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Correspondence 

Copper Intrauterine Devices and Tubal 
Infertility among Nulligravid Women 

To the Editor: Hubacher and colleagues (Aug. 23 issue)' 
report that the use of copper intrauterine devices (IUDs) 
is not associated with an increased risk of tubal occlusion 
among nulligravid women. However, only 6 percent of the 
women in the study had used an IUD. Accordingly, the 
numbers used to test for an effect of the duration of IUD 
use, an extremely important aspect ofthe study, were even 
smaller. Only 44 women had used a copper IUD for more 
than one year, of whom only 8 had rubaI occlusion. Never
theless, the odds ratios for tubal occlusion show a moder
ate, nonsignificant trend of increasing risk with increasing 
duration of IUD use (up to 6 months, 0.8 [95 percent 
confidence interval, 0.4 to 1.8]; 7 to 12 months, 1.1 [95 
percent confidence interval, 0.4 to 2.8]; and 13 months or 
more, 1.3 [95 percent confidence interval, 0.6 to 3.2]). The 
upper limits of these confidence intervals are consistent with 
a marked effect of longer duration of IUD use on tubal in· 
fertility. 

We believe that the authors' conclusion that contemporary 
copper IUDs are safe is unwarranted. In a study of women 
using I UDs, mostly devices containing copper, we reported 
no deleterious effect on fertility of short-term use (up to 42 
months) but strong evidence of such an effect after long
term use (78 months or more).2 The study by Hubacher 
et a!. cannot rule out an adverse effect of these devices and 
should be interpreted with caution. 
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To the Editor: Hubacher and colleagues condude that the 
previous use of a copper IUD is nor associated with tubal 
occlusion, whereas chlamydia infection is. However, insert
ing a "safe" IUD into a woman with an active chlamydial in
fection can spread the infection to the upper genital tract, 
resulting in pelvic inflammatory disease. Hubacher et al. 
argue that an IUD is suitable for women who are not like· 
Iy to be at risk for sexually transmitted diseases, but chla
mydia is common and is often unrecognized. The problem 
is greater when an IUD is used for postcoital contracep
tion and there is no opportunity for screening. In our 
opinion, there is no reason to pardon the IUD. 

The authors reply: 
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To the Editor: Vessey and Doll state that long-term use 
of copper IUDs may impair fertility. \Ve disagree that our 
case-control study did not include enough long-term use 
of the IUD to show this putative effect. Vessey and Doll 
cite odds ratios based on data from the control group of 
infertile women; however, if their reasoning were applied to 
our second control group of primigravid women, they might 
have conduded that the longer a woman uses a copper IUD, 
the less likely she is to become infertile. With these women 
serving as controls, the odds ratios for tubal occlusion a5S0 4 

dated with IUD use of 6 months or less, 7 to 12 months~ 
and 13 or more months were 1.4 (95 percent confidence 
interval, 0.6 to 3.6), 1.0 (95 percent confidence interval, 
0.3 to 3.0), and 0.6 (95 percent confidence inten'3.l. 0.3 to 
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CORRESPONDENCE 

1.4), respectively. On the basis ofthe interpretation of our 
data and the research of others,I,2 we stand by our conclu
sion that copper IUDs do not impair fertility. 

Chlamydia is common and often goes unrecognized, as 
Verhoeven and colleagues state, but withholding the IUD 
is not the answer if a woman says she is in a mutually mo
nogamous relationship and has no clinical signs or symp
toms of genital tract infection. In Belgium,3 the rates of 
cervical chlamydial infections in women who opted for an 
IUD were far lower than the rates in women who used oral 
contrace'ptives (presumably as a result of a combination of 
self-selection and careful screening). Perhaps, then, the- fear 
with regard to chlamydia is misdirected. At the time of in
sertion of the IUD, bacteria can be pushed into the upper 
genital tract; though they require validation, clinical stud
ies indicate that the rates of pelvic inflammatory disease, 
even in the presence of cervical infection, are within or be
low the reported ranges without IUD insertion.4 Even when 
sexually transmitted diseases are more prevalent, the in
creased risk of pelvic inflammatory disease attributable to 
IUD insertion is estimated to be very low (about 1 in 667).5 
Blaming the IUD for problems that require a bacterial patho
gen is misleading. We believe that decisions about contracep
tion should be based on the best available evidence, rather 
than on clinical opinion. A growing body of literature indi
cates that IUD use is far safer than previously thought. 
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GB Virus C and Mortality from HIV Infection 

To the Editor: The reports of Xiang et al.I and Tillmann 
et al.2 (Sept. 6 issue) further document that coinfection with 
the apparently nonpathogenic flavivirus GB virus C (GBV-C, 
or hepatitis G virus) prolongs survival in patients infected 
with the human immunodeficiency virus (HIV). As the ac
companying editorial3 emphasizes, there are no causal infer
ences to be drawn from these observations, and the sugges
tion that therapy with GBV-C might improve survival among 
HIV-infected patients is correctly labeled as "premature." 
Although viral cross-talk of this sort has been described in 

a number of other experimental systems,4 there are other 
possible explanations for the "protective" effect. For exam
ple, a potent cytotoxic-T-lymphocyte response to one viral 
infection may reduce the level of cytotoxic-T-Iymphocyte ac
tivity directed to infection by a second virus.s Persons who 
have a strong cytotoxic-T-lymphocyte response to HIV may 
have more difficulty mounting such a response to GBV-C 
and may thus be less likely to clear GBV-C infection. Till
mann et at. demonstrate no clear protective effect of expo
sure to GBV-C (as determined by a test for anti-E2 anti
bodies) but do demonstrate an obvious "protective" effect 
in those in whom GBV-C RNA was detected. Failure to clear 
active GBV-C infection may thus be an indirect marker of 
a particularly potent cytotoxic-T-Iymphocyte response to 
HIV. This hypothesis, which can be readily tested, predicts 
that "therapeutic" coinfection with GBV-C would have no 
benefit for HIV-infected patients. 
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To the Editor: We are concerned that the analysis ofXiang 
et al. may not have taken into account the changes that oc
curred in the management ofHlV between 1988 and 2000. 
These changes have dramatically decreased mortality from 
HIV. On the basis of the data presented in the article by 
Xiang et aI., we calculate that 27 of the 144 patients with 
GBV-C viremia (19 percent) enrolled in the study before 
1990, as compared with 67 of the 218 patients without 
GBV-C viremia (31 percent, P=O.OOS). It is unclear how 
the investigators adjusted for this difference. The conclusion 
regarding improved survival may be confounded by the era 
of HIV therapy. 
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To the Editor: In cases of coinfection with hepatitis C virus 
(HCV) and HIV, differences in the progression of HI V in
fection according to the HCV genotype have been report
ed.1 Three studies ofGBV-C and HIV - those of Yeo et al.,2 
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