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Abstract
recent studies suggest that preemptive analgesia may be effective in reducing postoperative 

pain. one physiologic explanation may be interference with the endogenous opioid response. We 
investigated whether long-lasting preoperative preemptive analgesia may have an effect on the 
hormonal stress response after total hip replacement.

Methods
42 patients scheduled for elective hip replacement for coxarthrosis were randomized to 

receive, on the day before the operation, either 5 ml*h-1 ropivacaine 0.2% (study group, n = 21) 
or 5 ml*h-1 saline (control group, n = 21). postoperative analgesia was achieved in both groups by 
patient-controlled epidural analgesia (pcEA) with ropivacaine 0.2%. The main outcome measure 
was the concentration of authentic ß-endorphin [1-31] in plasma up to 4 days after surgery. 
Additional parameters included concentrations of adrenocorticotrope hormone and cortisol.

Results
both groups were comparable concerning preoperative parameters and pain scores. Epidural 

blocks were sufficient in all patients for operative analgesia. Preemptive analgesia was performed 
for 11-20 hours in both groups and led to significantly decreased pain scores before surgery. 
preemptive analgesia with epidural ropivacaine did not lead to decreased concentrations of 
ß-endorphin [1-31] before the start of surgery or in the postoperative period. furthermore, no 
differences could be detected in the time course of ß-endorphin and adrenocorticotrope hormone 
after surgery. However, cortisol concentrations differed significantly between groups before the 
operation, but showed a comparable rise after surgery.
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Conclusion
differences in postoperative pain after 

preemptive analgesia do not seem to be due to an 
altered endogenous opioid response.

Introduction
The effect of preemptive analgesia upon 

postoperative outcome remains controversial1. Agents 
under investigation for a possible effect include opioids2, 
ketamine3, local anesthetics4, and other analgesics5,6. 
possible explanations for the preemptive effect on 
postsurgical pain include reduction of nociceptive 
input, increasing the threshold of nociception, and 
prevention of neuronal sensitization 7. The suggested 
ways of interaction may be mediated by NMdA- 
or opioid-receptors, inhibition of cyclooxygenase, 
and interference with α2-antagonists7. in the case 
of opioids, peripheral as well as central receptors 
may play an important role in mediating preemptive 
analgesia8,9.

The hormonal stress response after major 
surgery is well documented and includes activation 
of ß-endorphin and its precursors10. There is debate, 
however, about the amount of “authentic” ß-endorphin 
in plasma, as the conventional radioimmunoassays 
(RIAs) are not specific for the complete peptide11, and 
even highly specific two-site RIAs still may pick up 
ß-endorphin derivates instead of the whole peptide. 
besides ß-endorphin, cortisol has been established as a 
valid parameter of postoperative pain12,13.

The aim of our study was to examine the effect 
of a long-lasting preemptive epidural analgesia on 
parameters of the hormonal stress response.

Methods
After approval of the local ethics committee 

and written informed consent, 42 consecutive adult 
patients, scheduled for total hip replacement were 
included into this double-blinded, randomized 
controlled clinical study. Exclusion criteria included 
contraindications for epidural anesthesia, neurologic 
or coagulation disorders, analgesic abuse or regular 
narcotic medication and an ASA-classification of 4 or 
higher. All routine medication, including analgesics, 
was continued until the evening before the operation. 

on the afternoon of the day preceding the operation, 
all patients were transferred from the general ward 
to the intermediate care ward of the department of 
orthopedics. After insertion of an intravenous line, all 
patients received an epidural catheter into the lumbar 
epidural space l3/4. After a test dose consisting of 10 
ml ropivacaine 0.2% and confirmation of the correct 
position with pinprick and cold spray, patients were 
randomized via a computer system into one of two 
groups. details of the clinical procedure have been 
published previously14.

Sample
patients in the study group (“preemptive”, n = 

21) then received, via a pump, a continuous infusion 
of ropivacaine 0.2% with a rate of 5 ml*h-1. in case 
of incomplete analgesia, the rate of the epidural pump 
was increased to a maximum of 10 ml*h-1. in case of 
motor blockade, the rate was reduced to a minimum of 
3 ml*h-1. The study protocol planned that preemptive 
analgesia lasted for at least 12 hrs prior to surgery.

