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ABSTRACT

This original prospective study evaluated the efficacy of adding rectal suppositories containing streptokinase
(15,000 IU) and streptodornase (1,250 1U) to standard postoperative treatment following surgical intervention for
anal fissures. Conducted from July 2014 to July 2017, the research involved 220 patients divided into two groups
of 110 each. The control group received standard care according to international guidelines, while the study group
received the same plus the suppositories. Application regimens varied by disease severity: for severe cases, one
suppository three times daily for the first three days, twice daily for the next three, and once daily for the following
three; for moderate to mild cases, twice daily for three days followed by once daily for four days or twice daily for
two days. Outcomes demonstrated superior results in the study group, including reduced hospital stay (5.4 + 1.8
days vs. 7.2 = 2.1 days, p < 0.01), fewer severe disease courses (10% vs. 25%, p < 0.05), lower complication rates
(5% vs. 15%, p < 0.05), diminished pain intensity via Visual Analog Scale (VAS), and higher treatment satisfaction
on a 100-point scale. Statistical analysis using IBM SPSS Statistics version 20 confirmed significant differences.
These findings suggest that incorporating streptokinase-streptodornase suppositories optimizes postoperative
recovery, potentially improving patient outcomes in anal fissure management.
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INTRODUCTION

Anal fissures represent a common proctological
condition characterized by linear tears in the anoderm,
often Ieadin% to significant pain, bleeding, and sphincter
hypertonia.). The etiology is multifaceted, involving
mechanical trauma from hard stools, ischemia due to
elevated internal anal sphincter pressure, and potential
infectious  components.”) Chronic anal fissures,
persisting beyond eight weeks, pose particular challenges
as they frequently resist conservative measures such as
dietary modifications, stool softeners, and topical
agents.®) Surgical intervention, including lateral internal
sphincterotomy or fissurectomy, remains a cornerstone
for refractory cases, aiming to alleviate sphincter spasm
and promote healing.! However, the postoperative

period is fraught with risks, including prolonged pain,
wound complications, and impaired quality of life,
necessitating strategies to optimize recovery.®

Historical approaches to anal fissure treatment have
evolved from early surgical techniques in the late 20th
century, emphasizing sphincter preservation to minimize
incontinence risks.”! Studies have highlighted the
benefits of combining pharmacological adjuncts with
surgery to enhance tissue repair and reduce
inflammation.l”” For instance, enzymatic agents like
streptokinase and streptodornase, known for their
fibrinolytic and DNA-degrading properties, have been
explored in wound management across various fields,
demonstrating potential in reducing necrotic tissue and
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promoting granulation.® Their application in proctology,
particularly via rectal suppositories, offers a targeted
method to address postoperative edema and thrombosis
in the anal canal.””

International guidelines, such as those from the
American Society of Colon and Rectal Surgeons,
advocate for standardized postoperative care, including
analgesics, laxatives, and sitz baths, yet acknowledge
variability in outcomes.™® Persistent pain, assessed via
the Visual Analog Scale (VAS), often correlates with
extended hospital stays and reduced patient
satisfaction.*! Moreover, complications like infection or
delayed healing can exacerbate morbidity, underscoring
the need for innovative adjunctive therapies.*? Quality
of life metrics, including satisfaction scales, provide
holistic insights into treatment efficacy beyond clinical
parameters.*?!

This study addresses a gap in the literature by
investigating the addition of streptokinase-streptodornase
suppositories to standard postoperative protocols. Prior
research has shown promise in enzymatic therapies for
similar wounds, but prospective data on their role in anal
fissure surgery are limited.! By comparing two patient
cohorts, we aim to quantify improvements in key
outcomes such as hospital duration, complication rates,
pain dynamics, and overall satisfaction.™ Such
optimization could refine clinical practices, potentially
reducing healthcare burdens and enhancing patient-
centered care.™®!

The rationale stems from the enzymes' ability to lyse
fibrin and purulent exudates, facilitating faster resolution
of postoperative inflammation.*”? In contrast to
botulinum toxin injections or nitroglycerin ointments,
which primarily target sphincter relaxation, this approach
focuses on direct wound modulation.”® Preliminary
evidence from smaller trials suggests reduced healing
times, but larger-scale validation is essential.™!
Furthermore, assessing long-term satisfaction aligns with
modern emphases on patient-reported outcomes.*”

In summary, optimizing the postoperative phase after
anal fissure surgery is critical for mitigating morbidity.
This  investigation  posits  that  streptokinase-
streptodornase suppositories may augment standard care,
offering a novel, non-invasive adjunct.? By delineating
efficacy through rigorous metrics, the study contributes
to evidence-based proctology, potentially influencing
future guidelines.*?

