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Introduction

Consider the AIDS Clock on the United Nations Population Fund (UNFPA) website
 that shows the moment by moment increase in the number of people living with HIV worldwide. It is one of two examples of the way HIV is instantiated or enacted in global terms, that is, on global register. The other global instantiation is the articulation and application of ‘universal’ technical and ethical principles in the running of clinical trials for Pre-exposure prophylactic drugs. These two registers can be mapped to reveal a warping of Euclidean space and time when considered alongside the ‘local’ instatiation of HIV which comprises, on the one hand, incidences of infection related to these trials and to the clock numbers and, on the other hand, political protests against these trials. 

What we aim to show is how these registers — the apparently global and the apparently local - enact particular spatiotemporalities for HIV. Crucial here is how each register enacts the other such that, on closer inspection, each can be said to warp and fold into the other. Our basic argument is that such enactments entail ironic moments in which divergent spatiotemporalities co-exist and topologically play off each other in ways that are both ordering and disordering. 

In what follows, we describe each of these registers and their exemplifications separately: The AIDS Clock, and accounts of standardised clinical trials and accompanying ethics or ethical problematique. We then consider how their attempted universality weaves into various local contingencies  - the local conditions of infection and death, and local protest against the trials. Subsequently, we explore the topological interconnections amongst these, and indeed our commentary upon them. 

Gloablizing Registers of HIV

The AIDS Clock

A press release from the UNFPA states, the clocks mission is: “to present the world with a powerful symbol of the epidemic’s scale and the urgent response it demands”. Moreover, ““The AIDS Clock reminds us of how pressing our work is”, said UNFPA Executive Director Thoraya Ahmed Obaid. “Behind each number is a face, a family and a circle of loved ones who are also affected. Our goal is to slow down, and eventually turn back the AIDS Clock. Preventing HIV is the key””. As “a multimedia advocacy tool” the clock also “links to regional figures, fact sheets and epidemiology trends, based on information provided by UNAIDS. It also provides links, amongst others, to some of the major campaigns that work to spread awareness of the issue and mobilize effective responses”.
 By clicking on various sections of the map, we find more complex epidemiological accounts of how and where infections occur and which, in turn, generates a significantly resized map.   Yet all this (partial) difference feeds into a single clock figure.

Standardized Ethics 

The epidemiological mapping aims to trigger a heightened sense of urgency to the issue of prevention as it is apparent that certain sorts of groups experience higher HIV incidence. Since the introduction of anti-HIV drug therapies and their capacity to slow viral replication and therefore the onset of AIDS (acquired immune deficiency) resulting from HIV infection, an increasing number of randomized clinical trials (henceforth RCTs) continue to be conducted in the enlarged areas of the map. These trials are intended to contribute to the development of biomedical forms of prevention, namely vaccines and/or drug interventions for those at risk.  Their success depends on the likelihood that a high number of participants will be exposed to HIV (usually through unprotected sexual intercourse) during the course of the trial. Of the trials underway, we want to focus on those assessing the efficacy of anti-HIV drug treatments in the form of an oral daily pill to prevent infection. 
 Pre-exposure prophylaxis or PrEP can be imagined as analogous to an anti-malaria pill or the contraceptive pill.
 

Now, RCTs are generally seen as the gold standard in testing pharmaceuticals in general, and HIV treatments/pharmaceutical prophylactics in particular. Indeed, RCTs are regarded as ethical in themselves as we see in the following quote: 

‘In clinical medicine, the randomised controlled trial is considered the best way of measuring the efficacy of interventions because of its ability to minimise bias and avoid false conclusions. Random assignment of individuals to different treatment groups is the best way of achieving a balance between groups for the known and unknown factors that influence outcome. This may seem to run counter to the traditional medical model of the doctor deciding which treatment is best for each patient, but it is considered ethical only when there is genuine uncertainty about which treatment to offer. By the same token, failure to tackle genuine uncertainty about treatments through randomised controlled trials can be considered unethical because it allows ineffective or harmful treatments to continue unchecked.’
 (Stephenson, J. and Imrie, J. Why do we need randomised controlled trials to assess behavioural interventions? BMJ. 1998 February 14; 316(7131): 611–613.)