After confirmation of the correct epidural 
position, patients of the control group (“placebo”, n 
= 21) received, via a pump, a continuous infusion of 
saline 0.9% with a rate of 5 ml*h-1.

All patients remained in the intermediate care unit 
until patients were transferred to the operating room. 
in both groups, the epidural application was continued 
until patients were transferred to the operating room. 
All patients received standard oral premedication with 
midazolam 7.5 mg. for operative analgesia, epidural 
ropivacaine 1% was used to achieve a sensory blockade 
until segment T8. central venous, arterial and foley 
catheters were inserted, as deemed appropriate by the 
attending anesthesiologist.

After completion of the surgical procedure, 
patients of both groups received a patient controlled 
epidural analgesia pump and were returned to the 
intermediate care unit. Application parameters of the 
pump included boluses of 5 ml ropivacaine 0.2% 
with a lock out interval of 15 min without an upper 
dose limit. In case of insufficient analgesia, patients 
were allowed to order a rescue analgesic consisting 
of intravenous piritramide. Epidural catheters were 
removed upon request of the patients. patients stayed 
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in the intermediate care unit until the morning of the 
first postoperative day.

Parameters
Main outcome parameter was the time course 

of the plasma concentrations of ß-endorphin [1-31]. 
This included preoperative (change from baseline to 
begin of surgery) as well as postoperative (beginning 
after completion of surgery until removal of the 
epidural catheter) assessment. Additional outcome 
parameters were plasma concentrations of cortisol, 
adrenocorticotrope hormone. To assess the effect 
of preoperative epidural analgesia, values of visual 
analogue pain scales were also measured. All laboratory 
parameters were drawn from a central-venous 
catheter, after at least 10 ml had been discarded. They 
were collected in EDTA-filled devices, stored until 
centrifugation, in cooled systems, and then frozen to 
–80° c. blood plasma samples were further processed 
after a maximum time of 6 weeks. Special proceedings 
for detection of ß-endorphin have been described 
earlier15. Briefly summarized, this highly specific assay 
is a two-site fluid phase immunoprecipitation RIA. 
The intra-assay coefficient of variation is 3.7%, and 
the inter-assay coefficient of variation is 3.8%. There 
are no cross-reactivities for incomplete parts of the 
ß-endorphin peptide, or for acetyl-N-ß-endorphin.

Points of measurement
All measurements were taken before insertion of 

the epidural catheter on the day before operation (M1), 
on arrival in the operating room (M2), after completion 
of surgery (M3), four hours after completion of surgery 
(M4), on the evening of the operating day (M5), and on 
every morning and evening until the epidural catheter 
was removed (M6-11).

Statistics
Statistical evaluation was achieved with analysis 

of variance for biometric, anesthesia, and operation 
related data. All other parameters were tested 
with multifactorial analysis of variance. in case of 
parameters not showing normal distribution, further 
calculation was done with log values. results were 
considered statistically significant if p-value was 
below 0.05.

Results
both groups were comparable regarding 

biometric, operation- and anesthesia related data. 
However, there was a trend towards younger age in the 
“preemptive” group (57±12 vs. 65±6 years, Table 1).

At the time of inclusion, chronic therapy with non-
steroid analgesics was performed in 12 (“preemptive”) 
and 9 (control) patients (non-significant). 
preoperatively, epidural analgesia was performed 
in both groups for 11-20 hrs. preemptive analgesia 
proved to be very effective, as visual analogue pain 
scale ratings decreased in study patients significantly. 

Table 1 
Biometric, operation and anesthesia related data. Given 

 are mean values and standard deviations. For VAS values, 
ranges are given additionally. NSAID= non-steroid 
anti-inflammatory drugs, ASA= American Society of 
Anesthesiologists, VAS= visual analogue pain scale.

preempt ive 
(n=21)

p l a c e b o 
(n=21)

gender (% female) 66 70 p=1

Age (years) 65 (6) 57 (12) p=0.08

Height (cm) 166 (6) 165 (8) p=0.676

Weight (kg) 79 (12) 78 (18) p=0.839

ASA-classification p=0.766

i 3 3

ii 15 16

iii 3 2

duration of operation 
(min)

