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A person using additional hypertensive medi

cations had 2.74 more visits (P<0.05) than those 
using HCT alone. Although not statistically signif
icant, higher provider continuity was associated 
with higher ambulatory care utilization. Patients 
having no continuity of provider experienced 1.19 
fewer visits during the prior year as compared with 
those with total provider continuity. There was a 
significant association (P<0.05) between SECON 
and the number of abnormal blood pressure deter
minations. A person with no continuity had an 
average of 3.02 more abnormal blood pressure 
readings than a person with total continuity.

Comment
Results of this study indicate that the number of 

ambulatory care visits is increased with use of 
second-step antihypertensive agents. This in
crease is perhaps a result of further monitoring by 
physicians as the risk of side effects, the number 
of medical problems, and the difficulty of control 
are increased in these patients.

When age, sex, race, payment status, and the 
presence of other medical problems were con
trolled for, increased provider continuity was also 
found to be associated with a decreased number of 
abnormal blood pressure readings. In this study 
a difference of three abnormal readings during a 
12-month period would have been predicted for 
those receiving total provider continuity compared 
with those receiving no continuity. In this and

other studies, it cannot be determined which came 
first, the increased compliance (self-selection bias) 
01 the continuity relationship (true cause and ef
fect). In addition, there may be other demographic 
characteristics that are associated with better 
hypertension control (eg, education).

A prospective study in which patients are ran
domly assigned to groups receiving high and low 
provider continuity would be a fruitful area for 
further research into the relationship between 
continuity and outcome of care.
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Of the 100 species of herpes simplex virus, five 
are known to cause disease in humans: varicella
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zoster, Epstein-Barr virus, cytomegalovirus, and 
herpes simplex virus types 1 and 2. The latter two 
have been associated with acute gingivostomati
tis,1 keratoconjunctivitis,2 encephalitis, neonatal 
infections, and cutaneous eruptions including gen
ital herpes.3 Herpetic nail-bed infections (whitlow) 
represent an often misdiagnosed manifestation of 
herpes simplex virus that must oe differentiated
Continued on page 800
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HERPETIC WHITLOW

ALDOMET®
(M E T H Y LD O P A |M S D )