Yet, at the same time, the conduct of an RCT poses ethical concerns. In the case of PrEP RCTs, such concerns arise not least because they involve the taking of potentially toxic drugs by otherwise healthy individuals. Further, ‘offshore’ trials cannot provide the same quality of care as available in the national context of the trial sponsor (MacQueen et al. 2007, p. 554).
 Hence on the one hand running such trials is deemed as a step toward ethical parity through universally developed interventions yet, on the other, enacts ethical asymmetries whereby trial participants are at greater risk in ‘offshore’ trials.   
So, both in relation to RCTs and their related ethics, there are universalistic standards being enacted which are simultaneously subject to a range of generic questions – what we might cal, an ‘ethical problematique’. 

Localizing the Global and the Universalistic

In both the cases of the AIDS Clock and the PrEP RCTs and their accompanying ethical problematique, a particular sort of spatiotemporality is played out. A smooth spatiotemporality where the meanings of Clock and PrEP RCT/ethics can move uninterruptedly. AIDS Clock and PrEP RCT/ethics remain unchanged any place, any time: the Clock will always impress the urgency of the task of preventing HIV; the PrEP RCT/ethics will always generate robust knowledge in ethically reflexive, and hopefully, ideally sound, ways. In both cases, an external system of measurement is applied that generates number and value. 

And yet, both of these are profoundly local. 

In relation to the AIDS Clock, we have a global estimated count that is meant to serve as a constant reminder of the constantly increasing number of HIV infections across the world. Yet, while the symbolism is undeniably powerful, such a measure necessarily diffuses the specificity of and differences amongst infections. Behind such a number there is huge complexity. It rests on an abstraction of ‘infection’ from the ‘local’ where different rates and qualities of infection take place. Even the additional  web links which, for example, show differences in numbers of infections in different countries, do not convey the particularity of national and regional differences in the quality of life and life expectancy of those infected, the varying implications for relatives, and so on and so forth. 

But further, we must ask who can access the AIDS Clock? Despite being on the web, it seems to be accessible by relatively few, and even fewer who can respond productively to it. Put another way, the AIDS Clock is an assemblage entailing numerical estimations, algorithms, public relations, institutional positioning, website media, design choices and so on and so forth that is an ordering device for what is ultimately a particular and delimited audience (which might indeed have an investment in such universalising dynamics). 

In relation to the PrEP RCTs/ethics, the implementation of these have met with considerable resistance at certain sites.
  For example, a PrEP RCT in Bangkok targeting injecting drug users was challenged as being unethical because of the lack of provision of clean needles and syringes. Clean needles and syringes provide 100% protection against HIV infection and, therefore, would remove the need for a biomedical prevention technology such as PrEP (Jintarkanon et al 2005).  This trial is still underway.
    

These protests suggest that PrEP RCT/ethics are viewed as mediating particular interests.
 Even where local support for trials is pursued and gained, ethical-seeming RCTs do not address the specificities of localities which might affect trial participation and outcomes. In Thailand, for instance, it has been said that some participants are not injecting drug users at all, but participate in the trial including possibly taking potentially toxic drugs for financial remuneration. At the same time, in some cases, protests draw on universalistic principles notably, again in Thailand, the bioethical principle set down by the Declaration of Helsinki that a new treatment or technique should only be tested against the best current prophylactic (in this instance, clean needles and syringes), diagnostic or therapeutic methods. 
Further, some practitioners have also queried the validity of HIV biomedical prevention RCTs/ethics, raising concerns about the fact that while contexts where there is HIV vulnerability, high HIV prevalence (existing infections) and poor prevention provide the best research conditions, the research itself can exacerbate these conditions. For instance, by incurring iatrogenic disease which places demand on existing health services and altering conceptions of risk, a trial may result in those living in a resource-poor setting becoming more vulnerable to HIV infection and treatment needs.  Ironically, then, trials have the potential to reinforce the local conditions which make those localities so technically attractive for conducting trials. 

