine (REGI TINE) has been suggested for possible acute. severe hyperten -
SIOn , 1f th1s complicates phentermine overdosage. 
CAUTION: Federal law proh1b1ts drspens1ng without prescnpt10n. 
HOW SUPPLIED: Blue and clear capsules with blue and white beads contam-
mg 30 mg phen ter m1ne hydrochloride (equivalent to 24 mg phentermine). 
NOC 0019-1105-30 .. . ... ................... bottles of !DO 
NOC 0019-1105-39 ..... . ............. bollles of 450 
NOC 0019-1105-31 . . ............ pack of 30 

Beecham 
laboratories 

Bristol. Tennessee 37620 

of surgery, or pathological findings 
in both groups. 

Diabetics suffered more morbidity 
than controls -38.9% vs 20.8%. Like-
wise complications occurred more fre-
quently in the former than latter 
group-19.4% vs 6.9%. Just over 4% 
of the diabetics experienced mortal-
ity whereas no deaths occurred in 
the nondiabetics. 

These findings were the result of 
a prospective, case-control study of 
72 diabetics and 72 controls, 
matched for age, gender, and surgery 
date. They reiterate the importance 
of expeditious surgery in sympto-
matic persons. 

Hickman MS, Schwesinger WH, and Page CP: 
Acute cholecystitis in the diabet ic: A case-con-
trol study of outcome. Arch S urg 1988;123:409-
411. 

FDA's interpretation of 
aspirin as primary 
prevention of myocardial 
infarction 

Recent preliminary findings from 
the Physicians' Health Study indi-
cated a statistically significant reduc-
tion in fatal and nonfatal myocardial 
infarction in physicians receiving as-
pirin prophylactically. Before the 
Food and Drug Administration. 
(FDA) can establish guidelines for 
professional labelling of aspirins con-
cerning in this area, and before phy-
sicians can establish a rela ted th-
erapeutic course, several factors 
must be considered. 

Baseline risk of patients should be 
weighed-the decline in myocardial 
infarction compared to any increased 
risk in intracranial hemorrhage. The 
homogeneous participants in the 
aforementioned study are not repre-
sentative of the general population; 
therefore , applying these findings to 
the latter population is ill advised. 
Finally, if after considering these fac-
tors, aspirin therapy is pursued, it 
should be used in conjunction with 
proven risk factor management tech-
niques. These include smoking ces-
sation, lowering cholesterol levels, 
and reducing hypertension. 

Young FE, Night in15ale SL, and Thmple RA: 
The preliminary report of the findings of the 

aspirin component of the ongoing Physicians' 
Health Study. JAMA 1988;259:3158-3160. 

The connection between 
renal transplants and 
accelerated atherosclerosis 

Age, sex, diabetes, cigarette smok-
ing, hypertension, and higher-than-
normal serum cholesterol levels are 
known risk factors independently as-
sociated with atherosclerosis follow-
ing renal transplantation. A greater 
incidence of rejection, which required 
higher doses of corticosteroids, also 
affected the onset of atherosclerosis. 
Older men , in particular, were at 
greatest risk for this cardiovascular 
complication. 

During a ten-year period, 403 kid-
ney transplant patients ( 464 renal 
transplants) were studied. Some pa-
ti~nts (15.8%) with no clinical evi-
dence of vascular disease prior to 
transplantation developed atheroscle-
rotic complications nearly four years 
later. 

Early management of risk factors, 
including improved immunosuppres-
sion, should decrease the incidence 
of atherosclerosis in renal transplant 
recipients. 

Kasiske BL: Risk factors for accelerated ath-
erosclerosis in renal transplant recipients. A m 
J Med 1988;84:985-992. 

Relationship between 
breast cancer and indoor 
exposure to smoke 

Indoor tobacco smoke pollution may 
account for the high incidence of 
breast cancer in some women. Re-
searchers noted a relationship after 
examining US and foreign lung and 
breast cancer statistics for the past 
30 years. 