107 (30) 105 (22) p=0.92

Midazolam (mg) 10.3 (2.5) 10.9 (3.3) p=0.664

Need for general 
anesthesia

3 3 p=1

propofol (mg) 263 (269) 264 (229) p=0.87

vAS before 
“preemptive” analgesia 
(M1)

30.7 (5-72) 32.1 (10-64) n.s.

vAS after “preemptive” 
analgesia (M2)

6.2 (0-20) 31.2 (5-78) p<0.001

vAS M3 1 (0-20) 0

vAS M4 38.4 (20-60) 39.9 (10-68)

vAS M5 35 (5-55) 44.2 (10-72)

vAS M6 29 (10-50) 38.4 (15-86)

vAS M7 22.2 (10-45) 23.6 (5-52)

vAS M8 11.7 (0-40) 13.8 (0-35)

vAS M9 15 (0-32) 9.1 (5-20)
vAS M10 16.7 (5-22) 5 (2-8)
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in contrast, vAS values remained constant in the 
control group (Table 1). Throughout the study period, 
vAS values were comparable in both groups with a 
trend to lower values in the study group (Table 1).

Epidural anesthesia was sufficient for surgical 
block in all cases. However, in both groups there were 
three patients who required general anesthesia with 
laryngeal mask because of restlessness in spite of 
sufficient analgesia. In these cases only propofol and 
no opioids were used intraoperatively.

Preemptive analgesia did not lead to significant 
changes in the plasma concentrations of AcTH or 
ß-endorphin as compared to baseline values before 
the start of epidural analgesia. concentrations of 
ß-endorphin [1-31] peaked in both groups before 
surgery (M2), declined until the evening of the 
operation day, and again rose to an elevated level 
where they stayed until the end of the study. There 

were no significant differences between both groups. 
plasma concentrations of AcTH remained elevated 
from the end of surgery (M3) to the evening of the 
operation day (M5). Thereafter, values declined to 
normal without significant differences between groups 
(Tables 2 and 3).

in contrast, cortisol concentrations remained 
stable throughout the preoperative period in the 
“preemptive” group, whereas they rose significantly 
in the control group (p = 0.015). However, in the 
period after surgery, no intergroup differences could 
be detected (Table 4).

Discussion
The idea of a preempting pain before it starts 

has been proposed very early 16. in more recent times, 
the phenomenon of hyperexcitability has attracted 
attention17 and has led to new interest in “preemptive 
analgesia”18. However, the concept has been 
challenged, as study results were inconsistent. part of 
this inconsistency may be due to terminology, as not 
all studies on preemptive analgesia really investigated 
this phenomenon19. The term only strictly applies, if 
analgesia is started in advance and continues into the 
postoperative period20. According to this definition our 
study investigated preemptive analgesia.

The way in which preemptive analgesia may 
work has not been established yet. However, there 
is evidence that neuronal hyperexcitability plays a 
pivotal role in triggering chronic pain21. This may be 
mediated by upregulation of sensory neuron-specific 

Table 2 
Plasma concentrations of ß-endorphin [1-31] in pmol/l. Given are 

median values and ranges. No statistically 
 significant differences between study groups were observed.

preemptive (n=21 ) placebo (n=21 )

ß-endorphin M1 0 [0-20 .6] 0 [0-24 .0] n.s.
ß-endorphin M2 7.0 [0-24 .1] 7.9 [0-23 .1] n.s.
ß-endorphin M3 0 [0-22 .4] 0 [0-17 .1] n.s.
ß-endorphin M4 0 [0-16 .5] 0 [0-25 .3] n.s.
ß-endorphin M5 0 [0-36 .3] 0 [0-26 .8] n.s.
ß-endorphin M6 0 [0-12 .3] 0 [0-27 .0] n.s.
ß-endorphin M7 0 [0-17 .4] 0 [0-22 .0] n.s.
ß-endorphin M8 0 [0-19 .8] 0 [0-20 .8] n.s.
ß-endorphin M9 0 [0-15 .7] 0 [0-31 .9] n.s.

ß-endorphin M10 0 [0-10 .4] 0 [0-0] n.s.

