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Supervised Treatment Interruption (STI) in an Urban HIV Clinical Practice: A Prospective Analysis. 
J.L. YOZVIAK\ P. KOUVATSOS2, R.E. DOERFLER3, W.C. WOODWARD3 

1Philadelphia College of Osteopathic Medicine, Philadelphia, PA; 2Aibright College, Reading, PA; 3Bornemann Internal Medicine, Reading, PA 

ABSTRACT METHODS T able 2: Duration of ART and STI Table 3 : Baseline vs. Latest F/U CONCLUSIONS 
Background: In acute HIV-1 infection, STI may induce immunologic control of • A prospective study of a select oohor1 of patients was Pt. Time on ART Time off ART Mean STI Total F/U % FJU on Pt. Baseline Baseline Vlat CD4at ART Status • STI allowed this select cohort of chronically-infected, HIV-1 + patients to 
HIV-1 repliCation. Several prospedlve tnals of STI 1n chrome HIV-1 mfeciJon conducted from 2!99 - 12/01 at Bornemann Internal I weeks) I weeks) Duration (weeks) ART VL CD4 Latest FlU Latest FlU' discontinue ART for extended periods of time (median 11 weeks, mean 25 have been less encouraging. A previously presented retrospectiVe analysis of Medicine (BIM), an urban HIV clinic. 1 120 30 7.5 150 80.0o/o 1 341000 44 <50 504 On ART weeks, range 4-107 weeks). One patient (Pt. 8) remains off ART for more our patients showed that in those with a significant CD4 increase (>200 cells) • Patients were selected on the basis ol a prior positive re· 2 57 18 9.0 75 76.0o/o 2 94000 349 31600t 560t OnARTt than 2 years. on antiretroviral therapy (ART). 2 or more interruptions may significantly lower sponse to Tl (>1 loQ•o decrease in rebound wemia dur- 3 96 19 19.0 115 83.5o/o 3 9000 484 2856 555 STI viral set point. This prospective study describes STI in a cohort of patients. ing Tl as compared lo baseline VL) io our re~ospective 

4 63 11 11.0 74 85.1o/o 
• Most patients maintained VL >1 log-10 below baseline at 4 weeks and at >8 

~ 10 patients with either a positive response to therapy interruption ret- study or by expressing interest in STI and meeting llle 4 120000 706 151 1089 On ART weeks during STI and <5000 copies/ml for a mean of 21.9 weeks. 4 of 7 
5 59 73 36.5 132 44.7% rospeouvety or those expresstng 1nterest 1n the strategy wllO met tnctus1on cnte- following oitena. VL below the level of quanlilicalion 5 39000 580 878 595 STI patients with data from multiple STI showed an increase in time to reach 

ria (VL BLQ on ART, good adherence, robust CD4 response) were selected. In- (BLQ) on ART, good adherence, robust CD4 response. 6 169 13 13.0 182 92.9% 5000 copies/ml in successive STI. This may be suggestive of an HIV-BLQ was delned as less than 400 copies HIV-1 RNA per 6 53242 359 635 600 On ART 
terruptions analyzed were prospective and supervised. Timing of STI cycles 7 193 32 16.0 225 85.8'/o specific immunologic response. lmmunoproliferative data is necessary to ml plasma {<50, if available). 7 43391 575 16321 3751 On ART! was based on CD4 and Viral Load (VL) responses not a predeteriTined sched- 8 30 107 107.0 137 21.9°/o corroborate this finding. 
ule. Data collected included demographics, ART, VL. CD4, arxl illnesses during • Treatment interruptions were planned and supervised by 9 19 15 15.0 34 55.9o/o 8 92892 435 4701 608 STI 

STI. Results: Of 7/10 patients with data at 4 weeks off ART, the mean VL was the medical provider. The timing of STI cycles was 10 238 47 15.7 285 83.5o/o 9 41700 360 4968 428 STI • Even in the presence of mufiiple STl, most patients have improved immu-

