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Problems in Prehospital Research

« STRUCTURES:

* NETWORKS:
* PROBLEMS:
* MOTIVATION:
« CHANCES:

Not continuously available

Not continuously existing

Worse than in your worst dreams
Patients who may die without research
Academic studies may change clinical
strategies

Wenzel V et al., personal experience of the last 15 years.
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The run for $€ to organize a clinical trial
to study a drug with a >50 years expired
patent

Brussels: Grant was turned down after Austrian rightist
party won elections

Vienna basic scientists: You clinicians have enough money

Austrian science foundation president: Why did you not
measure catecholamine plasma levels at the roadside?

Total direct cost:
~200.000 Euro without personnel




Two things In life are indefinite:
Human stupidity and the universe.
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IRB Issues (1)

* IRB started in Innsbruck, Austria, then spreading
 Stuttgart, Germany: Why do you randomize?!
* Hessen, Germany:. Unaceptable conditions
* Wurzburg, Germany: published: ,,...not allowed”
* Heidelberg, Germany: Made me jump through hoops
» Graz, Austria, Berlin, Germany:

,2Agree with and follow other IRBs*



IRB Issues (2)

* Define the plan who submits to the IRB
* Always personally introduce yourself

« Remember: IRBs are a popular method of
disposal for difficult university characters

* Ask for advice- it opens a fortress

 Copy as many positive IRB letters as possible

 Make sure receipts of payment are received

* If things get difficult- evaluate if doable or not



How to wrap up the study drugs?

* Medical student calls Kodak company in Vienna
« Sales rep understands problem

« 2,000 film containes arrive the next day

 study drugs do not fit into film containers

« Give away for kindergarten




How to motivate colleagues to randomize

 Handwritten Christmas cards to study coordinators
« 10 coffee packs to participating centers

,We can not pay you
for randomization,
but may we invite you
for a cup of coffee?




33 cities, 44 EMS, 33 months = 1,219 patients
Epinephrine during CPR |

===




Never violate your own rules . ..

The NEW ENGLAND
JOURNAL of MEDICINE

EDITORIAL OFFICES

02-5431 July 17, 2003

Volker Wenzel, M.D.

Department of Anesthesiology and Critical Care Medicine
Leopold-Franzens-University

Anichstrasse 35

6020 Innsbruck

AUSTRIA

Dear Dr. Wenzel:

[ have made an effort to read your revised manuscript titled “A Comparison of Vasopressin vs.
Epinephrine during Out-of-Hospital Cardiopulmonary Resuscitation.” However, the manuscript
seems to have been prepared hastily and without careful attention to detail. Thus, I am having
difficulty with it and have decided that I have no choice but to return it to you as unacceptable.

Wenzel V et al., Anaesthesist 2007;56:828-36.



After 5 years of labor, we were published

The NEW ENGLAND
] OURNAL of MEDICINE

EXTARLISHED 1M 1812 JAMUARY B, 2004

A Comparison of Vasopressin and Epinephrine for Out-of-Hospital
Cardiopulmonary Resuscitation

Volker'Werzel, M.D., Anette C. Kdsmer M.D., H. Richard Arntz, M.D.,
Helmut Sitter, Ph.D., Kad H. 5tadlbauer, M.D., and Kad H. Lindner 8.0,

farthe European Resuscitation Council Vasopressor during Cardiopulmonary Resuscitation Study Group®




Hospital discharge of all patients (n=1186)
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Wenzel V et al., N Engl J Med 2004;350:105-113.



Hormone Can Save Some Cardiac-Arrest Cases

DAVID ARMSTRONG
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results were so impressive that resuscita
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Since 1900, ti ndard for resuscitat

ing cardiac-arrest victims called for the

Wall Street Journal January 8th, 2004.

injection of a shot of adrenalin, also

pinephrine

Vasopressin was first mentio
f'!l"'!.‘Y.:.l heart drug about C
when researchers discovered that
diac-arrest survivors had higher vaso
pressin levels than those patients who
died. Vasopressin is a naturally occur-

*

900 U.S. victims of sudden
death per day- it is like

one Jumbo Jet crash per
day without survivors;

with vasopressin it is

~4-5 survivors per day-

a huge difference*

Dr. Vinay Nadkarni,
American Heart Association
spokesperson
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outside of a hospital setting and initially
treated by physicians working on emer
gency rescue crews
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Discuss in a multi-culture environment,
and surprising things happen.
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DIE ZEIT 17 July 2003



If return of spontaneous circulation can not be
established with adrenaline, vasopressin may
be injected.

