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Introduction: 

In the previous randomized control study, they calculated the risk 

probabilities and benefits chances of beginning antiretroviral in HIV-positive 

patients whom they have CD4+ counts of below 500 cells per cubic 

millimeters (cells/mm3). Conversely, the discoveries of earlier studies are 

inconsistent and did not emphasise the benefits probabilities such as virus 

suppressed and cd4 recover and goes up or risks chances of initiation 

therapy in patients with high CD4+ count above 500  cells/mm3 such as 

effect in kidney, liver, and others drugs side effects. Furthermore, the former

recommendations of guidelines for curing positive HIV patients are varying 

and the baseline level of CD4+ to initiate and start antiretroviral therapy has

been changed for various times. There is confirmed evidence to start 

antiretroviral when CD4+ count range 350 however it is generally originated 

only from the result as an observational study. Therefore, this Initiation of 

Antiretroviral Therapy in Early Asymptomatic HIV Infection is undoubtedly 

statement and address focused matter and it is highly fundamental because 

it seals the gaps of evidence in the earlier reports and studies. using a 

randomized controlled trail designing in this study was appropriate. In 

addition, that study design is proper to uncover the study objective which is 

to determine the hazards and profits of fast starting of ARTs therapy in 

patients have asymptomatic human immunodeficiency virus (HIV) infection 

those who have a CD4+ counts excess of 500 cells/mm3. The question of the

research was extremely valuable because the question looked for rising 

proportion of HIV-positive patients all around the world and attempted to 

downgrade the extreme risks and high mortalities that are generally 
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correlated with HIV and significantly develop the patients’ health condition 

and considerably shrinkage the potential HIV spread. 

Population: 

This Initiation of Antiretroviral Therapy in Early Asymptomatic HIV Infection 

study is a multicontinental study; where it is conducted in 35 countries 

involving low earnings incomes nations and great income countries in 215 

sites and clinics. The people that have been reports in the research are from 

multicontinental and diverse continents (Asia, Africa, North and South 

America, Australia, Europe, middle east- Israel, and Mexico). In addition to, 

many different bac ground races and ethnicity. For example, (Blacks, Asians, 

Latinos, Whites, and others). The outcomes of this study connected to all of 

the world so, the findings may appropriate and valid for all the world people. 

But, to take into consideration almost  32% of the patients were smokers, 

and that may affect or fake the results outcomes. Moreover, both race 

background and ethnic groups background were not equal. In addition to,  

the median ages of the contributors is 36 which means mostly only youthful 

young patients were tacked in consider in this study. 

The comparator was given: 

This Initiation of Antiretroviral Therapy in Early Asymptomatic HIV Infection 

study compared amongst instant initiation or start of antiretroviral therapy in

a positive HIV patients who have CD4+ counts upper than 500 with delayed 

start of antiretroviral until the CD4+ count ranges 350 cells/mm3 because of 

this CD4+ count (350) was the beginning or baseline to initiate antiretroviral 

in earlier time (WHO, 2008). Although, 21 patients which they are represent 
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4% in the postponed group introduced antiretroviral with a CD4+ cell counts 

beneath the deferred treatment baseline of 350 cells/mm3 and five primary 

main endpoints happen for them. The 21 patients as a number in this 

outsized sort of study not a significant number but they must consider it and 

make no hidden facts. That might shake the outcomes and contributes to 

escalation the percentages of the primary endpoints in a deferred or delayed

initiation group. 

The conclusions considered: 

The endpoints purpose or design of this research was significantly 

applicable. This study or research considered multifactorial conclusions 

which involve two chief components. The first fundamental one was any 

serious AIDS-related incident, which involved mortality from AIDS or 

whichever AIDS-defining incident (established by the Centres for Disease 

Control and Prevention in 1993). The second important element was any 

serious non–AIDS-related incident, including mortality from reasons but 

AIDS.  The secondary endpoints stayed pre-specified in the study reports 

procedure and protocol, however, the sub-grouped did not specify because 

of the research built on the whole entire study people. The secondary 

endpoints incorporate severe AIDS-related cases, serious non–AIDS-related 

cases, mortality, and deaths for any reason, class 4 incidents, and 

unscheduled or rash hospital admissions for causes but AIDS incidents. 