1 78 logro copies/ml below baseline (BL) In 10 patients > 8 weeks off ART. the based on CD4 and VL responses not a predetermined 
Mean 104.4 36.5 25.0" 140.9 70.9'1o 10 235687 611 242 509 On ART nologic status measured by CD4 count at latest follow-up as compared to 

mean VL was 1.381og10 below BL. 7110 maintained VL <5000 for> 8 weeks off schedule All STI invol"ed simultaneous cessation of llle • Mean CD4 +132 compared to baseline at latest follow-up (p=0.036). baseline (p = 0.036). No Ols occurred during STI and no cases of acute 
ART (mean 27 weeks, 1 > 2 years). 4n wilh data during more than one STI 

entire antiretroviral regimen for greater than seven (7) • Median STI Duration = 11.0 weeks t Star.ed ART at last visit. Last values listed from previous STt. retroviral syndrome were noted. Within this cohort, taking ART for only a 
showed an increase in time to reach 5000 copieslml None developed resis-

days. mean of 70.9% of the total follow-up was sufficient to preserve and, in most 
lance--conferring mutations nor HIV-related illnesses during interruption. ART • Charts were abs~acted for the followcng: baseline study 

T able 4: Indiv idual Patie nt Results cases, improve immunologic status. STl also allowed a respite from the 
regimen or Hepatitis C seropositiVity were not statistically significant factors af- patient demographics, ART reg1men, treatment duration, rigors of ART (pill burden, intense compliance, adverse events). VL, CD4, STI ~Jration , and illnesses during STI. feeling response to STI (duration <5000 or !J.VL; p>0.05). Conclusions: AI- Pt. #of # ofPrevi- Greatest Duration Greatest -!J.VL Greatest -!J.VL Increase in time to Illness during STI? • At latest follow-up, 6 of 10 patients are on ART with one patient BLQ, 2 ap-
though no consensus exists conceming U1e effectiveness or STI in chronic HIV STI ousT! <5000 copies/ml At 4' Weeks At >8 Weeks 5000 copies/ml? 

preaching <50, and 2 patients without data due to starting ART at the last infection, a majority of our subj~ts were able to stop ART and maintain viral T able 1: Study Patients {copies/mil {copies/mil 
control for a period of time. Closely monitored STI was associated with lowered 1 4 1 11 Weeks -2.339 lagro (3 Wks.) -2.3571og ro (11 Wks.) No None visit. Patient 6 has had persistently detectable, low-level viremia on 

viral set point during U1e interruption in most cases. A larger prospective study is Number of Patients: 10 d4T/ddi/HU, consistent with other patients taking this combination [8]. All4 

warranted but we recommend future trials measure additional parame:ers and Mean Age: 36.3years 2 2 0 -0.473 1ogro (4 Wks.) -O.ZIO logro (9 Wks.) No (No VL <5000)t None patients who are in an STI have VL <5000 copies/mi. No patients have de-

avoid using the same STI schedule for all subjects. Sex: Male 50.0% (5) 3 1 0 12Weeks NA" -0.940 logro (16 Wks.) NA(1 STI) Strep. Phayngitis/ veloped resistance-conferring mutations. 

Female 50.0%(5) 
Pneumonia • lt should be noted that this is a selected cohort of patients. introducing mul-

4 1 2 3Weeks -1 .218 1ogro (5 Wks.) -1.5911og,0 (11 Wks.) NA (No data for Tl None tiple biases. It was our intent to use this study to evaluate our STI strategy, 
BACKGROUND Race: Hispan·c 30.0% (3) 1.2) involving the selection of patients with good virologic and immunologic re-
Effective anli"etroviral treatment of human immunodeficiency virus-1 (HIV-1) in- Black 30.0% (3) 5 2 3 40Weeks -1.622 log to (6 Wks.) -1 .989 log,0 (32 Wks.) Yes None sponses to ART and a history of good compliance. Randomization of pa-
fec!ion reqUires long-term >95% adherence in lhe lace of si~1ficant toxiCity (1]. Asian 100% (1) -1 .406 log,o (42 Wks.) tients in future trials may not show similar results. 
Additionally, eradication of HIV-1 infection does not appear to be possible with White 30.0% (3) 6 1 3 9Weeks -1.3111ogro (5Wks.) -0.9251og ro (11 Wks.) Yes None 

• This cohort had high baseline viral loads and CD4 counts according to cur· currentty available agents (2). Furthurmore. the DHHS guidelines for the treat- BLVL: Mean 106991 copieslml 7 2 0 22Weeks -2.938 1og,o (4 Wks.) -1 .4251og,o (22 Wks.) Yes None rent DHHS treatment guidelines. Because treatment was initiated earlier, ment of HIV-1 1n!~ted adults and adolescents have been modified to reserve 
annretroviral therapy (ART) until the CD4• T-cell count (CD4) falls to <350 

