281

Vol. 5, No. 2, March˘April 1999 Emerging Infectious Diseases

Dispatches

Chlamydia pneumoniae has been associated with atherosclerotic cardiovascular disease in seroepidemiologic studies, by detection of the organism in atherosclerotic plaque, and in animal model studies (1-4). Two small clinical trials to assess the effect of treatment with antibiotics active againstC. pneumoniae on cardiovascular disease outcomes have indicated a possible effect of azithromycin (5) or roxithromycin (6) in the secondary prevention of coronary heart disease. To evaluate whether past use of antibiotics active against

C. pneumoniae is associated with decreased risk for first myocardial infarction (MI), we conducted a retrospective, population-based case-control study of patients enrolled at Group

Health Cooperative of Puget Sound (GH),

Seattle, WA, USA.

The Study

Case-patients were GH enrollees, ages 30 to

79 years, in whom an incident fatal or nonfatal

MI was diagnosed during July 1986 through

December 1995. Controls were a stratified random sample of GH enrollees frequencymatched with the case-patients by age (within

decade), sex, calendar year, presence of treated hypertension, and menopausal status (post versus peri and premenopausal). The casepatients and controls had been identified for two previous cardiovascular studies, one of persons with pharmacologically treated hypertension (7) and one of postmenopausal women (8,9), by using methods previously reported. Therefore, men and women with treated hypertension and women without hypertension were included as both case-patients and controls, but men without hypertension were not included in the study population. Medical records were reviewed for all study participants to confirm the diagnosis of incident MI (case-patients) and obtain information on other cardiovascular risk factors.

All study participants had an index date. For the hospitalized case-patients, it was the date of admission for the first MI; for out-of-hospital case-patients who died, it was the date of death;

and for the controls, it was a computer-generated random date within the calendar year for which they had been sampled as controls. We excluded persons who had been enrolled for fewer than 5 years or had fewer than four visits to a GH provider before their index date.

The GH computerized pharmacy database, which contains records of all prescriptions dispensed at GH pharmacies, was used to assess prescriptions for antibiotics. A survey conducted

Lack of Association between First

Myocardial Infarction and Past Use of

Erythromycin, Tetracycline, or

Doxycycline

Lisa A. Jackson, Nicholas L. Smith, Susan R. Heckbert, J. Thomas

Grayston, David S. Siscovick, and Bruce M. Psaty

University of Washington, Seattle, Washington, USA

Address for correspondence: Lisa Jackson, 1730 Minor

Avenue, Suite 1600, Seattle, WA 98101-1448; USA; fax: 206-

287-4677; e-mail: lajack@u.washington.edu.

To evaluate the association of prior treatment with antibiotics active against

Chlamydia pneumoniae with the risk for incident myocardial infarction, we conducted a population-based case-control study. We found that use of erythromycin, tetracycline, or doxycycline during the previous 5 years was not associated with risk for first myocardial infarction. These results suggest little or no association between the use of these antibiotics and the risk for first myocardial infarction in the primary prevention setting.

282

Emerging Infectious Diseases Vol. 5, No. 2, March˘April 1999

Dispatches

in conjunction with the previous study of postmenopausal women determined that 95% of study participants filled all their prescriptions at a GH pharmacy (9). During the period of interest to this study, newer macrolidelike antibiotics such as azithromycin and clarithromycin were not routinely available at GH; thus, we selected erythromycin, tetracycline, and doxycycline, antibiotics available for routine use during this period, for evaluation because of their in vitro activity againstC. pneumoniae and their indication for treatment ofC. pneumoniae respiratory infections. To determine duration of use for each agent, we defined 1 day of use as equivalent to 2 g erythromycin, 2 g tetracycline, or 100 mg doxycycline. The total duration of therapy with these drugs was calculated by using the sum of the quantities dispensed during the 5 years before the index date.

The Findings

We identified 1,796 eligible case-patients with an incident fatal or nonfatal MI and 4,882 eligible controls during the study period (Table

1). At least one prescription for erythromycin, tetracycline, or doxycycline was recorded for 775

(43%) of the case-patients and 2,061 (42%) of the controls. In multivariate logistic regression models controlling for the matching variables

(age, sex, hypertension status, menopausal status, and index year) or the matching variables and known cardiac risk factors (smoking, diabetes, cardiovascular disease), risk for incident MI was not associated with the cumulative duration of prescribed treatment with erythromycin, tetracycline, doxycycline, or the three agents combined (Table 2). In addition, risk for incident MI was not associated with increasing cumulative duration of therapy

across these categories for any of the agents individually or for the three agents combined.

Further, no association was detected when assessment of the use of antibiotics was restricted to 1 year before the index date (data not shown).

