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The efficacy of early goal directed therapy in improving outcomes has been
questioned in few recent studies. But, does that hold true for low and middle income
countries like Nepal? This editorial expresses the views of the editors on the usual
care of sepsis patients and early goal directed therapy in resource limited settings.
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hen Dr Emanuel Rivers published his landmark trial*

in New England Journal of Medicine in 2001 the
emergency and critical care doctors were the happiest
ones. The chances of survival of patients with sepsis went
up overnight. People became curious and started looking
into reasons for the positive change. The interventions
that made the differences started getting attention. That
was the time Early Goal Directed Therapy (EGDT) came
into highlights. The importance of EGDT rocketed after
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the Surviving Sepsis Campaign Guidelines endorsed the
protocol and started advocating for its implementation in
the hospital emergencies as the new standard of care.? The
campaign is one of the biggest in the field of management
of patients with sepsis. Multiple centres from around the
globe have partnered with the campaign and incorporated
the protocol in sepsis management. The data analysis does
show a significant reduction in the mortality rate after the
hospitals started following the protocol.?



However, the recent publication of some randomised
controlled trials (RCTs) that tested the validation of EGDT
protocol concluded that the protocol itself does not make
a difference in how patients with sepsis are compared to
the usual care.? The trials were big, big in the database and
done in ‘big’ countries, the high-income countries (HICs).
The burning question is - does it hold true for the low and
middle-income countries (LMICs) as well? What does the
usual care mean for LMICs and HICs?

It is important to understand the usual care in the LMICs.
Resources, equipment, the nurse-patient ratio, intensivist
patient ratio, other staffing ratios, 24 hours coverage by
a trained ICU-specialist, lab facilities and the possibility
of blood gas measurements are few of possible limiting
factors for providing the “usual care” of the high-income
countries. Poor compliance to existing protocols is one of
the major hindrances for implementation of any protocol
based intervention. With rates of sepsis documented to be
ranging from 10%* to 54%° in ICUs of our country, Nepal;
a very valid question arises: does the EGDT protocol still
holds true for LMICs like ours?

The misinterpretation of the data from the “big trials” is
highly possible and dangerous, especially in LMICs. The
clinical practitioners may have a false impression that
the letting go the use of central venous catheters and
not sticking to the protocol doesn’t make the difference
in patient outcome. However, the results of those RCTs
need to be interpreted with caution. The usual care that
the authors of the research papers talk about itself is a
goal-directed therapy and early. The goals of resuscitation
in sepsis are still the same- adequate tissue perfusion at
the earliest, appropriate antibiotics and appropriate use
of fluids and pressors. Not sticking in a central venous
catheter doesn’t mean the sepsis patients don’t need
aggressive resuscitation. One can get away with not
measuring the central venous pressure but one cannot
get away with not doing adequate fluid resuscitation. The
same rule applies to other components of EGDT like the
use of inotropes and blood products.

The people from HICs have been using GPS devices for
many years for direction while driving. The integration of
GPS in the smartphones have brought down the use of
those GPS devices but does that mean we don’t need to
know the direction anymore. The ‘habits’ have only found
different ways of living them; the principles still remain the
same. EGTD protocol is a ‘habit’ and principles of treating
sepsis are known. Such a habit is yet to be implemented in
many of the LMIC settings.

We, the clinical practitioners, from the LMICs, have to
assure ourselves that the deviation from the protocolized
care in sepsis will do no harm as the ‘usual’ care runs strong
in our emergencies and ICUs. However, the bitter truth is
we not only do not have that ‘usual’ care in our hospitals
we do not have a protocolized care for the sepsis patients.
So we still need to emphasise on the implementation of
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goal-directed therapy and not spread the false impression
that the EGDT is dead.

We believe the early goal-directed therapy is sepsis
still holds relevance in LMICs; it’s just the methods may
require some modifications. Unless a ‘magic bullet’ like
hydrocortisone, vitamin c, and thiamine as described by
Marik etal®, provesto be fruitful in treating septic patientsin
randomised controlled trials, the foundation of treatment
of sepsis should be based on protocolised care. The LMICs
physicians should not forget the following principles of
treatment of sepsis regardless of the resources, financial
constraint or settings:

e Screening for sepsis and its early recognition

e Adequate fluid resuscitation

e Early intravenous antibiotics

e Use of vasopressors, and

e An important question needs to be answered in

LMICs setting: Does the patient require transfer to
a higher centre and can the patient be shifted now?

Conflicts of interest: D Aryal and A Sharma are the editors
of Journal of Society of Anesthesiologists of Nepal and
have filled the ICMJE conflict of Interest form and declare
that they have nothing to disclose.

Acknowledgement: None
Sources of Funding: None

ORCID IDs:
Diptesh Aryal http://orcid.org/0000-0002-1431-8293
Apurb Sharma  http://orcid.org/0000-0002-1655-5997
References

1. Rivers E, Nguyen B, Havstad S, Ressler J, Muzzin A, Knoblich B, et al.
Early goal-directed therapy in the treatment of severe sepsis and septic
shock. N Engl J Med 2001;345:1368-77. https://doi.org/10.1056/
NEJM0a010307 [PMid:11794169]

2. Levy MM, Dellinger RP, Townsend SR, Linde-Zwirble WT, Marshall JC,
Bion J, et al. Surviving Sepsis Campaign.The Surviving Sepsis Campaign:
results of an international guideline-based performance improvement
program targeting severe sepsis. Crit Care Med 2010;38:367-74.
https://doi.org/10.1097/CCM.0b013e3181cb0cdc [PMid:20035219]

3. Angus DC1, Barnato AE, Bell D, Bellomo R, Chong CR, Coats TJ, et al. A
systematic review and meta-analysis of early goal-directed therapy for
septic shock: the ARISE, ProCESS and ProMISe Investigators. Intensive
Care Med 2015;41:1549-60. https://doi.org/10.1007/s00134-015-
3822-1 [PMid:25952825]

4. S Koirala, A Ghimire, A Sharma, B Bhattarai. ICU admission and
outcomes in a community-based tertiary care hospital: an audit of one
year. Health Renaissance 2011;9:83-7. https://doi.org/10.3126/hren.
v9i2.4978

5. Phua J, Koh Y, Du B, Tang YQ, Divatia JV, Tan CC, et al. Management
of severe sepsis in patients admitted to Asian intensive care
units: prospective cohort study. BMJ 2011342:d3245. https://doi.
org/10.1136/bmj.d3245

6. Marik PE, Khangoora V, Rivera R, Hooper MH, Catravas J.
Hydrocortisone, Vitamin C and Thiamine for the Treatment of Severe
Sepsis and Septic Shock: A Retrospective Before-After Study.Chest.
2016 Dec 6. pii: S0012-3692(16)62564-3. doi: http://doi.org/10.1016/j
chest2016.11.036 [PMid:27940189]

Journal of Society of Anesthesiologists of Nepal