However, unscheduled or suddenly hospital admissions did not define or 

state in the article clearly. Nevertheless, possibly unconnected incidents 

involved non-AIDS cancers. For example, prostate, bladder, gastric 

adenocarcinoma. Furthermore, death because of liver illness, diabetes, 
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substance misuse, or suicide, which were more repeated in the deferred 

initiation group. In addition, the outcomes results reached established on 

countries with an elevated prevalence of tuberculosis which is the number 

one killer of AIDS patients in Africa and might not be straight applicable to 

the highly incomes countries. 

Randomization: 

How was the study carried out? 

Appropriate applicants randomized in a 1: 1 proportion either in the 

immediate antiretroviral therapy (ART) group or the deferred antiretroviral 

therapy (ART) group. Randomization stratified via the clinical sites. Positive 

HIV patients who were 18 years of age or oldest and who antiretroviral 

therapy ART naïve and without previous  history of AIDS, and were in over-all

good suitable health were appropriate for the study research if patients had 

two CD4+ counts o excess of 500 cells/mm3 as a minimum 14 days apart 

within two months by  or before the enrollment for the study. But, individuals

who are normally in good and suitable health conditions did not define in the 

study protocols. The females who are being pregnant or breastfeeding at 

screen phase were not eligible and not qualified; females who turn out to be 

pregnant during follow-up continued and remained in the study research. 

The other group of the patients which who has CD4+ count dropped to 350 

cells/mm3or the progressive development of an AIDS-related incident or any 

other circumstance that needed the use of antiretroviral therapy ART. In 

general, both immediate initiation group and deferred initiation group were 
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the same at the baseline and the randomization was satisfactory and 

appropriate to answer and response the study research question. 

Entered patients and conclusion: 

3. 0 years was the mean follow-up time for Initiation of Antiretroviral Therapy

in Early Asymptomatic HIV Infection study, and  2. 8 years was the median 

for this study. Nevertheless,  the time for follow up in the study research was

considered to be a short time because it is not given sufficient time to show 

the side effects of antiretroviral therapy ART. That is because they reached 

the answer for the research fundamental question, they discontinued the 

study and most of the patients in the delayed or deferred initiation group 

straight start ART therapy. 23% only of the patients were followed and 

continued for 4 years and more. That could be reflected as one of the 

weaknesses points of this research study. The station with concern to 

unknown for the primary endpoint which was described as an absence of 

connection for at least 295 days for 93 patients which represent around 4. 

0% in the immediate-initiation group and 119 patients which represent  5. 

0% in the deferred-initiation group. That numbers of patients were not highly

significant and might have no major effects on the outcomes. 

Were they blind? 

since of the surrounded environment and the nature of the study the 

investigator and patients were not blind to the treatment groups project. 

However,  the endpoints for that were reviewed as blind to the treatment 

group. The interim summary outcomes during the research study were not 

well-known by study researchers and the outcomes of interim studies were 
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reviewed and examined by a liberated independent data and monitoring 

safety board. 

Were the groups similar? 

In this study, The two study groups were well equalized at same baseline 

they randomly assigned 4685 of patients. 2326 of the patients were received

immediate therapy and 2359 of patients established deferred antiretroviral 

therapy. The median ages were 36 years old, and almost 27% of the 

contributors of every group were females. The CD4+ count was 651 

cells/mm3 was The median. Nearly the social life’s for the patients in the 

groups were analogous because the social living might effect on the drug 

adherence for the patients. In lower social life societies, the drug adherence 

was significantly lower. Nevertheless, in this research the patient from Asia 

consider lower although Asia includes almost two-thirds of the earth people. 