There are several possible explanations for these findings. Treatment with antibiotics active againstC. pneumoniaemay not affect the risk for heart disease, either becauseC. pneumoniae does not play a causal role in the atherosclerotic process or because its effect on that process cannot be modified by antibiotics. Although two published clinical trials have suggested a protective effect of antibiotics on the secondary prevention of coronary outcomes, these findings are not conclusive. The study of azithromycin (5), which enrolled 80 men with a history of MI who had serologic evidence ofC. pneumoniae, was not a randomized controlled trial and so was subject to bias. The results reported from the roxithromycin study (6), which randomized patients hospitalized for unstable angina or non-

Q wave infarctions to 1 month of treatment with roxithromycin or placebo, were preliminary findings from the first 31 days of the 6-month follow-up. Even if the protective effect indicated by the preliminary analysis persists in the final analysis, further studies will be needed to replicate and confirm those findings. Increasing evidence supports a causal association of

C. pneumoniae and atherosclerotic disease;

however, additional data are needed to validate this hypothesis.

Alternatively, treatment with antichlamydial antibiotics may be associated with a protective effect, but this effect may vary depending on the specific agent; the dose, duration, or timing of treatment; or the patient´s clinical status.

Azithromycin and roxithromycin (both highly active againstC. pneumoniae in vitro) achieve much higher intracellular levels, and in particular much higher levels in macrophages, than do erythromycin, doxycycline, or tetracycline; they also have longer half-lives than those agents (10,11). The beneficial effect of roxithromycin in the published clinical trial may have been due to a nonspecific antiinflammatory effect (12,13) rather than to a direct antimicrobial effect. A true cardiovascular protective effect associated with azithromycin or roxithromycin treatment may not, therefore, be seen after treatment with erythromycin, tetracycline, or

Table 1. Characteristics of case-patients with myocardial infarction and controls

Case-patients Controls

Variable n=1,796 n=4,882

Mean age (yr) 67.0 66.7

Male 38% 41%

Mean duration of 16.8 17.4 enrollment in GH_a (yr)

Angina 26% 10%

Hypertension 75% 70%

Diabetes mellitus 27% 12%

Current smoker 28% 15% aGroup Health Cooperative of Puget Sound, Seattle, WA.

283

Vol. 5, No. 2, March˘April 1999 Emerging Infectious Diseases

Dispatches

Table 2. Cumulative duration of prescribed treatment with erythromycin, tetracycline, doxycycline, and the three agents combined, and the risk for incident myocardial infarction

Cumulative duration Case-patients Controls OR_b O R_c

D r u g (day)_a (n=1,796) (%) (n=4,882) (%) (95% CI) (95% CI)

Erythromycin 0 1,266 (70) 3,493 (72) 1.0 reference 1.0 reference

1-14 401 (22) 1,124 (23) 0.99 (0.87-1.13) 0.91 (0.79-1.05)

15-28 92 (5) 182 (4) 1.41 (1.08-1.82) 1.18 (0.89-1.54)

29+ 37 (2) 83 (2) 1.23 (0.83-1.83) 1.05 (0.69-1.59)

Tetracycline 0 1,507 (84) 4,149 (85) 1.0 reference 1.0 reference

1-14 223 (12) 564 (12) 1.11 (0.94-1.31) 1.02 (0.86-1.22)

15-28 39 (2) 88 (2) 1.24 (0.84-1.81) 1.04 (0.69-1.55)

29+ 27 (2) 81 (2) 0.95 (0.61-1.47) 0.98 (0.62-1.54)

Doxycycline 0 1,597 (89) 4,365 (89) 1.0 reference 1.0 reference

1-14 37 (2) 86 (2) 1.18 (0.79-1.74) 1.06 (0.71-1.59)

15-28 85 (5) 244 (5) 0.94 (0.73-1.22) 0.90 (0.69-1.18)

29+ 77 (4) 187 (4) 1.10 (0.84-1.45) 1.17 (0.88-1.56)

Erythromycin, 0 1,021 (57) 2,821 (58) 1.0 reference 1.0 reference tetracycline, 1-14 422 (24) 1,178 (24) 0.99 (0.87-1.14) 0.93 (0.81-1.07) or doxycycline 15-28 185 (10) 454 (9) 1.13 (0.94-1.35) 0.99 (0.81-1.20)

29+ 168 (9) 421 (9) 1.11 (0.91-1.34) 1.03 (0.84-1.26) aFor duration of each agent, 1 day is equivalent to 2 g erythromycin, 2 g tetracycline, or 100 mg doxycycline.

bAdjusted for sex, age, hypertension status, menopausal status, and index year.

cAdjusted for sex, age, hypertension status, menopausal status, index year, smoking status, diabetes, and cardiovascular disease.