Median 73007 copies/ml 8 1 3 107Weeks -2.521 1ogro (5 Wks.) -2.4711ogro (15 Wks.) Yes None consistent with guidelines at the commencement of this study, future trials 

cells/ml [3). This has led to debate about the practicality of the present doctrine Mean Baseline CD4: 450 cellslmm3 -2.199 logro (79 Wks.) will need to address STI in patients initiating ART with more progressive 

of prov1d1ng oonnnuous ART to patients meettng crrtena for ART. A large, ongo- -1.296 1og,o(107 Wks.) disease. 
9 1 0 15 Weeks NA" -0.924 logro (15 Wks.) NA (1 STI) None ing, prospective trial may provide answers to this question (41. Retrospectively, • In summary, a majority of our subjects were able to stop ART and maintain 

a few studies have attempted to elicit predictors of the ability to remain off ART • HAART reg·men prior to STI and Hepatitis C Virus 10 3 3 NA .. -1.C~12 logro (8 Wk$,) No (No VL <5000) None viral control for a period of time. Closely monitored STI was associated with 
for longer periods dunng treatment 111errupnoos (TI) 15.6]. However. the results seropositivity does not affect outcome (duration <5000 

Mean 1.8 1.5 21.9Weeks -1.78 log,. -1.381ogoo lowered viral set point during the interruption in most cases. We recom-
have been inconsistent. It has been shown that Tl may induce immunologic copies/ml plasma or -!J.VL) significantly (p >0.05). mend that STI timing in future trials be based on virologic and immunologic 
control of viral replication in acute HIV-1 infection, thus reducing the need for • No patients devebped resistance-conferring mutations. ' Value$ ranged from 3-6 weeks. ..No Vls available durirQ the time period speo:fied. t Vl rebound et 4 weeks was 0.5031ogoo lower in STI 2then STI 1, parameters specific to each patient, not a pre-determined schedule. 
ART 1n thiS sett1ng (7]. Several tnals of structured Tl 1n chrome HIV-1 mtect1on 
have been less encouraging (8-11). A previously presented retrospectiVe analy- REFERENCES 
sis of our patients showed that in those with a significant CD4 increase (>200 1 Pa!OI$OI'IOI.,~S. MdlrJ,ttal JcJ'ItronottopeOIMMI'IhbiClflhnpfnndOUt:onMII'Ipa'ttr!Sw#IHVl'IIOCSO'I AMin!tmUtd20001332l..)) 1.fNI0,811nkJOt"J,~JO.tl• l,attnl telkbcr'I</.CDI•Tcob~r<MOOsfll'«han$!1foriNb'lg~dtfV.1,t'<WII'Ipr'AI'bCtl~~~'l IAI1Utd i99!1.!(!);512...SI7 3. Cu.dtNsbUW~genlral!oml~ati'IOI'I$HI'H'Iftded.rub-.d~ ~dNPNon 

celts/mil on ART. 2 or more Tl may SIQOificanlly lower the v1ral set pomt during ~:=::::~::-:tol~~t=~~$=~.':att~~=:~=~=~T~:~:.~~~:.,~~~~==~=~~~=·=~~~~tld~";;;,-;:,o;:s,.4'-~'!J~~~:=~=::::.e~--=~~;~~~A.~::l::r~:c:::a=.:~~~·~. 
the Tl (12]. Th·s prospective study describes the response to supervised trea~ fl4*)nl'l~ lntected.-.tvdoab~Vgo'CM ICfl~. HI\IQn 'M$2001.~)11).12.& ,, lkll"ttittfer:S ~eto\'$k!M tMIZGM EUlR~•dt>enet;I)01&tn.acturtdanb'tOIOW81ttl.!gtflerapoj~I'IHIV· I I'd8C'OIOI'l AD$20XI14::231).22 10. RI.Iul, ~~J RomwJ.tiA~~~~~~lyHIII-1 ~P*f11Shll:t9-ln'lwif~ ,lJ0$2000;14 397-403. U.t~NNMAU T~R,Cah'NV ti 

ment interruptions (STI) in a select cohort. a lfV·Iftbrundchlrrgll~ol~adN9s'ltr~trowllf'lel'apJI\Uro6eleletWMe.'feaO'IrM08ttdtMII'Mnl AIOS1mt3617-& 12.YOZ\II8k.l,OoetftfRE,WOO!MlYdWCIIUt!!~tllnlarUEWwellhtepycsni"Cl..ceiNICIJ:Inolwi11rtbound~AAT~(3bmd23SJ h PIO}'.am<W'd/.bs~ollht7lhECCAT 1999~2'J.7.(1..dlc:ft.~ EY"qJNnAM)SCinoliiSootty 1$9 29 
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