Tablets, containing 125, 250, or 500 mg methyldopa; Oral Suspension, containing 250 mg 
methyldopa per 5 ml and alcohol 1%,
Contraindications: Active hepatic disease, such as acute hepatitis and active cirrhosis; if 
previous methyldopa therapy has been associated with liver disorders (see Warnings); hypersensi
tivity.
Warnings: It is important to recognize that a positive Coombs test, hemolytic anemia, 
and liver disorders may occur with methyldopa therapy. The rare occurrences of 
hemolytic anemia or liver disorders could lead to potentially fatal complications 
unless properly recognized and managed. Read this section carefully to understand 
these reactions. With prolonged methyldopa therapy. 10% to 20% of patients develop a positive 
direct Coombs test, usually between 6 and 12 months of therapy Lowest incidence isat daily dosage 
of 1 g or less. Thison rare occasions may be associated with hemolytic anemia, which could lead to 
potentially fatal complications. One cannot predict which patients with a positive direct Coombs test 
may develop hemolytic anemia. Prior existence or development ot a positive direct Coombs test is 
not in itsell a contraindication to use of methyldopa. II a positive Coombs test develops during 
methyldopa therapy, determine whether hemolytic anemia exists and whether the positive Coombs 
lest may be a problem. For example, in addition to a positive direct Coombs test there is less often a 
positive indirect Coombs test which may interfere with cross matching ol blood. At the start oi 
methyldopa therapy, it is desirable to do a blood count (hematocrit, hemoglobin, or red cell count) 
lor a baseline or to establish whether there is anemia. Periodic blood counts should be done during 
therapy to detect hemolytic anemia. It may be useful to do a direct Coombs test before therapy and a! 
6 and 12 months after the start of therapy. If Coombs-positive hemolytic anemia occurs, the cause 
may be methyldopa and the drug should be discontinued. Usually theanemia remits promptly. If not, 
corticosteroids may be given and other causes of anemia should be considered. II the hemolytic 
anemia is related to methyldopa, the drug should not be reinslituled. When methyldopa causes 
Coombs positivity alone or with hemolytic anemia, the red cell is usually coaled with gamma 
globulin ol Ihe IgG (gamma G) class only. The positive Coombs test may not revert to normal until 
weeks to months alter methyldopa is stopped.
Should the need for transfusion arise in a patient receiving methyldopa, both a direct and an indirect 
Coombs lest should be performed on his blood. In theabsence of hemolytic anemia, usually only the 
direct Coombs lest will be positive A positive direct Coombs test alone will not interfere with typing 
or cross matching. If the indirect Coombs test is also positive, problems may arise in the major cross 
match and Ihe assistance of a hematologist or transfusion expert will be needed.
Fever has occurred within first3 weeks of therapy, occasionally with eosinophilia or abnormalities in 
liver function tests, such as serum alkaline phosphatase, serum transaminases (SGOT, SGPT), 
bilirubin, cephalin cholesterol flocculation, prothrombin lime, and bromsulphalein retention. 
Jaundice, with or without lever, may occur, with onset usually in Ihe first 2 to 3 months of therapy, In 
some patients the findings are consistent with those ol cholestasis. Rarely fatal hepatic necrosis has 
been reported. These hepatic changes may represent hypersensitivity reactions; periodic 
determination of hepatic function should be done particularly during the first 6 to 12 weeks ot 
therapy or whenever an unexplained fever occurs. If fever, abnormalities in liver function tests or 
jaundice appear, slop therapy with methyldopa. If caused by methyldopa, the temperature and 
abnormalities in liver function characteristically have reverted to normal when the drug was 
discontinued. Methyldopa should not be reinstituted in such patients. Rarely, a reversible reduction 
of the white blood cell count with primary effect on granulocytes has been seen. Reversible 
thrombocytopenia has occurred rarely. When used with other anlihypertensive drugs, potentiation oi 
antihypertensive elfecl may occur. Patients should be followed carefully to detect side reaclions or 
unusual manifestations of drug idiosyncrasy.
Pregnancy and Nursing: Use of any drug in women who are or may become pregnant or intend to 
nurse requires that anticipated benefits be weighed against possible risks; possibility of fetal injury 
or injury to a nursing infant cannot beexcluded. Methyldopa crosses the placental barrier, appears in 
cord blood, and appears in breast milk.
Precautions: Should be used with caution in patients with history ol previous liver disease or 
dysfunction (see Warnings). May interfere with measurement of; urinary uric acid by Ihe phospho- 
tungslate method, serum creatinine by the alkaline picrale method, and SGOT by colorimetric 
methods. Since methyldopa causes tluorescence in urine samples at the same wavelengths as cate
cholamines, falsely high levels of urinary catecholamines may be reported. This w ill interfere with 
Ihe diagnosis of pheochromocyloma. It is important to recognize this phenomenon before a patient 
with a possible pheochromocyloma is subjected to surgery. Methyldopa is not recommended (or 
patients with pheochromocyloma. Urine exposed to air alter voiding may darken because of 
breakdown of methyldopa or its metabolites.
Stop drug il involuntary choreoathetotic movements occur in patients with severe bilateral 
cerebrovascular disease Patients may require reduced doses of anesthetics; hypotension occurring 
during anesthesia usually can be controlled with vasopressors. Hypertension has recurred after 
dialysis in patients on methyldopa because the drug is removed by this procedure.
Adverse Reactions: Nervous Syslem/Psychiatric: Sedation, headache, asthenia or weakness, 
usually early and transienl; dizziness, lightheaded ness, symptoms of cerebrovascular insufficiency, 
paresthesias, parkinsonism, Beil's palsy, decreased mental acuity, involuntary- choreoathetotic 
movements; psychic disturbances, including nightmares and reversible mild psychoses or 
depression. Cardiovascular: Bradycardia, prolonged carotid sinus hypersensitivity, aggravation of 
angina pectoris. Orthostalic hypotension (decrease daily dosage), Edema (and weight gain) usually 
relieved by use ol a diuretic. (Discontinue methyldopa il edema progresses or signs of heart failure 
appear.) Digestive: Nausea, vomiting, distention, constipation, flatus, diarrhea, colitis, mild 
dryness of mouth, sore or “black" longue, pancreatitis, sialadenitis. Hepatic: Abnormal liver 
function tests, jaundice, liver disorders Hematologic: Positive Coombs test, hemolytic anemia. 
Bone marrow depression, leukopenia, granulocytopenia, thrombocytopenia. Positive tests for 
antinuclear antibody, LE cells, and rheumatoid factor. Allergic: Drug-related fever, lupus-like 
syndrome, myocarditis, pericarditis. Skin: Rash as in eczema or lichenoid eruption; toxic epidermal 
necrolysis. Respiratory: Nasal stuffiness. Metabolic: Rise in BUN. Urogenital: Breast enlargement, 
gynecomastia, lactation, amenorrhea, impotence, decreased libido. Endocrine: Hyperprolactine
mia. Musculoskeletal Mild arthralgia, with or without joint swelling; myalgia.
Note: Initial adult dosage should be limited to 500 mg daily in divided doses when given with 
antihypertensives other than thiazides. Tolerance may occur, usually between second and third 
months of therapy; increased dosage or adding a diuretic frequently restores effective control. 
Patients with impaired renal lunclion may respond to smaller doses. Syncope in > i n  r-%  
older patients may be related to increased sensitivity and advanced arterioscle- IV I &  LJ
rolic vascular disease; this may be avoided by lower doses. ........
For more detailed information, consult your MSD Representative or see M E R C K  
Prescribing Information. Merck Sharps, Dohme, Division o l Merck & Co., Inc ., S H A R Fk
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from a bacterial felon or paronychia. Two brief 
case reports seen in a single residency practice are 
presented with a discussion of herpetic whitlow 
and its relevance to family medicine.

