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Background: Topical NSAIDs and paracetamol (APAP) are frequently
used for osteoarthritis (OA) pain.1,2 In real-world settings, combination
treatment is common,3,4 with more than one-quarter of patients using top-
ical NSAIDs with oral non-opioid analgesics such as APAP.4

Objectives: We conducted a systematic scoping review to: understand
current recommendations on concomitant use of topical NSAIDs and
APAP for OA pain; evaluate the extent of supporting evidence for this
practice; and identify literature gaps.
Methods: We searched PubMed and the Cochrane Library for clinical
studies (database inception to January 2019) of topical NSAIDs in OA in
which APAP was given concomitantly, either regularly (combination treat-
ment) or as needed (rescue treatment). Grey literature searches were
conducted to identify clinical practice guidelines for management of OA
from leading organizations.
Results: After removing duplicates, the literature searches returned 375
articles, of which 66 were clinical studies of topical NSAIDs in OA and
were reviewed further. Of these, we identified 1 randomized controlled
trial (RCT) evaluating efficacy and safety of combination treatment with
APAP and a topical NSAID, in which 43 patients with knee OA cur-
rently treated with APAP were randomly assigned to double-blind treat-
ment with ketoprofen plaster or placebo for 4 weeks.5 Results showed
that the combination of APAP/topical ketoprofen was statistically signifi-
cantly more effective in pain reduction (P=0.03) and physician’s global
assessments (P=0.01) compared with APAP/placebo. Of the remaining
65 topical NSAID studies, another 37 (57%) allowed rescue treatment
with APAP during the treatment period (including 34 RCTs; 1 open-label
extension of 2 RCTs; 1 patient preference study; and 1 single-arm open
clinical trial). Because none of these studies randomly assigned patients
to the combination, it was not possible to evaluate efficacy or safety of
the combination based on these data. Review of OA guidelines identi-
fied 3 major organizations—EULAR, NICE, and ESCEO—that recom-
mend or allow concomitant use of topical NSAIDs and APAP for
specific joints.6-8

Conclusion: In clinical practice, drug combinations are frequently used to
manage OA pain, and some OA treatment guidelines allow the use of
topical NSAIDs concomitantly with APAP. Very limited supporting data are
available, with only a single small RCT demonstrating the efficacy and
safety of the combination. However, it may be inferred from the fact that
more than half of the topical NSAID studies identified allowed APAP res-
cue therapy that this combination is generally perceived to be efficacious
and well tolerated. Additional, larger RCTs are needed to confirm the
benefit of this commonly used analgesic combination in managing OA
pain.
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Background: Knee Osteoarthritis (KOA) is a persistent debilitating disease
characterized by loss of articular cartilage. Known to be a disease of
elderly, it may not be necessarily so, as the loss in articular cartilage
volume (ACV) begins early but detected very late on X-rays and by that
time no therapy works and joint replacement is the only answer.
Objectives: To determine the role of ACV in early diagnosis of KOA,
which may not only monitor disease progression from a very early stage,
it may also open a gateway to slow down or stop the structural changes
involved in KOA.
Methods: 60 Cases and equal number of age, sex matched controls
were recruited. Each subject had MRI of the reference knee. ACV was
measured manually by means of image processing on an independent
workstation using semi-automated machine GE Signa. VAS for knee pain
and WOMAC for pain, stiffness and disability were recorded for clinical
severity and X-rays for radiological severity by KL grading.
Results: With age, a statistically significant inverse correlation of ACV
was found in both healthy and osteoarthritis knees. Height, weight and
BMI were independent of ACV in healthy knee. In KOA, a significant
positive correlation of ACV was observed with height, a significant inverse
correlation with WOMAC scores and significant difference with sub- scales
of WOMAC index (pain, stiffness and physical function). The statistical
difference in ACV between the two categories of WOMAC scores (<32
and >32) was significant.
Conclusion: This study concluded that ACV is significantly lower in
osteoarthritis knee as compared to healthy adult knee. This study also
found that KOA in females occurs at an early age and progresses slowly
whereas in males occurs late and progresses rapidly. ACV may become
one of the most promising tools for early diagnosis of KOA and in moni-
toring disease progression.
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Background: CNTX-4975 is a long-acting, trans-capsaicin injection in
phase 3 trials for treatment of moderate to severe pain associated with
knee osteoarthritis (OA). Intra-articular (IA) CNTX-4975 injection produces
short-lived procedural pain that can be ameliorated with joint cooling. A
prior analysis (Cohort 2) demonstrated that a circumferential circulating
ice water wrap (CCIWW) more effectively lowered IA knee temperature
and reduced procedural pain than an ice pack on top of the knee (3.4
vs 7.3, respectively, on a numeric pain rating scale [NPRS] 10 minutes
post-CNTX-4975).
Objectives: Subjects were enrolled in 2 separate cohorts (C3/C4) to:
compare effects of 2 circumferential cooling methods on IA and skin
knee temperature and procedural pain (C3); and assess procedural pain
with an abbreviated cooling schedule and with vs without post-CNTX-
4975 cooling (C4).
Methods: Eligible subjects were adults aged 45–75 yrs with �3 months
of bilateral moderate to severe OA knee pain. All subjects received each
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cooling device on opposite knees; IA CNTX-4975 injections and other
procedures on the left and right knees were separated by 7 (±2) days.