Table 3 
Plasma concentrations of adrenocorticotrope hormone (ACTH) in 

pg/l. Given are median values and ranges. No statistically significant 
changes were observed.

preemptive (n=21) placebo (n=21)

AcTH M1 27.0 [1.6-152.4] 20.7 [3.9-968.1] n.s.
AcTH M2 32.6 [3.6-253.2] 44.3 [4.9-358.5] n.s.
AcTH M3 24.9 [4.0-294.9] 27.2 [3.0-267.4] n.s.
AcTH M4 66.0 [16.5-261.8] 35.9 [3.9-137.8] n.s.
AcTH M5 25.5 [3.0-1167.7] 27.8 [2.6-682.6] n.s.
AcTH M6 12.4 [3.5-180.6] 8.8 [3.6-107.1] n.s.
AcTH M7 13.1 [1.1-52.8] 7.8 [2.6-33.3] n.s.
AcTH M8 12.5 [1.7-172.4] 13.2 [4.0-27.8] n.s.
AcTH M9 9.9 [5.7-69.1] 11.4 [2.5-18.5] n.s.

AcTH M10 8.6 [4.5-48.9] 7.2 [6.9-7.4] n.s.

preemptive (n=21) placebo (n=21)

cortisol M1 12.4 [2.3-41.3] 11.6 [1.6-41.9] n.s.
cortisol M2 14.9 [5.6-36.4] 25.0 [1.3-113.2] p=0.015
cortisol M3 13.5 [2.5-734.8] 15.5 [6.7-1041.1] n.s.
cortisol M4 38.4 [9.6-115.9] 28.3 [11.1-127.7] n.s.
cortisol M5 22.9 [8.4-179.6] 25.1 [13.1-1105.6] n.s.
cortisol M6 19.1 [5.1-84.4] 20.7 [3.2-49.5] n.s.
cortisol M7 14.9 [7.2-34.5] 14.2 [3.1-35.2] n.s.
cortisol M8 17.5 [4.6-31.9] 15.7 [3.5-150.0] n.s.
cortisol M9 11.7 [4.6-58.1] 9.4 [2.8-31.8] n.s.

cortisol M10 15.2 [7.0-41.9] 24.9 [12.1-37.6] n.s.

Table 4: Plasma concentrations of cortisol (median values and 
ranges) in pg/l. There was a significant increase in the control group 

from the preoperative day to the morning of surgery in the control 
group, whereas values remained stable in the “preemptive” group. 

Subsequently, no significant changes occurred.



M.E.J. ANESTH 20 (5), 2010

683THE iMpAcT of loNg-lASTiNg prEEMpTivE EpidurAl ANAlgESiA bEforE ToTAl Hip rEplAcEMENT 
oN THE HorMoNAl STrESS rESpoNSE. A proSpEcTivE, rANdoMizEd, doublE-bliNd STudy

sodium channels and vanilloid receptors, phenotypic 
switching of large myelinated axons, sprouting within 
the dorsal horn, and loss of inhibitory neurons due to 
apoptotic cell death22. if preemptive analgesia offers 
a clinically relevant benefit for patients, this may be 
through inhibition of one or more of these effects. it 
was the rationale of our study to establish preemptive 
analgesia by the blocking of sensory input at the spinal 
cord level via an epidural block for a substantial time 
before surgery. This led, as our study results show, to a 
decrease in pain perceived in the hip operated on.

Endogenous opioids are reported to be an 
important part of the human stress response to surgery 
or inflammation23,24 and thus may play a major role in the 
emergence of chronic pain. in studies of anginal pain, 
correlations between pain and ß-endorphin values have 
been found, suggesting a pivotal role of ß-endorphin in 
acute pain states25. Hence, in our study, we investigated 
the plasma concentrations of ß-endorphin [1-31], 
cortisol, and AcTH. in numerous patients, we could 
detect very small amounts of ß-endorphin, which did 
however not follow a specific reproducible pattern. 
in contrast, mean peak concentrations of cortisol ran 
parallel with pain ratings, as measured by the visual 
analogue pain scales. Maximum vAS values and 
maximum cortisol concentrations were observed four 
hours after completion of surgery (M4, preemptive 
group) or on the evening of the day of operation 
(M5, control group). in our study, however, we were 
unable to detect a correlation between ß-endorphin 
concentrations and varying vAS values. furthermore, 
in spite of the fact that preemptive analgesia proved to 
be highly effective, as measured by suppressed vAS 
values in the “preemptive group” before surgery, this 
did not lead to a suppression of ß-endorphin into the 
circulation. Additionally, “preemptive analgesia” led to 
a decreased consumption of postoperative analgesics, 
which further corroborates the fact that this procedure 
may be effective14. However, effective “preemptive 