The place of critical-analytic story 

So far we have described how the globality of AIDS Clock and PrEP RCT/ethics can be problematised – they do not quite describe a smooth spatiotemporal trajectory where anywhere, anyplace their meaning remains assured. Rather, we find that these are enacted in profoundly localized ways. In key respects, our own account of HIV, ironically, amounts to a standardised critical-analytic story about how the performance of standardization is compromised by local variability.
 That is to say, our arguments in relation to universalist/standardist aspirations of PrEP RCTs/ethics and the AIDS Clock are themselves no less universalist/standardist. This analytic has long been exercised in sociology which has examined the ways in which technical standardization presupposes a particular, often inappropriate, local social world – that is to say, practices what Brian Wynne calls ‘a naïve sociology’ which might nevertheless be productive, as we find in relation to standardization wrought by audit.
 

Despite all these lay, political and academic critical responses, these global standards nevertheless remain durable insofar as they are constantly reiterated: the Clock will apparently always and everywhere count HIV infections, however inappropriately generic those infections might appear; and standardised RCT/ethics will always and everywhere apply in the production of the best ethically derived, clinically robust knowledge despite their ‘subversion’, or at least, problematization, by local contingencies. 

But, notice, arguably the counter-examples and counter-arguments seem to be following these standardizations, always and everywhere. It would seem that critique fits into the same formal globalizing categories enacted in the AIDS Clock and PrEP RCTs/ethics themselves. 
We can tentatively treat this in terms of the topological categories of the homeomorphic (narrower criteria of similarity where belonging to the same set will mean having the same general features such as numbers of holes and tails in the case of classifying English letters of the alphabet, thus A=R) versus the homotopic (broader criteria of similarity which allow for some forms of deformation – eg squishing features such as tails out of view, thus A=R=P=O). 

Thus we might see the durability of the AIDS Clock and PrEP RCT/ethics as a homotopic mediation: forms of deformation of infections that allow for particular forms of classification. In the case of the clock, the local details of infections are stripped away to produce a ‘generic infection’. This, it might be claimed, is a major ‘deformation’ that is linked to a particular reformation – that of the AIDS Clock and international research, policy, programmes and so on  generated with the production of the generic. In the case of PrEP RCT/ethics —  its formation as a universal goes hand in hand with deformation into generic at-risk bodies, drug effectiveness and ethical problematique. 

And, arguably, a homeomorphic operation might apply in the classification together of the two key local-global enactments that we have described. There is a basic similarity between, on the one hand, the deformations of local specificity enacted by the universalist AIDS Clock and PrEP RCTs/ethics, and, on the other, the deformation of that local specificity into the form of a ‘principle’ (everything is local) to resource a universalist/standardist critique of the universalism/standardization the AIDS Clock and PrEP RCTS/ethics. Indeed, there seem to be two similar, co-present – or ironic - spatiotemporalities enacted here that share similar dynamic and form, but run in contrasting substantive directions – both establish universalism/standardization, but where one to celebrates it, the other derogates it.  

