GENVISC 850 (SODIUM HYALURONATE)
®

For Treatment Of Osteoarthritis Knee Pain

Clinical Overview

1

Supporting Clinical Evidence
Genvisc®850 (sold outside the U.S. as Adant®)
has been on the market globally since 1995 and
commercially available within the US since 2015. Over
45 million syringes have been distributed worldwide.¹
Genvisc®850 is a sterile, viscoelastic non-pyrogenic
solution of purified, high molecular weight sodium
hyaluronate. Genvisc®850 contains 25mg of sodium
hyaluronate per syringe. The sodium hyaluronate is
derived from bacterial fermentation. It is indicated for
the treatment of pain in osteoarthritis (OA) of the knee
in patients who have failed to respond adequately to
conservative non-pharmacologic therapy and simple
analgesics, e.g., acetaminophen. It is approved for
5 injections, but some patients may benefit from as
few as 3 injections.² GenVisc 850 has a dedicated
reimbursement code, J7320.

Placebo Controlled Safety
And Efficacy Trials
Two placebo-controlled safety and efficacy trials
demonstrate that GenVisc 850 (Adant as sold outside
the US) is a safe and effective choice for the treatment
of pain in osteoarthritis of the knee in patients who
have failed to respond adequately to conservative
nonpharmacologic therapy and to simple analgesics.
(i) A 40-month multicenter, randomized, placebocontrolled study to assess the efficacy and carryover effect of repeated intra-articular injections of
hyaluronic acid in knee osteoarthritis: the AMELIA
project (Navarro-Sarabia et al., 2011), and (ii) The
efficacy and safety of sodium hyaluronate injection
(Adant) in treating degenerative osteoarthritis, a
multi-center, randomized, double-blind, positive-drug
parallel controlled and non-inferiority clinical study.

GenVisc has been published in over 30 clinical

(Yong-Ping et al., 2015)5. The size and duration of the

studies. GenVisc 850 has the largest and longest

Navarro-Sarabia study (301 patients, 19 centers, 40

duration double blind clinical study of hyaluronic

months) provides a basis for the primary evidence of

acids for knee osteoarthritis, the AMELIA³ Project,

safety.

which is detailed below.
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Studies Utilized to Establish Reasonable
Assurance of the Effectiveness of GenVisc®
Navarro-Sarabia (AMELIA) Study: A 40-month multicentre, randomized placebo-controlled study to assess the
efficacy and carry-over effect of repeated intra-articular injections of hyaluronic acid in knee osteoarthritis:
the AMELIA project3

Objectives:

Methods:

AMELIA (OsteoArthritis Modifying Effects of Long-

A multicenter, randomized, double blinded, controlled
study in 306 patients with radiological grades II–III
(Kellgren– Lawrence) and joint space width ≥2 mm.
HA or placebo injections were given with a follow-up
of 6 months after the first and second cycles, and 1
year after the third and fourth cycles. Osteoarthritis
Research Society International (OARSI) 2004
responder criteria were used to assess efficacy.

term Intra-articular Adant) was designed to compare
against placebo the efficacy and safety of repeated
injections of hyaluronic acid (HA) and its effect on
disease progression over 40 months.

Primary Outcomes Measures:
At the 40-month visit significantly more patients responded to HA compared with placebo (OARSI 2004, p=0.004).
The number of responders to HA increased through the study, whereas those to placebo did not change.
Significant differences were also found in favor of HA for each individual component of the OARSI 2004. Marked
carry-over effect for at least 1 year after the last cycle. No safety problems were recorded.
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Yong Ping Study5
Objective:

Results:

Designed to compare the efficacy and safety of

There were no significant differences in efficacy

GenVisc850 (as studied under the brand name

between products. The non-inferiority in VAS score

Adant, as used in this study) vs. SupartzFx in treating

decreases was confirmed.

degenerative osteoarthritis (OA) of the knee.

Methods:
Randomized, multi-center, double blinded, positivedrug, parallel controlled study. 229 patients aged
≥45 years who were clinically diagnosed with
degenerative OA of the knee. The patients were
randomly assigned to receive for 5 consecutive weeks
a once-weekly intra-articular injection.