Female breast cancer rates gener-
ally corresponded with a high mor-
tality for male lung cancer. While 
age-adjusted breast cancer rates in-
creased by almost 50% during 1950-
1975 in the United States, cigarette 
consumption rose nearly three-fold 
during 1927-1952. Similar trends 
were found in England, Scotland, 
and the Netherlands where male 
lung cancer mortality was high 
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Added control and convenience 
• • . without added side effects 
in a majority of patients ... regardless 
of age, race, sex, and prior therapy. 1 

Each tablet conta1ns: 

T€1o10P.M1He(atenolol) 50mgor 100mg 
and chlorthahdone 25 mg 

Please consult complete product information before prescribing. 
A summary follows : 

TENORETIC (atenolol and chlorthahdone) is for the treatment of hypertension. It combines the 
antihypertensive activ1ty of two agents: a beta 1-select1ve (card1oselechve) hydrophilic blocking agent 
(atenotot. TENORMIN®) and a monosutfonamyt diuretic (chlorthahdone). . 

InactiVe Ingredients: magnesium stearate. microcrystalhne cellulose, pov1done, sod1um starch 
glycolate. 
INDICATIONS AND USAGE: TENORETIC IS 1nd1cated lor the treatment of hypertension. ThiS fixed-
dose combination drug is not indicated for init1altherapy of hypertensiOn. If the fixed-dose 
combination represents the dose appropriate to the 1ndiv1dual patient's needs, it may be more 
convenient than the separate components. 
CONTRAINDICATIONS: TENORETIC is contraindicated in patients with : s1nus bradycardia. heart 
block greater than frrst degree, cardiogenic shock, overt cardiac failure (see WARNINGS}, anuria, 
hypersensrtivrty to this product or to sulfonamide-derived drugs. 
WARNINGS: Cardiac Failure: Sympathetic stimulation is necessary in supportrng circulatory 
function in congestive heart failure , and beta blockade carries the poten_t ial hazard of further 
depressing myocardial contractility and precipitating more severe failure . In hypertensive patients who 
have congestrve heart failure controlled by digitalis and diuretics, TENORETIC should be 
administered cautiously Both digitalis and atenolol siO'N AV conduction. 

In Patients Without a History of Cardiac Failure: Continued depresSIOn of the myocardium with 
beta-blockrng agents over a period of time can. in some cases, lead to cardiac farlure . At the f~rst sign 
or symptom of rmpendrng cardiac failure. patients recerving TENORETIC should be digitalized and/or 
be grven addrtronal druretic therapy. Observe the patient closely. If cardiac failure continues despite 
adequate dig1tahzat1on and druretic therapy, TENORETIC therapy should be withdrawn 

Renal and Hepatic Disease and Electrolyte Disturbances: Since atenolol is excreted vra tre 
krdneys, TENORETIC should be used with caution in patients with rmpaired renal function 

In patients with renal disease, thiazides may precipitate azotemia Since cumulative effects may 
develop 1n the presence of impaired renal function . if progressive renal rmparrment becomes evrdent, 
TENORETIC should be discontinued. 

In patients with impaired hepatic function or progressive liver d1sease, minor alteratrons rn llurd and 
electrolyte balance may precipitate hepatic coma. TENORETIC should be used wrth cautron in these 
patients. 

Ischemic Heart Disease: Although not yet reported w1th atenolol following abrupt cessation of 
therapy with certain beta-blocking agents in patients wrth coronary artery disease. exacerbations of 
angina pectoris and. rn some cases. myocardial infarctron have been reported. Therefore. such 
patients should be cautioned against interruption of therapy without the physician's advice. Even in 
the absence of overt angina pectoris, when discontinuation of TENORETIC is planned, the patient 
should be carefully observed and should be advised to lim1t physical activity to a minimum. 
TENORETIC should be reinstated if withdrawal symptoms occur. 

