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4) http://en.wikipedia.org/wiki/Eli_Lilly_and_Company

5) Bernard GR, Vincent JL, Laterre PF, et al, Efficacy and safety of recombinant human activated protein C for severe sepsis. N
Engl J Med 2001 ; 344 : 699-709.

6) Poole D, Bertolini G, Garattini S, Errors in the approval process and post-marketing evaluation of drotrecogin alfa (activated) for
the treatment of severe sepsis. Lancet Infect Dis 2009 ; 9 : 67-72.

7) Eichacker PQ, Natanson C, Danner RL, Surviving sepsis—practice guidelines, marketing campaigns, and Eli Lilly. N Engl J Med
2006 ; 355 : 1640-2.
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PROWESS trial** ADDRESS trial=* ENHANCE trial*
Drotrecogin alfa Placebo Drotrecogin alfa Placebo Drotrecogin alfa
(activated) (activated) (activated)
Single organ failure 42/215(195%) 43/203 (212%) 149/856 (17-4%) 131/883 (14-8%) 57/370 (15-4%)
Multiple organ failure 168/634 (26-5%) 216/637 (33:9%) 94/455 (20.7%) 89/407 (21-9%) 543/2005 (27-1%)
APACHE Il <25 82/436 (18-8%) 83/437 (19:0%) 195/1154 (16-9%) 182/1137 (16-0%) 284/1513 (18-8%)
APACHE Il =25 128/414 (30-9%) 176/403 (43-7%) 48/163 (29-4%) 39/158 (24:7%) 316/862 (36.7%)
Total 210/850 (24:7%) 259/840 (30-8%) 243/1317 (18:5%) 221/1295 (17:1%) 600/2375 (25:3%)

Data are n/N (%). Data from the PROWESS trial* and ADDRESS trial* have been taken from the FDA clinical review" and the study by Friedrich et al, respectively;“we
calculated percentages of deaths from the number of deaths and the total number of patients. We also calculated the number of deaths from percentages and total number
of patients reported in the ENHANCE trial.“ The FDA clinical review* and the ENHANCE study publication* report subgroups of patients with two, three, four, and five organ
failures: the multiple organ failure subset was created merging data from these subgroups. APACHE= Acute Physiology and Chronic Health Evaluation.

Table1: 28-day mortality in subgroups from trials of drotrecogin alfa (activated)

(3% 1) PROWESS H7Z1t9| 5t87

S44242}6)

RE(05% CI) RR (95% CI)

SIngle organ fabure : i 0-02 (3-63-1-35)
Muitiple organ fallure —_— 078 {(0-68-0-97)
APACHE B <25 b 0-99 {0-75-1-30)
APACHE D 225 —_— 0-71 (0-50-0-85)
Total —_— 0-80 (0-60-0-04)

T T T T T T T T T

4] 0-20 0-40 060 0-B0 1-00 1-2D 1-40 16 1-BD

Figure 1: PROWESS trial™ data comparing drotrecogin alfa (activated) with placebo
‘We used data from the FOW dinical review on drotrecogin alfa™ to aloulate the risk ratio (RR) and 95% Cls for
patients with kow and high risk of death according to the APACHE Il score and the number of organ failures.
Interaction test results, calovlated according to Altman and Bland, = were p=0-045 for ARACHE Il score «25 versus
APACHE l score =25 and p=0-435 for single organ failure varsus multiple crgan failure. The FDA clinical review,
reports subgroups of patients with two, three, four or five organ faileres: the multiple organ failure subsat was

created merging data from these subgroups.
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Surviving Sepsis
Campaign launched

Timeline of Controlled Trials of rhAPC, Regulatory Actions, Yearly Sales, and the Marketing

Initiative by Eli Lilly.

The Surviving Sepsis Campaign consisted of three phases — an initial one defining the need to treat
sepsis, a second one developing treatment guidelines, and a third one developing and implement-
ing performance bundles based on the guidelines. The four data points show end-of-year sales. The
company had predicted annual sales of $300 million to $500 million.
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9) Dellinger RP, Carlet JM, Masur H, et al. Surviving Sepsis Campaign guidelines for management of severe sepsis and septic

shock. Crit Care Med 2004 ; 32 : 858-73.

10) Levy MM, Delinger RP, Townsend SR, et al. The Surviving Sepsis Campaign: resulis of an international guideline—based
performance improvement program targeting severe sepsis. Intensive Care Med 2010 ; 36 : 222-31.
11) hitp://www.npr.org/templates/story/story. php?storyld=6298643. Dr. Mitchell Levy, of Rhode Island Hospital, is a leader in the
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Surviving Sepsis Campaign, He says there's nothing wrong with a drug company funding the efforts, as long as everybody's
open about it. “In an ideal world, where there was enough NIH funding,” Levy says, ‘for purity it would be great to not have to

use industry funding,”

12) Durbin CG Jr. Is industry guiding the sepsis guidelines? A perspective, Crit Care Med 2007 ; 35 : 689-91,