The proportion of ladies consider a small because the high number of 

individuals living with HIV in 2013 was around 34. 9 millions, 16. 1 millions of

them were females which represent 45, 7. But, in Initiation of Antiretroviral 

Therapy in Early Asymptomatic HIV Infection study, the percentage of 

women is ONLY 26. 8 %. Furthermore, The 70%  which is 25 millions out of 

36 millions individuals lives beside HIV are from Africa. In this study, only 21.

2% of the patients at baseline was from Africa. Additionally, there are some 

countries shows the above representations. 

Were the groups cured comparably brand or generic drug? 

Medications that were primarily have been used for the initial treatments in 

the immediate-initiation group also the deferred-initiation group were 89% 
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tenofovir in both groups), 89% and 88%, respectively were used 

emtricitabine, and efavirenz was representing 73. 1% and 50. 9%, 

respectively. However, still the question stand with no answer did the groups

of patients used a similar brand of ARTs or generics since the drug 

bioavailability differs? that does not have a clear declaration in the study 

research. So that could affect and disturb the outcomes of the research 

question. 

How great was the treatment medications effect? 

The primary composite endpoint remained reported in 42 of the patients in 

the immediate-initiation group. In addition to, in 96 of the patients in 

deferred-initiation group. 

How precise was the approximation of the medication outcome? 

In the contrast among both groups which are the immediate-initiation group 

and the deferred-initiation group, the expected hazard or risk ratio was 

exactly 0. 28 (95% CI, 0. 15 to 0. 50; P <0. 001) for the serious AIDS-related 

incident and is considered as suitable or acceptable. 0. 61 (95% CI, 0. 38 to 

0. 97; P= 0. 04) was the estimated hazard ratio for the serious of non–AIDS-

related incident, and for death because of any reasons was 0. 59 (95% CI, 0. 

28 to 1. 17; P= 0. 13. For the dual highest recurrent serious non–AIDS-

related incidents which are non-AIDS cancer and cardiovascular disease, the 

predictable hazard or risk ratios were 0. 49 which represent  95% CI, 0. 22 to

1. 11; P= 0. 09 and 0. 85 which represent  95% CI, 0. 39 to 1. 81; P= 0. 65. 

The hazard proportion for the cancer patients for both combining the AIDS 

and the non-AIDS cancers was 0. 37 (95% CI, 0. 19 to 0. 66; P= 0. 001). 
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Nevertheless, in an interval of deaths and mortality from any reason and the 

non-AIDS cancers and cardiovascular CVS diseases are wide-ranging, which 

that means there are a slight precise and additional data are needed. 

Is the result related in or to my context? 

As a Student of pharmacy, this research can be considered as one of the 

most significant studies that ever  done before considering a time to start 

ARTs since it is connected straight to my area of work and might increase  

and improve the well-being life qualities of HIV positive patients and 

downgrade the spread of this diseases since initial the ART prompt lower the 

probability of the transmission of HIV. Furthermore, the pharmacist’s 

performance the fundamental job in the treatment of HIV diseases. 

Were all the clinical significant results considered? 

the research study deliberated the results that the physicians and HIV 

patients are possible to view as principal serious AIDS-related incidents, 

serious non–AIDS-related incidents, or mortality for any reason. the study 

concludes founded on nations and countries alongside an extreme 

prevalence’s of TB could not be straight appropriate to the developed 

countries. In addition to, side effect of lifetime long treatments with the ART 

would be state and additional studies must be done on this since HIV positive

patients will be associated in extended lifetime using this medications. 

Are the cost of treatment and benefits worth this harms? 

The benefits worth the risks and the costs since the outcomes of this 

research save countless life’s in compared to were still shadowing the former
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guideline (BHIVA)( and the outcomes of the study nowadays recommended 

via WHO besides the research appraised by high ranked journal and already 

published it. 

Close: 

This research transformation the overall practices to postpone or defer the 

initiation of antiretroviral therapy in asymptomatic patients alongside a 

CD4+ count exceeding a undeniable threshold levels and the most recognize

origination all over the world currently indorse starting ARTs whatever of the 

number of CD4+ counts. 
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