Bronchospastlc Diseases: PATIENTS WITH BRONCHOSPASTIC DISEASE SHOULD, IN 
GENERAL, NOT RECEIVE BETA BLOCKERS. Because allis relative beta1-seleclivlty, however, 
TENORETIC may be used with caution In patients with bronchospastlc disease who do not 
respond to, or cannot tolerate, other antihypertensive treatment. Since be~rselectivlty Is not 
absolute, the lowest possible dose of TENORETIC should be used and a beta2-stimulatlng 
agent (bronchodilator) should be made available. If dosage must be increased, dividing the 
dose should be considered In order to achieve lower peak blood levels. 

Anesthesia and Major Surgery: As w1th all beta-receptor blocking drugs. it may be decided to 
withdraw TENORETIC before surgery. In this case. 48 hours should be aiiO'Ned to elapse between the 
last dose and anesthesia. If treatment is continued. care should be taken when using anesthetic 
agents because of the risk of further depression of the myocard1um 

Beta blockers are competitive inhibitors of beta-receptor agonists and !herr effects on the heart can 
be reversed by admm1stratron of such agents; eg, dobutamine or Isoproterenol with caution (see 
section on OVERDOSAGE}. Manifestalions of excessive vagal tone (eg, profound bradycardia. 
hypotension) may be corrected with atropine (1 -2 mg IV). 

Metabolic and Endocrine Effects: TENORETIC may be used wrth cautron in drabetic patients 
Beta blockers may mask tachycardia occurnng wrth hypoglycemra. but other manifestations such as 
dizziness and sweating may not be signil!cantly affected. Atenolol does not potentiate insulin-induced 
hypoglycemia and , unlike nonselective beta blockers, does not delay recovery of blood glucose to 
normal levels 

Insulin requ1rements rn diabetic pat1ents may be increased, decreased, or unchanged ; latent 
drabetes melhtus may become manifest during chtorthalidone administration 

Beta-adrenergic blockade may mask certain chnical signs (eg, tachycardra) of hyperthyrord1sm 
Abrupt wrthdrawal of bela blockade might precipitate a thyro1d storm, therefore, patrents suspected of 
developing thyrotOXICOsis and from whom TENORETIC therapy is to be withdrawn should be 
monitored closely 

Because calcium excretion is decreased by th1az1des, TENORETIC should be discontinued before 
carrying out tests for parathyroid function . Patholog1c changes 1n the parathyrord glands, w1th 
hypercalcemia and hypophosphatemia, have been observed 1n a few patients on prolonged thrazide 
therapy; hooever, the common complicatiOns of hyperparathyro1drsm such as renal lithiasis. bone 
resorpt1on. and peptiC utcer3tlon have not been seen 

Hyperurrcemra may occur or acute gout may be precrprtated 10 certarn patients receiving th1az1de 
therapy. 
PRECAUTIONS, Generai-Eiectroly1e and Fluid Balance Status: Periodic determinatron of serum 
electrolytes to detect poss1ble electrolyte rmbalance should be performed at appropnate intervals 

Patients should be observed for c t1nical s1gns of fluid or electrolyte 1m balance; ie, hyponatremia. 
hypochloremic alkalos1s, and hypokalemia Serum and unne electrolyte determrnatrons are 
particularly important when the patient rs vomiting excessively or recerv1ng parenteralllurds. Warnmg 
signs or symptoms of fluid and electrolyte imbalance include dryness of the mouth. thirst. weakness, 
lethargy, drowsiness. restlessness , muscle pa1ns or cramps. muscular fatigue . hypotension. oliguria. 
tachycardia . and gastrointestinal disturbances such as nausea and vomrting. 

Hypokalemia may develop, espec1ally w1th brrsk druresrs. when severe Cirrhosis IS present. or durrng 
concom1tant use of cortrcostero1ds or·ACTH. 