analgesia” did not lead to an effect upon ß-endorphin 
concentrations. This lack of an effect might be 
explained by different mechanisms. In the first place, 
ß-endorphin might not be suitable as a predictor of 
chronic pain because of rapid elimination out of the 
plasma26. furthermore the plasmatic compartment 
might not be the right place to detect an effect in 
endogenous opioid biology24,27. Thirdly, the preemptive 
effect of epidural ropivacaine might not have been 
sufficient to produce a sustainable effect upon stress 
markers. A fourth explanation might be that the role of 
ß-endorphin, for describing postoperative pain states, 
may have been exaggerated. possibly the peptide plays 
an important part in the human stress response, but is 
not specifically linked to varying pain states.

in contrast to most other studies on “preemptive 
analgesia”1, our study was the first to establish long-
lasting (14 hrs median) epidural analgesia in the 
presence of chronic pain. Thus if ß-endorphin plays 
a role in the assessment of pain, our study does not 
give conclusive results what pain-free time interval 
might be required to produce a significant effect upon 
ß-endorphins.

in conclusion, this study shows that long-lasting 
preoperative epidural analgesia with ropivacaine in 
the presence of pain, leads to a significant reduction in 
pain levels and plasmatic cortisol concentrations, but 
does not have an effect on plasma concentrations of 
beta-endorphin [1-31] or AcTH.

Acknowledgements
We wish to express our gratitude for help in 

all statistical matters to dr. K. boedeker, institut 
für Medizinische Statistik und dokumentation, 
Justus-liebig-universität giessen, and to prof. dr. 
med. Hansjörg Teschemacher, rudolf-buchheim-
institute of pharmacology, giessen, for his advice in 
pharmacology of endogenous opioids.



684 A. S. Al oWEidi ET. Al

References
1. mOiniche S, kehlet h, dAhl Jb: A qualitative and quantitative 

systematic review of preemptive analgesia for postoperative pain 
relief: the role of timing of analgesia. Anesthesiology; 2002, 96: 
725-41.

2. AkurAl ei, SAlOmAki te, tekAY Ah, blOigu Ah, AlAhuhtA 
Sm: pre-emptive effect of epidural sufentanil in abdominal 
hysterectomy. Br J Anaesth; 2002; 88:803-8.

3. tverSkOY m, OZ Y, iSAkSOn A, finger J, brAdleY el, Jr., kiSSin i: 
preemptive effect of fentanyl and ketamine on postoperative pain 
and wound hyperalgesia. Anesth.Analg; 1994, 78:205-9.

4. gOttSchAlk A, Smith dS, JObeS dr, kennedY Sk, lAllY Se, nOble 
ve, grugAn kf, Seifert hA, cheung A, mAlkOwicZ Sb, gutSche 
bb, wein AJ: preemptive epidural analgesia and recovery from 
radical prostatectomy: a randomized controlled trial. JAMA; 1998; 
279:1076-82.

5. giAnnOni c, white S, enneking fk: does dexamethasone with 
preemptive analgesia improve pediatric tonsillectomy pain? 
otolaryngol. Head Neck Surg; 2002, 126:307-15.

6. giAnnOni c, white S, enneking fk, mOreY t: ropivacaine with 
or without clonidine improves pediatric tonsillectomy pain. Arch. 
otolaryngol. Head Neck Surg; 2001, 127:1265-70.

7. kellY dJ, AhmAd m, brull SJ: preemptive analgesia i: physiological 
pathways and pharmacological modalities. Can J Anaesth; 2001, 
48: 1000-10.

8. reichert JA, dAughterS rS, rivArd r, SimOne dA: peripheral and 
preemptive opioid antinociception in a mouse visceral pain model. 
Pain; 2001, 89:221-7.

9. dickenSOn Ah: plasticity: implications for opioid and other 
pharmacological interventions in specific pain states. Behav. 
Brain Sci; 1997, 20:392-403.

10. klASen JA, OpitZ SA, melZer c, thiel A, hempelmAnn g: 
intraarticular, epidural, and intravenous analgesia after total knee 
arthroplasty. Acta Anaesthesiol Scand; 1999, 43:1021-6.