13) The inability to translate top quality research into medical practice has been identified as a major faiing of representative
healthcare agencies worldwide. To overcome the uncertainties of success by simply publishing guidelines without further
efforts to implement them, medical societies on behalf of SSC applied for and received industry—sponsored educational grants
to conduct sepsis—related educational initiatives. These grants have enabled the SSC to develop the components of a global
performance improvement program o elicit significant and rapid clinical change. Without such sponsorship, an ambitious
project of this scale would not have been possible in the present funding climate. The sources of funding have always been
prominently disclosed, including in the 2004 guidelines publication itself. Transparency regarding disclosure of potential
conflicts of interest is not a definitive solution to the possibility of undue influence, but this disclosure is an important step on

the way to a broader solution.

14) Lilly, in a prepared statement, said it was proper” to provide funding for the Surviving Sepsis Campa\'gn We do not believe

that Lilly had any role in the development of

guideline content, beyond funding the initiative,”

the company said. The

campaign worked independently and autonomously, and our funding for these grants was openly disclosed.”
15) Dr. Naomi O’ Grady chaired the panel of the Infectious Diseases Society that reviewed the guidelines. ‘Let me choose my
words carefully,” said O’ Grady, who is not involved with the current report, “This guideline really, | believe, was designed to
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RR (95% CI) RR (95% CI)
Single organ failure b - i 117 (0-95-1-45)
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APACHE I <25 —_———— 1.06 (0-88-1.27)
APACHEIl =225 ; + i 119 (0-83-1.71)
Total — 108 (0-92-128)
I | 1 |
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Figure 2: ADDRESS trial* data comparing drotrecogin alfa (activated) with placebo
We used data from Friedrich et al” to calculate risk ratio (RR) and 95% Cls for patients with low and high risk of
death according to the APACHE Il score and the number of organ failures.

o}, AT A= o % 11,444 IS Ao ENHANCE -+ Xigris®] QP4 A4S
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oz FAA ARGl Wol oS & 4 vk o] AR A7 2A AasteiA, Fol &
SHANE GE DolA] Hizo] ok & 28UA| AMEE  28YUA A AMYE 25.3%, THIA 7] &4l
of YOFh T 17.1%, SFEA BT 18.5%% A T Ao ATFE 27.1%%, PROWESS 9] 24.7%,
% PROWESS At} g R matoli] AP 26.5%%F A sdstkAl UstthGr 1, 18|, <&
B0 o =L SAH polg HolA ¢ioktt 1 DoflA] Ezo] APACHE II 25 o)d=toll 4 9] A&
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promote a product” O Grady says her panel felt the guideline was developed hastily, and did not properly weigh the
evidence for Xigris, The committee also didn’t like the fact that Lilly funded the process,

16) Nadel S, Goldstein B, Wiliams MD, et al. Drotrecogin alfa (activated) in children with severe sepsis: a multicentre phase |l
randomised controlled trial. Lancet 2007 ; 369 : 836-43.

17) Abraham E, Laterre PF, Garg R, et al. Drotrecogin alfa (activated) for adults with severe sepsis and a low risk of death. N Engl
J Med 2005 ; 353 : 133241,

18) Vincent JL, Bernard GR, Beale R, et al. Drotrecogin alfa (activated) treatment in severe sepsis from the global open-label trial
ENHANCE: further evidence for survival and safety and implications for early treatment. Crit Care Med 2005 ; 33 : 2266-77.
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19) Drotrecogin alfa (activated) administered in accordance with a standardized hospital policy.

20) Hdz, LYURT Jhgoig G, 2H=X2E 2004, 10,

21) Coyne DW. Influence of industry on renal guideline development. Clin J Am Soc Nephrol 2007 ; 2 : 3-7.
22) Billi JE, Eigel B, Montgomery WH, et al. Management of conflict of interest issues in the activities of the American Heart Association

Emergency Cardiovascular Care Committee, 2000-2005. Circulation 2005 ;

112 1 IV204-5,
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Conflicts of Interest in the Development and Dissemination of
Clinical Practice Guidelines

Jong-Myon Bae*

Abstract

Clinical practice guidelines are systematically developed statements to assist practitioners and
patients in making appropriate health care decisions in specific clinical circumstances. The
potential influence of industry in the development or dissemination of clinical practice guidelines
raises ethical concerns. A review of the development and dissemination of the Surviving Sepsis
Campaign guidelines shows that the interaction between the pharmaceutical industry and
academic societies can undermine clinical guidelines and harm the industry’s reputation. Thus, it
is argued here that the process of developing and disseminating clinical practice guidelines
should not be tainted by problems of corporate support and transparency. Furthermore, the
process should identify and manage any conflicts of interest and ensure the patient-centeredness

of the evaluation of emerging medical evidence.

keywords
clinical practice guidelines, conflicts of interest, evidence-based practice, Sepsis, Drotrecogin Alfa
Activated

* Department of Preventive Medicine, Jeju National University School of Medicine
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