Interference w1th adequate oral electrolyte 1ntake will also contnbute to hypokalemra Hypokalemra 
can sensrt1ze or exaggerate the response of the heart to the tox1c effects of dtgita lis (eg . increased 
ventncular rrntab11Jty) Hypokalemia may be avo1ded or treated by use of potassium supplements or 
foods w1th a h1gh potassium content 

Any chlonde deflc1t dunng thrazide therapy is generally mrld and usually does not requtre spec1frc 
treatment except under extraordrnary c ircumstances (as tn hver d1sease or renal disease). Dilut10nal 
hyponatremia may occur in edematous pat1ents rn hot weather, appropnate therapy is water restnchon 
rather than administration of salt except in rare 1nstances when the hyponatremia 1s life-threatenrng. In 
actual salt deplet1on. appropnate replacement 1s the therapy of chorce 

Drug Interactions : TENORETIC may potentiate the action of other antihypertensive agents used 
concomitantly Patrents treated with TENORETIC plus a catecholamtne depletor (eg. reserprne) should 
be closely observed for evidence of hypotension and/or marked bradycardia wh1ch may produce 
vertrgo, syncope, or postural hypotension. 

Thrazrdes may decrease arterral re~pons1veness to norepmephnne ThiS diminution is not suffrcient 
to preclude the therapeutic effectrveness of noreptnephnne. Thiazides may increase the 
respons1veness to tubocurarrne 

Lith rum generally should not be given wrth diuretiCS because they reduce its renal clearance and 
add a high risk of lithium toxicity. Read circulars for lithium preparations before use of such 
preparations with TENORETIC . 

Should it be decided to discontinue therapy in patients receiving TENORETIC and ctonidine 
concurrently, the TENORETIC should be discontinued several days before the gradual withdrawal c 
clonidine. 

Other Precautions: In patients receiv1ng thiaz1des. sensrt1v1ty reactions may occur With or wrthOl 
history of allergy or bronchial asthma. The possible exacerbation or activation of systemic lupus 
erythematosus has been reported. The antihypertensrve effects of thiazides may be enhanced rn t~ 
postsympathectomy patient . 

Carcinogenesis, Mutagenesis, Impairment of Fertility : Two long-term (maximum dos1ng dural 
of 18 or 24 months) rat studies and one long-term (maximum dos1ng duration of 18 months) mouse 
study w1th atenolol , each employing dose levels as high as 300 mg/kg/day or 150 times the maximL 
recommended human dose. did not indicate a carcinogenic potential in rodents. 

Atenolol was negative in the mouse dominant lethal test. the Chinese hamster in vivo cytogenetic 
test and the Salmonella typhimurium back mutation test (Ames test}, with or without metabolic 
activation. 

Fertility of male or female rats (evaluated at dose levels as high as 200 mg/kg/day or 100 times th 
maxrmum recommended human dose) was unaffected by atenolol administration. 

Use In Pregnancy: Pregnancy Category C TENORETIC (atenolol and chlorthalidone) was studu 
for teratogenic potential in the rat and rabbit. Doses of 10. 100 and 300 mg/kg /day were adminrsten 
orally to pregnant rats, with no teratologic effects observed . Two studies were conducted 1n rabbits 
the first study, pregnant rabbrts were dosed w1th 10, 100 or 200 mg/kg /day. No teratologic changes 
were noted; embryonic resorptions were observed at all dose levels (ranging from approxtmatety 5 
times to 100 hmes the maximum recommended human dose). In a second rabbit study. dosages w1 
5. 10 and 25 mg/kg/day. No teratogenrc or embryotox1c effects were demonstrated. It is concluded 
that the no-effect level for embryonic resorptrons rs 25 mg/kg/day (approximately 12.5 times the 
maximum recommended human dose} or greater TENORETIC should be used during pregnancy 
only tf the potenltal benefit justilres the potenttal risk to the fetus 

Atenoloi- Atenolol has been shown to produce a dose-related increase in embryo/fetal resorplrc 
.n rats at doses equal to or greater than 50 mg/kg or 25 or more times the maximum recommended 
human dose. Although similar effects were not seen in rabbits. the compound was not evaluated in 
rabbits at doses above 25 mg/kg or 12.5 t1mes the max1mum recommended human dose. There ar( 
no adequate and well-controlled studies in pregnant women. 