11. SchulZ A, hArbAch h, kAtZ n, geiger l, teSchemAcher h: beta-
Endorphin immunoreactive material and authentic beta-endorphin 
in the plasma of males undergoing anaerobic exercise on a rowing 
ergometer. Int J Sports Med; 2000, 21:513-7.

12. le rOux cw, chApmAn gA, kOng wm, dhillO wS, JOneS J, 
AlAghbAnd-ZAdeh J: free cortisol index is better than serum total 
cortisol in determining hypothalamic-pituitary-adrenal status in 
patients undergoing surgery. J. clin. Endocrinol. Metab; 2003, 
88:2045-8.

13. brOdner g, vAn Aken h, hertle l, fObker m, vOn eckArdStein 
A, gOeterS c, buerkle h, hArkS A, kehlet h: Multimodal 
perioperative management-combining thoracic epidural analgesia, 
forced mobilization, and oral nutrition-reduces hormonal and 
metabolic stress and improves convalescence after major urologic 

surgery. Anesth Analg; 2001, 92:1594-600.
14. klASen J, hAAS m, grAf S, hArbAch h, QuinZiO l, JurgenSen i, 

hempelmAnn g: impact on postoperative pain of long-lasting 
pre-emptive epidural analgesia before total hip replacement: a 
prospective, randomised, double-blind study. Anaesthesia; 2005, 
60:118-23.

15. hArbAch h, hell k, grAmSch c, kAtZ n, hempelmAnn 
g, teSchemAcher h: beta-endorphin (1-31) in the 
plasma of male volunteers undergoing physical exercise. 
Psychoneuroendocrinology; 2000, 25:551-62.

16. crile gw: The kinteic theory of shock and its prevention through 
anoci-association (shockless operation). The Lancet; 185, 7-16. 
1913. ref Type: generic.

17. wOOlf cJ: Evidence for a central component of post-injury pain 
hypersensitivity. Nature; 1983; 306:686-8.

18. wAll pd: The prevention of postoperative pain. Pain; 1988, 33:289-
90.

19. kiSSin i: preemptive analgesia. Why its effect is not always obvious. 
Anesthesiology; 1996, 84:1015-9.

20. kiSSin i: preemptive analgesia: terminology and clinical relevance. 
Anesth Analg; 1994, 79:809-10.

21. peterSen-felix S, curAtOlO m: Neuroplasticity-an important factor 
in acute and chronic pain. Swiss. Med Wkly; 2002, 132:273-8.

22. bOlAY h, mOSkOwitZ mA: Mechanisms of pain modulation in 
chronic syndromes. Neurology; 2002, 59:S2-S7.

23. prZewlOcki r, prZewlOckA b: opioids in chronic pain. Eur J 
Pharmacol; 2001, 429:79-91.

24. mAteJec r, ruwOldt r, bOdeker rh, hempelmAnn g, 
teSchemAcher h: release of beta-endorphin immunoreactive 
material under perioperative conditions into blood or cerebrospinal 
fluid: significance for postoperative pain? Anesth Analg; 2003, 
96(2):481-486. ref Type: generic.

25. fAlcOne c, SpecchiA g, rOndAnelli r, guASti l, cOrSicO g, 
cOdegA S, mOntemArtini c: correlation between beta-endorphin 
plasma levels and anginal symptoms in patients with coronary 
artery disease. J Am Coll Cardiol; 1988, 11:719-23.

26. SAtO h, SugiYAmA Y, SAwAdA Y, igA t, hAnAnO m: physiologically 
based pharmacokinetics of radioiodinated human beta- endorphin 
in rats. An application of the capillary membrane-limited model. 
Drug Metab Dispos; 1987, 15: 540-50.

27. ZhOu Y, unterwAld em, hO A, lAfOrge kS, YuferOv vp, kreuter 
J, SiriAnni mJ, Allen rg, kreek mJ: Ablation of pituitary 
pro-opiomelanocortin (poMc) cells produces alterations in 
hypothalamic poMc mrNA levels and midbrain mu opioid 
receptor binding in a conditional transgenic mouse model. J 
Neuroendocrinol; 2001, 13: 808-17.