OR = odds ratio; CI = confidence interval.

doxycycline because of differences in pharmacodynamics or in the mechanisms of action of those agents. Additionally, in our study population, the cumulative duration of treatment with the antibiotics assessed was relatively limited; only

9% of all participants had been prescribed more than a total of 28 days of treatment with the three antibiotics combined during the 5-year study period. Thus, the exposure to antibiotics in routine clinical care may be insufficient to reduce risk. A protective effect of antibiotic treatment may also be limited to the secondary, but not the primary, prevention setting; to patients in the high-risk period after an acute event; or to subsets of patients defined by factors that we could not evaluate, such as seropositivity toC. pneumoniae. Further, if the organism plays a role during the initiation or early progression of atherosclerotic lesions, but not in later stages, treatment of older adults may not be effective.

Lastly, while it is possible that our study may have failed to detect a true beneficial effect of past antibiotic treatment, our sample size was relatively large. Assuming a prevalence of exposure among the control group of 42%, this sample size had 90% power (at a 95% confidence

level) to detect a 20% reduction in risk associated with antibiotic use.

In summary, even though the results of two small clinical trials have suggested that newer macrolidelike antibiotics active against

C. pneumoniae may provide effective secondary prevention of coronary artery disease, their effectiveness in the primary prevention setting has not been evaluated prospectively. Our results suggest that treatment with erythromycin, tetracycline, and doxycycline in doses commonly prescribed in routine clinical practice is not associated with a reduction in the risk for incident MI among our study population.

Further clinical trials of the newer agents for secondary prevention and further observational studies of these agents for the primary prevention of heart disease are indicated.

D r. Jackson is an assistant professor in the Department of Epidemiology, University ofWashington, and an assistant investigator in the Center for Health Studies, Group Health Cooperative in Seattle. She is an infectious diseases epidemiologist; her research focuses onChlamydia pneumoniae, vaccine evaluations, and the epidemiology of vaccine-preventable diseases.

284

Emerging Infectious Diseases Vol. 5, No. 2, March˘April 1999

Dispatches

References

1. Saikku P, Leinonen M, Tenkanen L, Linnanmaki E,

Ekman MR, Manninen V, et al. ChronicChlamydia pneumoniae infection as a risk factor for coronary heart disease in the Helsinki Heart Study. Ann Intern Med

1992;116:273-8.

2. Campbell LA, O´Brien ER, Cappuccio AL, Kuo CC,

Wang SP, Stewart D, et al. Detection ofChlamydia pneumoniae (TWAR) in human coronary atherectomy tissues. J Infect Dis 1995;172:585-8.

3. Jackson LA, Campbell LA, Kuo CC, Rodriguez DI,

Grayston JT. Isolation ofChlamydia pneumoniae from a carotid endarterectomy specimen. J Infect Dis

1997;176:292.

4. Mühlestein JB, Anderson JL, Hammond EH, Zhao L,

Trehane S, Schwobe EP, et al. Infection with

Chlamydia pneumoniae accelerates the development of atherosclerosis and treatment with azithromycin prevents it in a rabbit model. Circulation 1998;97:633-6.

5. Gupta S, Leatham EW, Carrington D, Mendall MA,

Kaski JC, Camm AJ. ElevatedChlamydia pneumoniae antibodies, cardiovascular events, and azithromycin in male survivors of myocardial infarction. Circulation

1997;96:404-7.

6. Gurfinkel E, Bozovich G, Daroca A, Beck E, Mautner B.

Randomised trial of roxithromycin in non-Q-wave coronary syndromes: ROXIS pilot study. Lancet

1997;350:404-7.

7. Psaty BM, Heckbert SR, Koepsell TD, Siscovick DS,

Raghunathan TE, Weiss NS, et al. The risk of myocardial infarction associated with antihypertensive drug therapies. JAMA 1995;274:620-5.

8. Psaty BM, Heckbert SR, Atkins D, Lemaitre R,

Koepsell TD, Wahl PW, et al. The risk of myocardial infarction associated with the combined use of estrogens and progestins in postmenopausal women.

Arch Intern Med 1994;154:1333-9.

9. Heckbert SR, Weiss NS, Koepsell TD, Lemaitre RN,

Smith NL, Siscovick DS, et al. Duration of estrogen replacement therapy in relation to the risk of incident myocardial infarction in postmenopausal women. Arch

Intern Med 1997;157:1330-6.

10. Dunn CJ, Barradell LB. Azithromycin. A review of its pharmacological properties and use as 3-day therapy in respiratory tract infections. Drugs 1996;51:483-505.

11. Markham A, Faulds D. Roxithromycin. An update of its antimicrobial activity, pharmacokinetic properties and therapeutic use. Drugs 1994;48:297-326.

12. Anderson R, Theron AJ, Feldman C. Membranestabilizing, anti-inflammatory interactions of macrolides with human neutrophils. Inflammation 1996;20:693-

705.

13. Martin D, Bursill J, Qui MR, Breit SN, Campbell T.

Alternative hypothesis for efficacy of macrolides in acute coronary syndromes. Lancet 1998;351:1858-9.