Chlorthalidone Thiazides cross the placental barrier and appear 1n cord blood. The use of 
chlorthalidone and related drugs in pregnant women requrres that the antrcipated benelrls of the dr 
be weighed agarnst possible hazards to the fetus. These hazards include fetal or neonatal jaundice 
thrombocytopenra, and possibly other adverse reactions which have occurred in the adult 

Nursing Mothers: It is not established to what extent this drug rs excreted in human milk. Since 
most drugs are excreted in human milk, nursing should not be undertaken by mothers receiving 
TENORETIC. 

Pediatric Use: Safety and effectiveness tn children have not been established. 
ADVERSE REACTIONS: TENORETIC is usually wet I tolerated in properly selected pat1ents. Most 
adverse effects have been mild and transient. The adverse effects observed for TENORETIC are 
essentially the same as those seen with the individual components. 
Atenolol : The frequency estimates that follow derrve from controlled studres in whrch adverse 
reactions were either volunteered by the pat rent (US stud res) or elicited, eg, by checklist (fore1gn 
studies} The reported frequency of ehcited adverse effects was higher for both atenolol and place~ 
treated patrents than when these reactions were volunteered. Where frequency of adverse effects fc 
atenolol and placebo is similar. causal relationship to atenolol is uncertain 

The data present these estimates in terms of percentages. frrst from the US studies (volunteered 
s1de effects) and then from both US and foreign stud res (volunteered and elicrted side effects}: 

US STUDIES(% ATENOLOL·% PLACEBO): 
CARDIOVASCULAR: bradycardia (3%-0%), cold extremities (0%-0.5%). postural hypotens1on 

(2%-1%), leg pain (0%-0.5%) 
CENTRAL NERVOUS SYSTEM/NEUROMUSCULAR: diZZiness (4%- t%), vertigo (2%-0.5%). fig hi 

headedness (t%-0%), tiredness (0.6%-0 5%), fatigue (3%-t%),1ethargy (1%-0%). drows1ness 
(0.6%-0%), depression (0.6%-0.5%). dream1ng (0%-0%) 

GASTROINTESTINAL: diarrhea (2%-0%), nausea (4%- t%) 
RESPIRATORY (See WARNINGS): wheez1ness (0%-0%), dyspnea (0.6%-1%) 
TOTALS US AND FOREIGN STUDIES: 
CARDIOVASCULAR: bradycardia (3%-0%), cold extremities (12%-5%). postural hypotension 

(4%-5%), leg pain (3%-1%) 
CENTRAL NERVOUS SYSTEM/NEUROMUSCULAR: dizziness (13%-6%), vertigo (2%-0 2%), hgf 

headed ness (3%-0.7%). tiredness (26%-13%), fatigue (6%-5%), lethargy (3%-0.7%), drowsiness 
(2%-0.5%), depression (12%-9%), dreaming (3%-1%) 

GASTROINTESTINAL: diarrhea (3%-2%), nausea (3%-1%) 
RESPIRATORY (see WARNINGS): wheeziness (3%-3%). dyspnea (6%-4%) 
MISCELLANEOUS: There have been reports of sk1n rashes and/or dry eyes associated w1th the u 

of beta-adrenergic blocking drugs The reported 1nc1dence rs small and , in most cases. the sympto 
have cleared when treatment was wtthdrawn Drsconhnuance of the drug should be considered 1f a 
such reaction IS not otherwise explicable Patients should be closely monitored foiiO'Nrng cessation 
therapy. 
Chlorthalldone: Cardrovascular: orthostatic hypotensron; GastrointestinaL anorexia. gastnc irritall\ 
vom1t1ng. cramp1ng. constipation, jaundice (intrahepatic cholestatic jaundice}, pancreatitis ; CNS: 
vertrgo. paresthesias, xanthopsia ; Hematologic: leukopenia. agranulocytosis. thrombocytopenia, 
aplastrc anemia: Hypersensr!ivity: purpura. photosensitivity. rash, urticaria, necro~izrng angiitis 
(vasculitiS, cutaneous vasculitis), Lyell's syndrome (toxic epidermal necrolysis}; Mrscellaneous: 
hyperglycemia, glycosuria, hyperuricemia, muscle spasm. weakness. restlessness. Clinrcar tnals o 
TENORETIC conducted in the United States (69 patients treated w1th TENORETIC) revealed no nev 
unexpected adverse effects. 

