CHAPTER 5

DISCUSSION, CONCLUSION AND RECOMMENDATION

5.1 Discussion

and sodium phosphate (controlled).as laxa @Owe| preparation before colonoscopy. The

rational for study is base on the ' ems ingeli ice. Sodium phosphate, a standard
and high efficacy laxative, has*@ variac \ poor compliance and electrolyte
imbalance while senna ha antags \\o lower cost. In addition, it is

There are two featufes, Vhi€ h: e ‘ alence trials from comparative trials.
The first feature relates to t afistic - . alysis and the consequences for
determining the required nu )08 rat|ve trial, the standard analysis
uses statistical significances tes .* er the null hypothesis of “no difference”
may be rejected, together with.corifidénee lin 2.bounds on the possible size of the
difference between the t 1:’ onventional significance test
has little relevance. Failure detect'a 3'doe notﬁnply equivalence; a difference,
which is detected, may notghaye any clinicajselevance and may respond to practical

equivalence. The ﬂf.ungfﬁ ?ﬂﬂmﬁ W%ﬂﬂ possible true difference

between the treatments but have no dlinical impgstance then thgr treatments may be
considered @ﬁ‘}] ath% ﬂcﬁ m\uu’]f’r;m %ngcacalxalence as interval
from -1 to +1 and then we check whether the confidence interval of the mean difference,
measured by colon-cleanliness score, lies entirely between -1 and +1 in all segments of

colon. Most of the previous studies rated the cleanliness of colon as the whole segment; in
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contrast, we rated the five segments of colon to get the more detail information since the
feces are distributed unequally in each segment of colon.

The second feature affecting the equivalence trial is the lack of internal check on its
validity. The finding in a trial that two treatments are equivalent does not require that both
treatments are effective. Therefore, it is pre-specified that the mean score should lie above
seven to assure that both laxatives are effective.

The most difficult issue relating to t alysis of an equivalence trial concerns which

e
l % The most common approaches to the
to eéﬁr protocol” analyses.

—
aclice o atifibuting all participants to the group to

6

patients and which data from thes
analysis of randomized trials ar

Intention to treat ana

cquently occulted. It avoids the

NN

which they were randomi

problems created by o patients, which can negate

randomization, introduce bi nate clinical ef eness.

N

laxatives is evaluated in ideal clinical

The purpose of usi hatever its name is to answer
different research questions or,

In per protocol analysis,
settings that compliance is perfeet, =goth ave no side effects and colonoscopy

could be passed comp|e Bl to-tee tHm—————
p p vﬁl -.'.-‘

In per-protocol analys cemterval for the differences of all

segments of colon are lie fntlrely within th&’equwalence margin (-1 to +1) so that
equivalence betweeﬂN%ﬁ ’3 rﬁ/g %qvﬁow \M/}Iﬂ ?all probability of error.

In Intentlon-tomeat analysis, we excluded two&atlents who d@not receive laxatives
because theﬂnﬁcﬂaﬁ;&@ﬂs‘ﬁtw M%@@i% E}g]aai\&; and this situation
could not hapaen in real clinical practice. In this study, the missing data in both groups are
occurred because of lost follow-up in three patients, incomplete colonoscopy in 9 patients
and score is not rated in one patient. No consensus exists about how missing responses

should be handled. Sally[‘”] suggested different approaches for different situation. For
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patients who lost follow-up or did not attend colonoscopy we assign zero score in all
segments of colon while patients who had incomplete colonoscopy we assign score of
unrated segments (segments that colonoscope could not passed up to) in different ways as
follow:

1.) ITT-1 analysis, we assign average score of unrated proximal segment in both

groups. (Table 6.2 - “carry forward” analysis), assuming that the unrated proximal
!7& ted proximal segment in both groups
[ &jhat the unrated proximal segment

egments.

segments have the same colon-cleaplingss score as the rated distal segments.

2) ITT-2 analysis, we assign.
(Table 6.3 — “moderate
have lower colon-cle : 3 dfe
3) ITT-3 analysis, wi : u\\h oximal segments in experimental
group, average scor \1\.~\\ ‘controlled group (Table 6.4 —
“extreme case” analy. \

Table 6.2 show that th e are lie within the equivalence
range in three segments of co 1r2 erse \ '. ascending colon) but it did not in
other two segments of colon. H and Table 6.4, the confidence intervals
are lie within equivalencg margin - gment of colon respectively. Not all
segments of colon that vﬁ:{:‘::‘:‘:?ﬂ"}:'_‘":--': GG -\' ‘T within equivalence margin
whatever the situations or t)ﬁ 0 > ormwe believed that differences of
efficacy remain a real possntyh Aand equale&%e cannot safely be concluded. When the

confidence interval ﬂﬂﬁ(ﬂ F|EbBIiR ¥ fickc) frkSina tend to be lower than

sodium phosphate s&Ltlon but the meargvalue in boggroups are ve 7. We concluded
that senna Qeﬁf‘n&dﬂatﬁ@%ﬂ%@@ %c&l qeajg be alternative or
second line Iax!itlves for bowel preparation in colonoscopy.

It was noticed that the colon cleanliness score in the cecum segment of experimental
group appear to be better than the controlled group. This phenomenon may be cause by the

timing of laxative intake. Church™ stated that patients who take laxatives five hours before
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colonoscopy had better result than patients who take laxative one day before colonoscopy.
In our study, the patients take laxative one day before colonoscopy and the action of senna
may be longer than sodium phosphate solution.

Another problem arises from this equivalence trial. How “small” the magnitude of
equivalence margin should be? Greene™” stated that there is no “gold standard” criterion for
what should be the smallest margin but they propose the differences can be standardized as

an “effect size”. It is calculated as the diregt increment between groups divided by the

standard deviation in the control g / n effect size less than 0.2 has often
been considered small, 0.5 ha te and 0.8 has been considered
large.
Table 9 : The effect size of €Qui g Margin fifo n'\ N 0 treat analysis
’\\\
Segment of Colon eSS 2 \1 lysis [TT-3 analysis
Rectum + , 13 0.13
Sigmoid Colon y 0.09 0.16
Descending Colon :—'_—=-'-'-; 0.28
Transverse Colon ! 3 0.13
Ascending Colon & Cecum 0.18

ﬂ‘lJEl’J“lelﬁWEl']ﬂ‘i

Table 9 demonﬂrated that most of the effect s e is less thaqng,Z that is considered
small. It was‘as%r]ﬂa i&ﬁlﬁtﬁdoﬂ%q aa w &ltr} ﬁ H to +1) are small
enough for st tistical purpose. Besides the direct quantitative comparison of numbers,
decision about importance involves considerations of clinical severity impact.

In this trial, the risk of complication or adverse event (Table 7), detection rate for any

disease (34.3% experimental group VS 35.8% controlled group), colonoscopy time and rate
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of incomplete colonoscopy (Table3) are not different. We judged that these equivalence
margins are small enough for clinical purpose.

From Table 7, the VAS score of taste, likeliness and nausea &vomiting symptom in
experimental group are significantly different from controlled group. This confirm our rational
background that senna is more palatability but less side effect than sodium phosphate
solution. In testing the difference, we use P value because we did not pre-specified the

boundary limit for confidence interval apd this outcome variables are not the primary

outcome. Four patients had adverse.evel - related to laxatives.
5.2 Conclusion

There is no stron as the same efficacy as oral

sodium phosphate solution i )scopy in Thai people although

senna has fewer side effect

5.3 Recommendation

Senna has no im@ediate_advanta -——--iiﬁ-—#-m---v-'-l;i consider the alternative or

second line laxatives for bowe| pre
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