Case Reports
A married 19-year-old man presented to the 

Family Medical Center with a one-week history of 
a 5-mm area of vesicular lesions on the dorsal as
pect of the distal right third finger. No associated 
cellulitis or lymphadenopathy was detected. The 
lesion was reported to be painful and to have re
curred periodically in the same distribution since 
the finger had been traumatized two years previ
ously. A vesicle was ruptured and clear serous 
fluid obtained. Bacterial cultures were negative, 
but viral cultures yielded herpes simplex virus 
type 2. The lesion healed uneventfully over the 
subsequent ten days. The man’s wife was in the 
third trimester of pregnancy. No evidence of geni
tal herpes in the wife was obtained by history or 
examination, including cervical cultures for herpes 
simplex virus in anticipation of delivery.

A 4-year-old girl who was a regular member of 
the practice presented to the emergency room with 
gingival ulcers associated with a history of general 
malaise, fever, and poor oral intake. The mother 
reported that the child had complained of mouth 
tenderness three days prior to the onset of the le
sions. The presentation was felt to be consistent 
with viral stomatitis. Within 72 hours the symp
toms and ulcers had resolved. Approximately 36 
hours later a painful 8-mm vesicular lesion ap
peared on the right thumb adjacent to the nail bed. 
This lesion was followed by the appearance of two 
smaller but similar lesions proximally. The patient 
was seen the next day, and a distal lesion rup
tured, from which the clear serous fluid was found 
to be culture positive for herpes simplex virus type 
1. The parent was instructed to protect the wounds 
with dry sterile dressings.

Discussion
Although the incidence is unknown, herpetic 

whitlow may be confused with other frequently 
seen infections of the distal finger. The rising inci
dence of herpes infections in the community in 
turn increases the likelihood that herpetic whitlow 
will become more common in the future. Since it
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herpetic whitlow

is still an unusual presentation and likely to be 
unrecognized, careful clinical evaluation coupled 
with a high index of suspicion would increase case 
detection. As the first case report demonstrates, 
undetected herpes infection from a whitlow can 
present potential risk to a fetus.

Herpetic whitlow occurs in children most com
monly following stomatitis. In adolescents these 
infections are associated with genital infections.4 
Populations at risk also include dental personnel, 
physicians, and nursing personnel.5

Herpetic whitlow may represent a primary in
fection or secondary recurrence or either herpes 
simplex virus type 1 or 2. The virus is introduced 
through a break in the epidermis with an incuba
tion period of two to 20 days.6 Clinical onset fre
quently follows three to four days of local ery
thema and pain which may radiate proximally. In 
the primary infection, whitlow is often associated 
with regional adenitis, fever, and malaise before 
the appearance of a vesicular lesion. The typical 
whitlow occurs distal to the metacarpophalangeal 
joint but may appear more proximally.

Vesicular fluid is characteristically clear and 
should suggest herpetic whitlow, although bacte
rial superinfection may cause purulence. After 10 
to 14 days the lesion and pain usually resolve 
without scarring. Once the epidermis has healed, 
viral shedding is believed to cease. Hypersensitiv
ity and numbness may persist between recurrent 
episodes, which occur in 30 to 50 percent of indi
viduals. These episodes may be mild relative to 
the primary infection, although some have been 
associated with debilitating illnesses.

Clinical diagnosis can be assisted by history or 
symptoms of keratoconjunctivitis, stomatitis, or 
genital herpes. Confirmation by laboratory diagno
sis, if necessary, may include a Tzanck prepara
tion of vesicular fluid that reveals multinucleated 
giant cells in 50 to 60 percent of cases.7 Flocculent 
antibody techniques can aid in the rapid detection 
of herpes simplex virus. Final diagnosis and typing 
currently requires culture results. Serologic stud
ies may demonstrate a rise in anti-herpes simplex 
virus titers but generally are not warranted.

Although numerous therapeutic preparations 
have been utilized, none has proven effective. Re
cently, topical acyclovir (Zovirax) has been sug
gested to shorten the clinical course,8 although its 
efficacy remains to be experimentally verified. De
bridement or deep incision may lead to secondary

bacterial infection and has been associated with 
systemic dissemination of herpes simplex virus 
with devastating consequences. In the specific 
case of subungual lesion with extreme pain, relief 
may be obtained by removing the overlying nail.9 
Currently it appears that dry sterile dressings, an
algesics as needed, and instructions to monitor for 
associated herpetic infection make up a rational 
approach to this problem.

Transmission from ophthalmologic, oral, geni
tal, and cutaneous sites can be avoided by proper 
warning and protection. If herpetic manifestation 
is suspected, the health care provider should wear 
gloves and minimize contact with infected tissue. 
Infected health care workers should avoid contact 
with immunocompromised or severely debilitated 
individuals. Genital herpes, when present during 
the perinatal period, can be associated with neo
natal infections. The presence of herpetic whitlow 
during this period may represent a risk to the new
born, necessitating serial genital cultures and 
cesarean section when indicated.
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