Potential Adverse Effects: In addition, a vanety of adverse effects not observed in clinical trials 
with atenolol but reported with other beta-adrenergic blocking agents. should be considered poterr 
adverse effects of atenolol. Nervous System: reversible mental depression progressing to catatonra 
hallucrnations; an acute revers1ble syndrome charactenzed by dtsorientation for time and place, 
short-term memory loss, emohonat lab1lrty, slrghtly clouded sensonum, decreased performance on 
neuropsychometrrcs; Cardiovascular. intensrfrcat1on of AV block (see CONTAAINDICATIONS); 
Gastro1ntest1nal; mesenteric arterial thrombosis, ischemic col1tis; Hematologic: agranulocytosrs. 
nonthrombocytopenic purpura, thrombocytopenic purpura. Allerg1c: erythematous rash , fever 
combmed w1th achmg and sore throat. laryngospasm and respiratory d1stress; Miscellaneous. 
reversrble alopecia. Peyronie's disease 

There have been reports of a syndrome comprising psoriasiform skrn rash. conjunc1tv1t1s s1cca. 
ohtrs. and scleros1ng serositis attributed to the beta·adrenerg1c receptor block1ng agent. practolol 
This syndrome has not been reported with TENORETIC or TENOR MIN (atenolol). 

Clinical Laboratory Test Findings: Chnrcally rmportant changes rn standard laboratory 
parameters were rarely associated w1th the adm1nrstratron of TENORE TIC. The changes m laborato 
parameters were not progress1ve and usually were not assoc1ated wrth clinical manirestatrons The 
most common changes were increases 1n unc ac1d and decreases in serum potassium 
DOSAGE AND ADMINISTRATION: fn1t1al dose should be one TENORETIC 50 tablet once a day If 
optimal response rs not achteved. the dosage should be increased to one TENORETIC 100 tablet 
once a day. Package insert should be consulted for dosage adjustments in cases of severe 
rmpairment of renal function . 
HOW SUPPLIED: TENORETIC 50 Tablets (atenolol50 mg and chlorthalidone 25 mg), NDC 0310-011 
(wh1te. round. btconvex. uncoated tablets with ICI on one s1de and 115 on the other side, b1sected) 
supplied in bottles of tOO tablets. 

TENORETIC tOO Tablets (atenolol100 mg and chlorthahdone 25 mg), NDC 0310-0117 (while , rou 
b1convex, unc.n::~ted tablets with ICI on one s1de and 117 on the other Side) are supplred 1n bottles ol 
!()()tablets. 

Protect from heat. light. and mo1sture . Drspense 1n we ll-closed, hght-res1stant container 

N121 

Reference: 1. TENORE TIC Evaluation Program. an open 28-day study ol26,692 hypertens1ve 
pattents conducted by more than 7.000 physicrans (data on frle, ICI Pharma, Wilmington. Delaware 
phys1c1ans were requested to enter those pat1ents needrng more control than provided by 
monotherapy 
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along with breast cancer rates in 
women. This correlation occurred de-
spite the fact that women in these 
countries comprise a small percent-
age of smokers. 

The author concludes that invol-
untary early exposure to tobacco 
smoke correlates with the diagnosis 
of breast cancer two decades there-
after. Consequently, we need to mod-
ify smoking policies, even those lim-
ited to designated areas, throughout 
society. 

Horton AW: Indoor tobacco smoke pollution: A 
major risk factor for both breast and lung can-
cer? Cancer 1988;1:6-14. 