MATERIALS AND METHODS

This prospective randomized study was conducted from
July 2014 to July 2017, enrolling 220 patients diagnosed
with anal fissures requiring surgical treatment. Patients
were divided into two groups of 110 each using simple
randomization. Inclusion criteria encompassed adults
aged 18-70 with chronic anal fissures confirmed by
clinical examination and anoscopy, unresponsive to

conservative management for at least eight weeks.
Exclusion criteria included acute fissures, inflammatory
bowel disease, malignancy, pregnancy, or
contraindications to the study medications.

Surgical treatment consisted of fissurectomy or lateral
internal sphincterotomy as indicated, performed under
spinal anesthesia. The control group (Group 1) received
standard postoperative care per international guidelines,
including oral analgesics (acetaminophen 1g every 8
hours), laxatives (lactulose 15-30ml daily), sitz baths
twice daily, and wound dressings. The study group
(Group 2) received identical care plus rectal
suppositories containing streptokinase (15,000 IU) and
streptodornase (1,250 1U). Suppository regimens were
tailored to disease severity: for severe cases, one
suppository three times daily for the first three days,
twice daily for the next three days, and once daily for the
subsequent three days; for moderate to mild cases, twice
daily for three days followed by once daily for four days
or twice daily for two days.

Assessments occurred at postoperative days 1, 3, 7, and
14. Pain was measured using the Visual Analog Scale
(VAS, 0-10). Treatment satisfaction was evaluated on a
100-point scale (0 = completely dissatisfied, 100 =
completely satisfied). Clinical outcomes included
hospital stay duration, incidence of severe disease
courses (defined as VAS >7 persisting beyond day 3 or
requiring reintervention), and complications (e.g.,
infection, bleeding, incontinence).

Data were analyzed using IBM SPSS Statistics version
20. Continuous variables were expressed as mean *
standard deviation and compared via Student's t-test.
Categorical variables were assessed with chi-square tests.
Within-group changes over time were evaluated using
paired t-tests, while between-group differences employed
independent t-tests or ANOVA for repeated measures.
Statistical significance was set at p < 0.05.

RESULTS

The study encompassed 220 patients, with 110 in each
group. Demographic characteristics were comparable,
with mean ages of 45.2 + 12.3 years in Group 1 and 44.8
+ 11.9 years in Group 2 (p = 0.78). Surgical procedures
were evenly distributed, with 65% undergoing lateral
internal sphincterotomy in both groups.

Table 1 presents the main clinical results.
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Table 1: Main clinical results.

Group 1 Group 2
Parameter (nzllpO) (n:11p0) p-value
Length of hospital stay (days, mean+SD) | 7.2+2.1 54+1.8 <0.01
Severe disease courses (%) 25 (22.7%) | 11 (10.0%) | <0.05
Complications (%) 17 (15.5%) | 6 (5.5%) <0.05

The data in Table 1 indicate that patients in Group 2
experienced significantly shorter hospital stays compared
to Group 1, reflecting faster recovery. The incidence of
severe disease courses was notably lower in Group 2,
suggesting the adjunctive therapy mitigated prolonged
symptoms. Similarly, complications were reduced in

Group 2, highlighting the potential protective effect of
the suppositories against postoperative issues such as
infection or delayed healing.

Table 2 illustrates the dynamics of the pain syndrome
assessed by VAS.

Table 2: Dynamics of pain syndrome (VAS scores) over time in both groups.

. . Group 1 Group 2 -value
Time Point (mean ip SD) | (mean ip SD) (betV\?een groups)
Day 1 75+1.2 70+13 0.12
Day 3 6.0+1.1 45+1.0 <0.01
Day 7 42+1.0 25%0.8 <0.01
Day 14 2.1+£09 1.0+£0.7 <0.01

In Group 1, VAS scores decreased from 7.5 = 1.2 on day
1to 6.0 £ 1.1 on day 3, representing a significant
reduction (p < 0.05); from day 3 to day 7, scores further
declined to 4.2 + 1.0 (p < 0.05); and from day 7 to day
14, they dropped to 2.1 + 0.9 (p < 0.05). In Group 2,
VAS scores fell from 7.0 £ 1.3 onday 1to 4.5+ 1.0 on
day 3, indicating a highly significant decrease (p < 0.01);
from day 3 to day 7, they reduced to 2.5 + 0.8 (p < 0.01);

and from day 7 to day 14, to 1.0 £ 0.7 (p < 0.01).
Comparing the groups, no significant difference existed
on day 1 (p = 0.12), but on day 3, Group 2 exhibited
lower pain (p < 0.01); this trend persisted on day 7 (p <
0.01) and day 14 (p < 0.01).