See Figure for study design. IA and skin temperatures were recorded
throughout the procedures. Subjects rated procedural pain at prespecified
times using NPRS (0=no pain; 10=worst possible pain).
Results: Five subjects enrolled in and completed each cohort (mean age,
yrs: C3, 57.6; C4, 59.6; each 80% male). In C3, mean IA temperatures
decreased with both methods; mean temperatures at baseline and 105
minutes were 33.7°C and 26.7°C for ice-gel pack cooling and 32.4°C
and 28.2°C for CCIWW. Skin temperature reductions between cohorts
were similar; mean temperatures were 28.8°C and 14.3°C (ice-gel pack)
and 28.7°C and 15.2°C (CCIWW). Mean IA temperatures in C4 at base-
line and 55 minutes (15 minutes post-CNTX-4975 and/or end of last
cooling period [CCIWW only]) were 33.6°C and 29.0°C for ice-gel pack
cooling and 32.1°C and 27.7°C for CCIWW. Mean skin temperatures
were 28.5°C and 22.8°C for ice-gel pack and 27.8°C and 18.8°C for
CCIWW. Pain levels before CNTX-4975 were low. Procedural pain
peaked 10–20 minutes after CNTX-4975 injection in both cohorts. While
mean pain levels were similar across cohorts (Table), pain was reduced
more effectively by CCIWW in C3 and ice-gel pack in C4. Procedural
pain was not increased in the absence of post-injection cooling in C4.
Conclusion: The ice-gel pack and CCIWW effectively reduced IA knee
joint temperatures and procedural pain in both cohorts. Shorter cooling
time and low pain levels observed with IA CNTX-4975 and ice-gel pack
cooling in C4 suggest that this strategy may be feasible in clinical
practice.
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Background:
Objectives: To assess efficacy and safety of a single intra-articular injec-
tion of a solution combining hyaluronic acid (HA) 60 mg and chondroitin
sulphate (CS) 90 mg in 3 mL on patients with knee osteoarthritis (OA)
in a multicenter prospective study.
Methods: 79 outpatients (predominantly females - 81,0%) from 5 RF
constituent territories with primary tibiofemoral Kellgren-Lawrence score
grade II or III knee OA, £40 mm pain intensity during walking on visual
analogue scale (VAS), requiring NSAIDs intake (for at least 30 days
during 3 months prior to enrollment) were included into the study after
signing the informed consent form. Mean age was 60,3 ± 8,7 years,
mean BMI – 29,2 ± 4,7 kg/m2, disease duration – 6 (3 - 10) years.
Grade II OA was documented in 68,4% of patients, Grade III - in
31,6%. The study lasted for 6 months. Efficacy and safety evaluations
were made based on VAS pain assessment, Western Ontario and
McMaster Universities Osteoarthritis Index (WOMAC) - (WOMAC pain (0-
500), WOMAC function (0-1700), WOMAC stiffness (0-200)), VAS
patients’ health status, EQ-5D-based assessment of patients’ quality of
life, global physician’s and patient’s efficacy assessment, and daily
NSAIDs requirements.
Results: Obtained results demonstrate statistically significant VAS pain
reduction during walking already in 1 week after intra-articular injection of
the combination (respectively, 62 (55-72) and 41 (32-51) mm, р<0,0001).
Moreover, pain continued to subside during all 3 months of follow up (in
1 month – 28 (20-42), in 3 months – 22 (14-37) mm). A significant pain
reduction achieved at Mo 3 persisted until Mo 6 - 20 (14-42) mm, with-
out documented pain increase (Fig. 1). Similar trends were observed with
total WOMAC score (1125 (899-1540) – at baseline, and 552 (309-837)
mm – by the end of the study, p<0,0001), and all WOMAC sub-scores
(268 (189-312) – baseline WOMAC pain, 91 (48-171) mm – by the end
of the study p<0,0001 (Fig. 2); stiffness – 101 (59-130) and 40 (20-61)
mm, p<0,0001; function – 802 (647-1095) and 402 (191-638) mm,
p<0,0001, respectively). Median time to the onset of therapeutic effect
was 7 (5-18) days. Statistically significant improvement of patients’ quality
of life by EQ-5D and general health status was observed during all fol-
low up period (respectively, 0,52 (-0,02-0,59) and 0,69 (0,59-0,80),
р<0,0001; 48 (30-60) and 72 (60-80) mm, р<0,0001). One injection of
the drug resulted in dose reduction or discontinuation of NSAIDs therapy:
at baseline 76 patients (96,2%) were taking NSAIDs, in one week 31
(39,2%) patients discontinued NSAIDs, in 1 month – 72,2%, in 3 months
– 73,4%, and by the end of the study at Mo 6 – 54,4% were not taking
NSAIDs. These data were consistent with physician’s and patient’s global
assessment of the efficacy of treatment, who stated «significant improve-
ment» and «improvement» in the majority of cases, with only few “no
effect” or “worsening” cases documented in analyzed population. Adverse
events, such as worsening of pain and/or swelling of the joint, were
documented in 8 patients (10,1%); they resolved spontaneously or follow-
ing NSAIDs intake.
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