It is tempting to try and capture what is taking place with the catchphrase “Degrees of Deformation are related to Levels of Formation”: the type of deformation that is enacted is linked to the types of categorizations that are possible. And this, as we have seen, renders a particular sort of smooth spatiotemporality where these deformed objects (infections) flow seamlessly from specific place-times, toward the site of the global or universalistic, whether these be of clinical/ethical or social critical practice. 
Conclusion: Ironic Spatiotemporalities

Things get more interesting when we bring the AIDS Clock and the PrEP RCTs/ethics together.  The AIDS Clock serves as a symbol to motivate efforts to decrease numbers of infections, and in this respect we might say that it is part of the affective mechanisms behind such efforts. Yet, PrEP can best be clinically trialled in situations where the incidence of HIV is relatively high, and where there are ‘sufficiently’ poor medical resources such that the effects of PrEP will be detectable. Put another way, the cumulative sum displayed on the AIDS Clock is what the PrEP RCT/ethics partially affectively ‘depends’ upon as a spur to action, a call to arms. While the AIDS Clock standardizes infections, its impact is highly localized – affectively impacting on those in a position to react (namely, mainly western researchers and ethicists).
 Simultaneously, PrEP RCT/ethics partially technically depends on non-generic infections in the most deprived areas (to generate data), a dependency that is a reflection of standardized RCT/ethics procedures. But the trial’s very presence, by virtue of its particular instantiation of RCT/ethics procedures, may both reduce participant risk of infection (through prevention counselling) and precipitate behavioural disinhibition (eg lead to more infections say through increased non-use of condoms). The new infections, born out of the specificities of a situated implementation of standardized RCT/ethics procedures, eventually become translated back into the generic infections of the AIDS Clock. 

In sum, we move from the universality of the AIDS clock, through the localization of its impacts on medical researchers and their ethical fellow-travellers, who apply the universal standards or RCTs and the accompanying ethical problematique which--in order to demonstrate the efficacy of the intervention/candidate—depend on continuing rates of new  local infections which, in turn, translate into the generic universal AIDS clock infection rates versus deaths. What seems to be happening here is a switching of generic and non-generic status, globalization and localization, the standardizing and the situating. Or to draw on that topological cliché, the Moebius strip, if one’s thumb is on the globalizing ‘side’, and forefinger on the localizing ‘side’, a little travel soon reverses these contacts. 

At the very least, the non-linearities traced here suggest there is no simple ‘turn back of the AIDS clock’For example, if RCTs (that have been facilitated by the AIDS Clock) show that PrEP works, this could delay the production of vaccines because it becomes more difficult to test those vaccines when, through PrEP, populations become less at risk.
 Any ‘turning back of the clock’ is unlikely to be an unalloyed good, and any triumphalism is likely to generate its own topological challenges – or ironic spatiotemporalities. 
� http://www.unfpa.org/aids_clock/


� http://www.unescap.org/ESID/psis/population/popheadline/312/art8.asp


� There is already convincing evidence to show that the drugs can prevent mother to child transmission (AVAC, 2005).  Moreover, the existing availability of the drugs used in PrEP means that, if their efficacy is established through RCTs, their legitimate prescribing for prevention would be immediate (AVAC, 2008; Paxton et al., 2007). 


� The randomised clinical trial is regarded as a fully scientific objective form of evaluating drugs, noted to have replaced more social and cultural models of healing, a subjectively deduced effect. It involves comparing two groups, one subject to the intervention while the other is not but using a method where those directly involved—the researchers and the trial participants—do not know who is receiving the drug and who is receiving a placebo.  


� Stephenson, J. and Imrie, J. Why do we need randomised controlled trials to assess behavioural interventions? BMJ. 1998 February 14; 316(7131): 611–613.


� In general, these trials are ethically justified in light of international bioethics principles and guidelines established within the HIV field on the grounds that those recruited to the trials are in urgent need of the intervention and that sufficient safety monitoring is undertaken through an independent Safety Monitoring Board.  The World Medical Association Declaration of Helsinki ‘Ethical Principles for Medical Research Involving Human Subjects’� includes the following in its statement on ethical medical research. ‘Populations that are underrepresented in medical research should be provided appropriate access to participation in research.’   However, this argument also results in what has been identified as a paradox for HIV biomedical research.  See MacQueen, K. M., Namey, E., Chilongozi, D. A., Mtweve, S. P., Mlingo, M., Morar, N., Reid, C., Ristow, A., Sahay, S., HPTN 035 Standard Of Care Assessment Team (2007) ‘Community Perspectives on Care Options for HIV Prevention Trial Participants’, AIDS Care, 19 (4): 554–60.