Table 3 shows overall treatment satisfaction on a 100-
point scale.

Table 3: Overall treatment satisfaction on a 100-point scale.

In Group 1, satisfaction scores increased from 40 £ 15 on
13 on day 3, showing significant
improvement (p < 0.05); from day 3 to day 7, to 70 + 11

day 1 to 55

. . Group 1 Group 2 -value
Time Point (mean f SD) | (mean ip SD) (betV\E)een groups)
Day 1 40 +£ 15 45+ 14 0.15
Day 3 55+ 13 65+ 12 <0.01
Day 7 70+ 11 82 +10 <0.01
Day 14 85+9 95+8 <0.01

phase remains a critical determinant of overall success.™
Standard guidelines emphasize symptom control, but
enzymatic

adjunctive

agents

address

(p < 0.05); and from day 7 to day 14, to 85 + 9 (p <
0.05). In Group 2, scores rose from 45 + 14 on day 1 to
65 + 12 on day 3 (p < 0.01); from day 3 to day 7, t0 82 +
10 (p < 0.01); and from day 7 to day 14,10 95+ 8 (p <
0.01). Between-group comparisons revealed no
difference on day 1 (p = 0.15), but Group 2 reported
higher satisfaction on day 3 (p < 0.01), day 7 (p < 0.01),
and day 14 (p < 0.01).

DISCUSSION

The findings of this study underscore the value of
incorporating streptokinase-streptodornase suppositories
into postoperative regimens for anal fissure surgery,
demonstrating marked improvements in clinical
outcomes, pain management, and patient satisfaction.!?*!
Anal fissures, often recalcitrant to initial therapies,
necessitate surgical intervention, yet the postoperative

pathophysiological mechanisms like fibrin deposition
and inflammation, which may prolong recovery.

The reduced hospital stay in the study group aligns with
prior observations that enhanced wound debridement
accelerates healing.”®! By lysing necrotic material,
streptokinase and streptodornase likely facilitated
quicker tissue regeneration, minimizing the need for
extended inpatient monitoring.®” Similarly, the lower
incidence of severe courses and complications
corroborates enzymatic roles in preventing secondary
infections, a common postoperative pitfall.*? These
results echo earlier trials on fibrinolytic agents in wound
care, though their specific application in proctology is
novel "
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Pain dynamics revealed progressive amelioration in both
groups, attributable to resolving sphincter spasm post-
surgery.™ However, the study group's more rapid
declines suggest the suppositories' anti-inflammatory
effects augmented analgesia.™® Within-group changes
were statistically robust, indicating consistent temporal
improvements, while inter-group disparities from day 3
onward highlight the adjunct's early impact.*®! This
could stem from reduced edema, as enzymes degrade
DNA in pus, improving local perfusion.]

Satisfaction metrics, serving as a quality-of-life proxy,
mirrored pain trends, with incremental gains reflecting
holistic recovery.”” The study group's superior scores
imply not only physical but perceptual benefits, possibly
from perceived efficacy and fewer disruptions.™™ These
patient-reported outcomes are increasingly pivotal in
evaluating interventions, as they capture nuances beyond
objective measures.™™!

Comparatively, alternative adjuncts like botulinum toxin
offer sphincter relaxation but lack direct wound-
modulating properties.”! Nitroglycerin ointments, while
effective preoperatively, may cause headaches, limiting
postoperative utility.®) The suppositories' targeted
delivery minimizes systemic effects, enhancing
tolerability.™ Nonetheless, potential allergic reactions
warrant monitoring, though none were observed here.[*!

Limitations include the single-center design, though
randomization mitigated bias.”®! Future multicenter trials
could validate generalizability.*” Cost-effectiveness
analyses would further inform adoption, given the
enzymes' affordability.” Integration into guidelines
might evolve based on such evidence.??

In conclusion, this adjunctive therapy optimizes
postoperative care, potentially setting a new standard in
anal fissure management.’?*! By addressing multifaceted
recovery  aspects, it advances patient-centered
proctology.!

CONCLUSIONS

Adjunctive  use  of  streptokinase-streptodornase
suppositories  significantly enhances postoperative
outcomes after anal fissure surgery, reducing hospital
stays, complications, pain, and improving satisfaction.
This approach merits consideration in clinical practice
for optimized recovery.
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