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Sexually transmitted infections among persons who did not have sex:
Possible sources of error in a controlled trial.

Thomas A Peterman, Lin H Tian, Carol A Metcalf, C. Kevin Malotte,
Sindy M Paul, John M Douglas, Jr, the RESPECT-2 Study Group

Introduction:

During follow-up in a prevention triai, 64 persons acquired an ST| during
a time when they said they were not having sex.
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Methods:

Study data:

- Secondary analysis of RESPECT-2, an HIV prevention trial.

- STD clinic patients in Newark, Denver, and Long Beach.

- Computer-assisted interviews, exams, and lab tests for C. trachomatis,
N gonorrhoeae, and T vaginalis at baseline, 3, 6, 9, and 12 months.

- Analysis restricted to participants tested for infections before and after an
interval in which they reported having no sex pariners.

- We calculated the incidence of new infections associated with different
patient characteristics.

Possible Errors:
- Test problem:
Sensitivity: Infections most likely in first follow-up interval.
Specificity: Test specificities are reportedly 95-99%, so many positives could be
False positives. If so, they would be randomly distributed.
- Inaccurate history
Same risk factors for infection among persons who did vs did not have sex.

- Treatment failure
New infections in interval following treatment for an infection.



Lab tests:

C. trachomatis and N. gonorrhoeae were nucleic acid amplification tests (NAATs) on
urine. - Long Beach and Newark used ligase chain reaction (LCR; LCx Uriprobe [C.
trachomatis, 93.1/97.1] and [N. gonorrhoeae, 97.5/98.3], Abbott Diagnostics Division,
Abbott Park, IL) (15, 16). Denver used polymerase chain reaction initially (PCR; Cobas
Amplicor [C. trachomatis, 93.4/96.7] and [N. gonorrhoeae, 97.1/98.1], Roche Diagnostic
Systems, Inc., Branchburg, NJ) {17, 18), then after 18 months strand displacement
amplification {SDA; BDProbeTec ET [C. trachomatis, 90.7/96.6] and [N. gonorrhoeae,
06.0/98.8], BD Diagnostic Systems, Sparks, MD} {19).

T. vaginalis was considered positive if either wet mount or culture were positive. Culture
of vaginal swabs used InPouch (sensitivity 82.4) or Diamond’s medium {sensitivity 87.8);

specificity for both culture methods is nearly 100% (20}.



Results:

% Infected during Intervals when they had No sex and when they had Sex

Characteristic N gonorrhea  C trachomatis T vaginalis
Nosex Sex Nosex Sex MNosex Sex

n=16 n=133 n=27 n=228 n=21 n=125

Wow, same high incidence of
T vaginalis for women

Total 16 22 23 37 (39 42 having/not having sex!
Sex
ale 1.8 2.4 2.6 3.4 na
Female 1.0 1.8 2.2 40 4.0 4.2
Age
15-25 12 25 3.7 49 20 3.6
26-390 16 1.7 11 23  62* 51
Race
Black 1.7 3.0 23 4.3 56 7.7
White 04 1.5 22 18 32 1.4
Hispanic 23 1.1 29 41 23 19
Other 0.8 14 25 4.1 00 25
Site
Cenver 1.9 23 2.6 4.0 43 3.7
Long Beach 00 1.2 1.9 31 21 24
MNewark, 21 29 2.6 3.9 4.8 80
Study interval
3 months 29 23 33 43 34 55
6 months 1.8 26 2.2 40 3.4 4.2
g months 0.7 1.2 2.4 3.1 4.0 4.2 m_@@mmw —.mmr .—"D_» ...1 ._‘_‘.mQ.......‘”..m_..__..ml
12 months 04 25 1.7 33 4.6 28 . . . .
Infected at baseline \ having infection at baseline
yes 22 A7 57 5.7 9.3** 9.1
no 1.1 1.4 15 31 2.0 2.7
__MHMMM_Em,__D_,m Over all, Similar risk factors for persons
yes 05% 85 66 83 44 123 having/not having sex suggests
no i1 18 22 34 39 36 # partner histories were inaccurate.

* p< 0.05 ** p< 0.01



21 acquired T vaginalis during intervals when they were not having sex

90 180 270 360 daysof

follow-up

+ + + +

1

1
+
|
+

13 were
previously
infected--
11 of them
had
intervening
negative
tests.

+ + + +
1

1
+
1
1
1

+ + +
1
1
+

T no sex _:ﬁmém_m\ Uoma{m\“m@mm{m —
lab test  lab test
Infection often recurred after a negative test. Did treatment make infection

non-detectable by culture for a few months without curing?



16 acquired N gonorrhea during intervals when they were not having sex
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27 acquired C trachomatis during intervals when they were not having sex
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Conclusions:

1. T vaginalis: often recurred months after treatment, during intervals
when women were not having sex, and after intervening negative cultures.
Much more common in older women, and women with baseline infection.
Suggests treatment can make T vaginalis non-detectable by culture
for months without curing.
More research needed!

2. N gonorrhea and C frachomatis show evidence of history errors
and non-specific tests.
When prevalence is low, confirm positive lab tests.