� In 2004, Cambodian and Cameroon groups representing female sex workers targeted for the first round of PrEP trials claimed that the trials were unethical because they did not provide sufficient information, they did not guarantee medical care for adverse events, and there was no provision of anti-HIV drugs for those who became infected during the trial. These claims have been disputed by those responsible for the design and implementation of the trials (Mills et al 2005). Nevertheless, these claims can be said to reflect the lack of trust that arises in response to ‘standardist’ claims  - whether these be around clinical trials, instructions for the use of pesticides, or innumerable forms of audit. In any case, the two trials were closed. See Mills, E., Rachlis, B., Wu, P., Wong, E., Wilson, K. and Singh, S. (2005) ‘Media Reporting of Tenofovir Trials in Cambodia and Cameroon’, BMC International Health and Human Rights, 5 (6): 1–7. 


� Jintarkanon, S., Nakapiew, S., Tienudom, N., Suwannawong, P. and Wilson, D. (2005) ‘Unethical Clinical Trials in Thailand: A Community Response’, Lancet, 365: 1617–18.


� Even where trial sponsors and scientists invest considerable effort in gaining community support for RCTs. The achievement of support is taken as an endorsement of the trial as ethical. But it is also something of a guarantee against further trial closures, costly in terms of dollars and for scientific research (UNAIDS 2006; UNAIDS & AVAC 2007). See AVAC (2008) Anticipating the Results of PrEP Trials: A powerful new HIV prevention tool may be on the horizon. Are we prepared? A publication from AVAC’s Anticipating and Understanding Results series August 2008; UNAIDS (2006) Creating effective partnerships for HIV prevention trials: report of the UNAIDS consultation, Geneva, 20–21 June 2005, AIDS, 20, pp. W1–W11; UNAIDS and AVAC (2007) ‘Good participatory practice guidelines for biomedical HIV prevention trials’ A report produced by Joint United Nations Programme on HIV/AIDS (UNAIDS) and AVAC.





� Though, ironically, it is also this local variability that renders these standards realizeable across contexts.  


� On this score our analysis falls in line with a standard constructionist critical analytic which shows how claims for standardization, universality or globality are undermined by the contingencies of the local (though the flexibility and adaptatbility of the local, ironically, also make these standards workable). See, for example, Bowker G.C. and Star S.L. (1999) Sorting Things Out: Classification and its Consequences. Cambridge, Mass.: The MIT Press; Power, M. (1999) The Audit Society. Oxford: Oxford University Press; Wynne, B.E. (1989). ‘Frameworks of Rationality in Risk Management:  Towards the Testing of Naive Sociology’ in J. Brown (ed.) Environmental Threats (London: Belhaven Press). 











� As a prehension, the AIDS Clock is affective in so far as the actual occasion or object can accommodate it. There is always an element of local teleology in the process of becoming. See Whitehead, A.N. (1929) Process and Reality. Cambridge: Cambridge University Press. 


� In detail, should PrEP be found to be sufficiently efficacious, what should be given to placebo group participants in other ongoing and future prevention trials? Could PrEP trials continue to be ‘ethical’ with a placebo arm if PrEP is found to reduce the likelihood of infection? Moreover, would trials for other prevention technologies such as vaccines be required to offer PrEP to all participants? (AVAC, 2008:9). If so, potentially more efficacious vaccines might be delayed because the effects of the vaccines would be masked, and because, with reduced risk of infection and therefore to compensate statistically, higher numbers of participants will be required. In other words, the HIV toll may be slowed but the specific dynamics comprising it are likely to become more complex. The chances of better interventions for dealing with the virus may, as a consequence, become increasingly more encumbered by the affects of the Clock, PrEP and RCT/ethics currently in existence. 
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