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ABSTRACT

Background: Some clinical trials have reported that a new analgesic combination of

tramadol and acetaminophen provides good efficacy in various pain models. For the

more clinical uses of this agent, comparisons about the onset of analgesia and analgesic

efficacy in the acute state of pain with the other drugs known as strong analgesics were

needed.

Purpose: The goal of this study was to compare the times to onset of analgesia and the

other analgesic efficacy of 75 mg tramadol/650 Mg acetaminophen and 20 mg

codeine/500 Mg acetaminophen/400 Mg ibuprofen in the treatment of acute pain after

oral surgery.

Patients and Methods: Using a randomized, single-dose, parallel-group, single-center,

and active-controlled test design, this clinical study compared the times to onset of

analgesia using a two-stopwatch technique and the other analgesic efficacy of the

single-dose tramadol/acetaminophen and codeine/acetaminophen/ibuprofen. These were

assessed in 128 healthy subjects with pain from oral surgical procedures involving

extraction of one or more impacted third molars requiring bone removal. From the time

of pain development, the times to onset of perceptible and meaningful pain relief, pain

intensity, pain relief, an overall assessment, and adverse events of the study medications



were recorded for 6 hours.

Results: The demographic distribution and baseline pain data in the two groups were

statistically similar. The median times to onset of perceptible pain relief were 21.0 and

24.4 minutes in the tramadol/acetaminophen and codeine/acetaminophen/ibuprofen

groups respectively and those to onset of meaningful pain relief were 56.4 and 57.3

minutes, which were statistically similar. The other efficacy variables such as mean total

pain relief (TOTPAR) and the sum of pain intensity differences (SPID) were also

similar in the early period after pain development and drug dosing. The safety of

tramadol/acetaminophen was well tolerated and very comparable to that of

codeine/acetaminophen/ibuprofen.

Conclusions: In this acute dental pain model, the onset of analgesia and analgesic

efficacy = of  tramadol/acetaminophen @ was  comparable to  that  of

codeine/acetaminophen/ibuprofen. These results showed that tramadol/acetaminophen

was recommendable for fast and effective treatment in the management of postoperative

acute pain.

Key words: analgesic combination, analgesic efficacy, onset of analgesia,

tramadol/acetaminophen, postoperative pain
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RESULTS

Demographic and Baseline Characteristics
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TABLES

Table 1. Patient Demography and Baseline Pain Intensity

Sex Age Weight Height Baseline pain ratings (10-scale NRS)
Male Female  (years) (kg) (cm) 5 6 7 8 (Mean + SD)
Tr/Ac 23.4 58.5 166.8
(n = 64) 27 37 (16-40)  (30-98)  (150-188) 28 19 11 6 5.92+1.00
Co/Ac/Ib 23.7 60.3 167.3
(n=64) 25 39 (17-37)  (44-100) (155-187) 28 27 6 3 5.75+0.82

Tr/Ac = 75 Mg tramadol/650 Mg acetaminophen; Co/Ac/Ib = 20 Mg codeine/500 Mg
acetaminophen/400 Mg ibuprofen,

P> .05

Table II. Surgical Characteristics

Teeth extracted, n (%) Number of bony extractions, n (%)  Surgical trauma rating, n (%)
2% 3 4 1 2 3 4 Mild  Moderate  Severe
Tr/Ac 37 13 14 59 17 17
m=64) (578) (203) (21.9) G (92 2GD 056 300668 66
Co/Ac/Tb 36 7 21 58 14 18
n=64) (563) (10.9) (328 O (906 *©3I 2GD 519 32060 gy

* was the cases of bilateral extraction of mandibular third molars

P> .05 from the Fisher’s exact test

Table III. Summary of times to onset of perceptible and meaningful pain relief

Onset of perceptible pain relief (minutes) Onset of meaningful pain relief (minutes)

Median (95% CI) Mean + SD) Median (95% CI) Mean + SD
Tr/Ac (n=64) 21.0(17.1-25.0) 26.9+16.1 56.4 (48.7-64.1) 66.3+31.3
Co/Ac/Ib (n=64) 24.4 (21.0-27.7) 25.0+13.7 57.3 (51.5-63.0) 57.0+23.6

P>.05 from the Wilcoxon rank sum test and t-test.



Table IV. Results on total pain relief (TOTPAR), sum of pain intensity differences

(SPID), peak pain relief (PR), and peak pain intensity differences (PID).

0-2 Hours 2-4 Hours 4-6 Hours
Peak PR Peak PID
TOTPAR SPID TOTPAR SPID TOTPAR SPID
Tr/Ac
(0=64) 6.4+184 79+298 58+£0.74 81+£227 50+1.28* 6.8+2.687 3.1+£037 44+1.18
n=
Co/Ac/Ib
(1=64) 69+148 88+£279 6.1+£060 88+192 57+0.77* 82+2.11f 3.1+033 48+09
n=

*, 7P < .05 and others are not statistically different from the Wilcoxon rank sum test.



FIGURES

Figure 1. Kaplan-Meier Survival Curve for the cumulative probability of attaining onset

of  perceptible pain relief for tramadol/acetaminophen  (Tr/Ac) and

codeine/acetaminophen/ibuprofen (Co/Ac/Ib) groups (P>.05 from the log rank test).
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Figure 2. Kaplan-Meier Survival Curve for the cumulative probability of attaining onset

of meaningful pain relief for tramadol/acetaminophen  (Tr/Ac) and

codeine/acetaminophen/ibuprofen (Co/Ac/Ib) groups. (P>0.5 from the log rank test)
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Figure 3. Time-effect curves of mean hourly pain intensity difference (PID) scores for
tramadol/acetaminophen (Tr/Ac) and codeine/acetaminophen/ibuprofen (Co/Ac/Ib)
groups.
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Figure 4.
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