Guidelines 2000 for Cardiopulmonary Resuscitation
and Emergency Cardiovascular Care

§ rnationatl Consensus on




Vasopressin-Problems

Import allowance due to ,,public interest”

(§ 72a Abs. 1 Nr. 3 AMG) denied since international
pharmacy can deliver the drug

Inspection of a U.S. manufacturer by EU authorities
was denied to verify content analysis from 1992
Pfizer dropped vasopressin (orphan drug)
Registration application with European authorities
was rejected



After the study
was done. ..

... home again before 9 PM
... time to loose overweight

... but ready for next trial







Multiple trauma XY Serfaus, 71 yo, 29th Apr 04

11:15 Tractor-accident, intubation, helicopter to hospital
11:50 Emergency room, no blood pressure, massive infusion

12:10 pH 6,8/ paCO, 47 / paO, 76 / Hb 3,3/ BE —23 / Lactate 94
13:15 Coliling of femoral arteries
13:30 Ventricular ectopies, cardiac arrest

e 7.
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Uncontrolled hemorrhagic shock vs. survival

Figure 1.
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Stadlbauer KH et al., Anesthesiology 2003;98:699-704.
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"‘a‘ 40 yo WF, fall (15 m): Pelvic rupture,
rupture A. iliaca int., A. pudenda, retrop.
"hematoma, head trauma, SAB, Le Fort I
FX, hemothorax, bronchial rupture, mult.
spine FX, humerus FX left, open femur FX
‘:‘t, open tibia FX left/right., calcaneus

Tl

4

g

| FXright.

i Py

i

Krismer AC et al., Anaesthesist 2005;54:220-224.



Vasopressin in uncontrolled
hemorrhagic shock

Stadlbauer KH et al., Anesth Analg 2005;101:830-832



Dynamic protocol for success

Shock therapy <10min I I

Uberlebenswahrscheinlichkeit

Shock therapy >30min

Provesd dar Fabasder

Systolic blood press. >90 e I

Uberlebenswahrscheinlichkeit

Systolic blood press. <90 ®

Blood pressure, fluids, survival

Lienhart HG et al., Anaesthesist 2007;56:145-50.
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Bureaucracy vs. a clinical trial (1)

Leading IRB decides, other IRBs decide about
local expertise and circumstances

Dynamics between states of the Union

Are HEMS physicians principal investigators?

C.V.s, financial disclosure (10x) within 14 days, P.l. class: 400€

Leading vs. participating IRB

Unconscios patient to sign or not?

Randomisation

Placebo is not allowed, even when the protocol is not understood

Drugs / Product dossier / German FDA

Cost for 200 patients: 65.000 €/8.000 €/ 2.700 €



Bureaucracy vs. a clinical trial (2)

Master L.abel Copy Approval (MIL.C) Formblatt-Nr.: 167
? Version Nr.: 04
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1 Ampulle enthilit 4 ml Vasopressin 10 1L.E, oder Placebo Carton
Doslerung und Gebrauch nach Profplan

Varwendbar bis: MM/JJJIJ Ch.-B.: >XXOO0<MUL
EudraCT-Nr.: 20006-004252-20

Lagerung bei 2 — 8°C

Zur kKliinischen Priofung bestimmt

Sponsor: Medizinische Universitilt Innsbruck,

Prof. Dr. Volker Wenzel!l, M.Sc., Univ.-Klinik fOr Anaesthoesio
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Teol +43 512 504-80430
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¥€$ we can pay for it

EU-Vasopressin: 200.000 €, n=1.219

Wenzel V et al., N Engl J Med 2004; 350:105-13

F-Vasopressin: France + Aguettant, n=3.000

Gueugniaud PY et al., N Engl J Med 2008;359:21-30

EU-TROICA: 3.000.000 €, n=1.050

Bottiger BW et al., N Engl J Med 2008;359:2651-62

EU-VITRIS: 200.000 €, n=200

Wenzel V et al., Lancet 2009;374:267-8.



UK Research Problems spreading?

- UK
-1 I~ Worldwide

[ab]
c
T
[7s]
[5]
i |
=
h
h
@
e
S
Ty
&~
{44 ]
on
=
{55
=
]

1997 1998 1999 2000 2001 2002 2003 2004 2005 2006
Year of publication

Feneck RO et al., Anaesthesia 2008;63:270-275.




Positive experiences
in own hospital

Clinical studies to
extrapolate strategy
to clinical routine

First
observations

|

| -

Progress in small steps, not breakthroughs

—_

Unexpected
problems, doubts,
colleagues laugh

Clinical studies
neccessary

Raab H et al., Crit Care Med 2007;35:2221-2.