‘STSED MD) B Ul POUNDDC SABY ABW aun|ig) Juauneal | “Busa)
Alolelualyuog AQ paonpad Uuaagq aABY pInos pue ‘palunosoo A|oY|| os|e saAalisod asjed 'salolsiy
%95 JaY) slous asem auay) Bunsebins 'siuedioided Apmis g 10} paIuap! SI010E] ¥SU BUWES
Ayl YIM PRlBROSSE alam X9s oU palodas oum suosiad Buowe suoioadl :SNOISNTINOD

Xas ou paucdal
ouym suosiad Buowe sUonasiul Yons ¢ AUO atem alayl 1ng (99 HY) 1BaJaul snoaaud
sy} ul uonoagu Buiaey ypm pajetoosse ApuediyubBis sem esylouob AuO (90 ‘c0) S2<
SA Gz USWIOM PUB '(£°6 ‘Q'L) SDIUM SA SHOBIG (9°C '9p) aul@sEq 1B paldajuiun SA pajaajul
‘AL o) pue (L'Z 'P'E) GZ< SA 6Z> 908 ‘(L'7 'g'e) DulPseq 12 PeoaUiun SA PpEloBIL ‘LD J0)
{7 '©°F) s2uum sa syoe|q ‘([sucsiad |g] L g f[xas ou] Z'7) aulaseq 1B papaluiun sa paoajul
suosiad ‘D5 Jo) alam suossad ||e BUOWE pUE XS5 aABY 10U PIp ouym suossad Buowe uonoai
104 (af2d) s¥sl 2Ane|9Y "painguisip AjWopuel JoU SJom SUORISBJUI B} '%9"86-96 JO sOnpynads
188} Yim a|gnedwiod si §1048 o Jequinu syl ubnoylly (1L 0=d ‘%pg) 10 40 {L0'0=d ‘%t 1)
09 Joj uey) (%0'y) AL Jo) eamsod g 0} A|9X) IO SIaMm S} | "S|RAISIU| IUOWW-a3uYl GZ | |
Buunp xes ou pauodes oym suosied ggg BUuoWE pelnodo suonoejul +9 2yl s1INs3Iy

"S2115US)DRIEYD Jusned JUSISYIP UM
POIRINOSSE SUODBIUL MBL JO S2USPIDUI AU PaEINDED apn steuped xas ou Buiney psuodas
AByl yaiym Ul BAIBIUL UE JBYE PUE 340J3Q suojoalul 10} pa1so) sjuedioiped o] pajolnsal
sem sisAleue siy| (AUO UBLLOM) AL JO) 2iMINd pUE ‘10 pue DO o) $1S8) uolesydtle
PIDE IBDNU BlaM S1$8] SUIUOLL 2| PUe ‘g ‘g 'e ‘'aueseq 18 S159] JB| PUE 'SWEXS 'SMaIAISIU
pajsisse-laindwos pey ysesg Buol pue JSAUSE SHEMSN U SR QLS wol sjusned
"Z=103ASTM U] 1009 JO 882UN0S 9|qISS0d 859U} JO UOES JO S2UDPIAS JOJ PAMBIABL DJaM BlR(]
SI0INGLIUOD JolBW 8 0] pejoadxa Jou s1am 8s8y) uswiesl) Buimol|o) sjeasiul Ul JSa)UBL
pInam an|e) Jusweas] (F pue ‘|Badaiul dn-mo)o) 1511 24) W 1SaUew pinom siodle AlAIsuas
1581 (¢ (sunaseq e uonosu ‘sord ‘abe AQ sadualayp) 2 1O3dS3y W sucsiad peioajul
[|e se sonsuSlsRIBYD SWesS Sy) SABY oym Xas ou Builodss suosiad Buowe suonosiul se
1SOJURLL PINOM SBUOISIL JOIARLSY Xa8 U1 $100T (Z painquisip ALLopues aq pinom Asy) pue
saapsod asie) aq pinoa saaisod Auel 05 ‘966-66 Alpaldodal aue saoymads 1se] (L "e1ep
gy} aousnjul pinom Asy) moy pue sioua Jo sadA) pois| om sisAleue Blep 0} Joud (SAOHLINW

UonEn)S [eaxopeied Siyy 0) Pa) 1B S10u AJIUBP! O] PaIUEM SAN

x9S OU BUIABY papodal Aau) Uaiym Ul [ealaiul Ue Buunp (A L) SBUOWOYIY 1O (17) epAwe|yo
(7)) eaylouch painboe sjuaned 9 el uonusazud |Lg abie| usdal B U :JAILDACG0O

Llovdlsav

vSn ‘uolBuiyseps 'amess ‘200z 1snbBny | — Ainr 2z ‘Bun@an (4alssl)
Yoieasay 8seas|q penjwsuel] Ajenxes 10) AlBog [Buciewsil] /1 Byl 18 pajussaud

(625-d) 4@180d

AVIEL G3TN0ULNOD V NI HOHH3 40 S32HNO0S 3191SS0d X385 IAYH
JON 4l OHM SNOSHId ONOWY SNOLO34NI a3LLINSNYHL ATIVNXIS M3N

W seiBnoq NS Ined 'MO SN0EN ‘YO JEITBN ‘H VBl V1 UEBLLS)ad