United States and United 
Kingdom (UK) attitudes 
concerning diagnosis and 
treatment of coronary 
disease 

United States physicians find coro-
nary angiography and coronary ar-
tery bypass graft operations appro-
priate diagnostic and treatment meth-
ods more frequently than their UK 
counterparts. 

In two separate groups of patients 
who underwent angiography be-
tween 1979-1981, US physicians 
rated the procedures inappropriate 
17% and 27% of the time compared 
to UK ratings of 42% and 60%. Coro-
nary artery bypass grafts were found 
inappropriate only 13% of the time 
by the US panel. The UK physicians 
rated this procedure inappropriate 
35% of the time. 

Indications for these procedures 
were presented in specific clinical situ-
ations. Appropriateness for each in-
dication was rated on a scale from 
1 to 9. US physicians were more 
likely to reach a consensus among 
themselves than were UK panelists. 

Assuming that the rate of coro-
nary artery disease is relatively the 
same in both countries , it would 
seem that 130 bypass operations per 
million patients were performed un-
necessarily, even by US standards. 
The authors acknowledge the need 
to refine the methodology and apply 
it to current procedures. 

Brook RH, Park RE, Kosecoff JB, et a! : Diag-
nosis and t reatment of coronary disease: Com-
parison of doctors' attitudes in the USA and 
the UK. Lancet 1988;1:750-753. 

Medi-notes 

Postoperative deep vein 
thrombosis and 
prophylactics 

In order to prevent postoperative 
deep vein thrombosis, prophylactic 
measures should continue after dis-
charge from the hospital. 

Fifty-seven patients with a mean 
age of 62.7 years were studied. Of 
those, 52 received prophylactic treat-
ment in the hospital that included 
the wearing of graduated elastic com-
pression stockings, low doses of hepa-
rin, intermittent pneumatic impres-
sion, or a combination ofthe first two 
methods. 

Deep vein thrombosis was diag-
nosed in six patients prior to dis-
charge, four of whom received no pre-
ventive measures. Prophylactic treat-
ment was discontinued in 50 pa-
tients who showed no evidence of 
deep vein thrombosis before dis-
charge. 

Follow up continued once patients 
were at home. Thirteen of the 51 pa-
tients who showed no signs of deep 
vein thrombosis in the hospital de-
veloped this complication during a 
six-week period. 

Based on this study, the incidence 
of deep vein thrombosis after dis-
charge appears higher than orig-
inally thought. 

Scurr JH, Coleridge-Smith PO, and Hasty JH: 
Deep venous thrombosis: A continuing problem. 
Br Med J 1988;297:28. 

Modifying risk factors 
after myocardial infarction 

Preventing a second myocardial in-
farction depends in large part on re-
ducing blood cholesterol levels, main-
taining stable blood pressure, quit-
ting cigarette smoking, and reduc-
ing weight through diet and exer-
cise. 

Reducing cholesterol levels is par-
ticularly important in patients 
whose first myocardial infarction oc-
curred before age 50. Diastolic blood 
pressure levels consistently higher 
than 95 mm Hg should be treated 
with beta blockers. Smoking cessa-
tion may prevent angina pectoris, con-
gestive heart failure , and intermit-
tent claudication, not to mention em-
physema and cancer. Weight reduc-

tion that includes a diet low in satu-
rated fats , reduced caloric intake, 
and an increase in moderate physi-
cal activity all reduce the incidence 
of a second heart attack. 

Patients who already have had 
one myocardial infarction prove 
more than cooperative in following 
such a program. 

Siegel D, Grady D, Browner WS, et a l: Risk 
factor modification after myocardia l infarction. 
Ann Intern Med 1988;109:213-218. 

Aspirin and dipyridamole 
for short-term prevention 
of restenosis after PCTA 

Aspirin and dipyridamole given be-
fore and after percutaneous translu-
minal coronary angioplasty (PTCA) 
markedly reduced the incidence of 
transmural myocardial infarction dur-
ing or soon after this procedure. How-
ever, no long-term reduction in 
restenosis rates occurred with this 
regimen. 

This randomized, double-blind, pla-
cebo-controlled study included 376 pa-
tients. Those in the active treatment 
group received oral aspirin-dipyrida-
mole (330 mg-75 mg) three times a 
day . This combined therapy was ad-
ministered 24 hours prior to PTCA. 
An intravenous dosage oflO mg dipy-
ridamole was administered eight 
hours before PTCA for 24 hours. Dur-
ing this time oral aspirin was con-
tinued. 

Treatment continued until follow-
up angiography was performed four 
to seven months later, unless symp-
toms dictated earlier angiography. 
During follow up, 37.7% of patients 
had restenosis in at least one seg-
ment while 38.6% of placebo patients 
exhibited similar findings . 

Schwartz L, Bourassa MG, Lesperance J, et al : 
Aspirin and dipyridamole in the prevention of 
restenosis after percutaneous transluminal coro-
nary angiopl asty . New Engl J Med 
1988;318:1714-1719. 

Diagnosing pulmonary 
embolism in patients with 
pleuritic chest pain 

Pulmonary angiography and lung 
scanning provide a higher percent-
age of sensitivity and specificity 
than predetermined clinical vari-
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Dermatologic: itching (pruritus),* skin eruptioos~ ecchymoses~ sweating, pur· 
pura. Special Senses: tinnitus~ hearing disturbances, visual disturbances. Car-
diovascular: edema; dyspnea~ palpitations. General: thirst. *Incidence of 
reported reaction 3%-9%. Where unmarked, incidence less than 3%. Inci-
dence Less Than 1%, Probable Causal Relationship, Gl, abnormal liver function 
tests, colitis, Gl bleeding and/or perforation, hematemesis. jaundice, melena, 
peptic ulceration with bleeding and/or perforation, vomiting. Renal: glomerular 
nephritis, hematuria, interstitial nephritis, nephrotic syndrome, renal disease. 
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ables for pulmonary embolism. Like-
wise, ventilation imaging and imped-
ance plethysmography employed 
with perfusion scanning substan-
tially reduce the number of patients 
that need angiography-43% to 
26%-without significantly compro-
mising accuracy. 

These findings, based on a prospec-
tive study of 173 consecutive pa-
tients who came to the emergency 
room of an Ontario hospital complain-
ing of pleuritic chest pain, confirm 
earlier studies. 

Hull RD, Raskob GE, Carter CJ, et al: Pulmo-
nary embolism in outpatients with pleuritic 
chest pain. Arch Intern Med 1988;148:838-844. 

Post stroke management 

Managing high-risk patients before 
stroke occurs and recognizing and 
treating complications during the 
three weeks following an initial 
stroke help reduce short-term mor-
tality. 

Long-term recovery depends on sev-
eral factors, including concomitant 
morbidities such as cardiovascular 
disease, arthritis, and other neurolo-

gic conditions. Likewise, emotional 
problems, particularly depression, 
must be treated. This article pro-
vides a concise update on stroke. 

Grotta JC: Post-stroke management concerns 
and outcomes. Geriatrics 1988;43:40-46. 

Complex carbohydrate 
intolerance in infants with 
protracted diarrhea 

Complex carbohydrate intolerance 
should be suspected in all infants 
with protracted diarrhea when accom-
panied by persistent carbohydrate in-
tolerance. 

In the three cases reported here, 
nosocomial gastroenteritis compli-
cated the initial carbohydrate absorp-
tion disorder. Protracted diarrhea, vil-
lus atrophy on intestinal biopsy tis-
sue, and malnutrition necessitating 
alimentation were present. Primary 
carbohydrate intolerance was diag-
nosed after 2 to 12 weeks. Once 
placed on a carbohydrate-free diet, 
all three infants recovered. 

Lloyd-Still JD, Listernick R, and Buentello G: 
Complex carbohydrate intolerance: Diagnostic 
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