Doros Study-Meta Analysis6
Objective:

Clinical Evaluations:

The purpose of this paper was to review the

Efficacy: Clinical efficacy of GenVisc 850 was

methodology and report the main outcomes used to

evaluated using several separate comparative

demonstrate clinical comparison of GenVisc 850 with

methodologies and approaches. The results of a

Supartz/Supartx FX. Evidence from five randomized

randomized controlled trial, and a prospectively

controlled trials of Supartz/Supartz FX vs saline

defined Bayesian meta-analysis of five available

control injections (used for Supartz approval), two

randomized, controlled, multicenter clinical studies

randomized controlled trials of GenVisc 850 vs saline

were used to show that the clinical performance of

control injections, and one randomized controlled

GenVisc 850 was non-inferior to Supartz/Supartz FX

study of GenVisc 850 vs Supartz/Supartz FX provided

and superior to PBS (phosphate-buffered saline). In

evidence of safety and efficacy for GenVisc 850.

the randomized, controlled, direct comparator study,
GenVisc 850 was comparted to Supartz/Supartz FX,

Methods:

and similarly demonstrated the noninferiority of the
two HAs. (See Figure 3)

Study and patient characteristics in the randomized
controlled trials included in Bayesian meta-analysis
were demonstrated to not be significantly different.
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Clinical Evaluations:

Posterior mean diﬀerence

Non-inferiority margin = 4 mm

Figure 3 Linear trend in WOMAC pain score posterior mean diﬀerences with
GenVisc 850, Supartz/Supartz FX, and saline control.
Abbreviations: WOMAC, Western Ontario and McMaster Universities
Osteoarthritis Index; PBS, phosphate-buﬀered saline.

Safety: In the multicenter, randomized trial comparing GenVisc 850 with Supartz/Supartz FX, the incidence of AEs
was 18.1% vs 23.0% (P=0.36) for any AE, 1.7% vs 5.3% (P=0.17) for device-related AEs, and 0% vs 0.9% (P=1.0) for serious
AEs, respectively, after 6 weeks. The totality of evidence from five randomized controlled trials of Supartz/Supartz
FX vs saline control injections and a randomized controlled trial of GenVisc 850 vs. Supartz/Supartz FX provided
adequate evidence of safety for FDA approval of GenVisc 850. Safety was further supported by the post-marketing
safety reports of Supartz/Supartz FX and GenVisc 850 (Adant) over the past 20 years.
The preclinical and clinical evidence summarized supported FDA approval of based upon indistinguishable
characteristics in comparison to an approved branded product. GenVisc 850 was determined to have: 1) noninferior
efficacy compared with an FDA approved HA, 2) superior efficacy vs saline injections, using novel Bayesian
modeling, and 3) no unexpected safety risks.
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Supplemental Supportive Clinical Data
Although not utilized in the primary effectiveness evaluation, additional data supporting GenVisc
effectiveness was provided.
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Blanco 2008 Study :

Results:

Objective:

52 patients (10M/42F) were enrolled in the study

To determine whether hyaluronan (HA) delays and/

(HA group: 26; placebo group: 26). The change in the

or reduces the knee replacement surgery in patients

WOMAC stiffness subscale at 24 weeks, compared

with osteoarthritis (OA).

to the baseline score, was -22.4 in the HA group and
-2.2 in the placebo group (p=0.081). The change in the

Methods:

physical function WOMAC subscale, compared to the

A prospective, single-center, double-blinded,

baseline score, was statistically significant at 24 weeks

randomized, placebo-controlled, pilot clinical trial with

(HA group= -24.7 placebo group= -4.4 p= 0.019). Similar

two treatment groups [HA (Adant, the trade name for

results were found in the change in the total WOMAC

GenVisc 850 overseas), treatment group and placebo

index score (HA group=-23.9 vs placebo group= -5.6

treatment group] was conducted. The intra-articular

p=0.044). (Table 2.)

treatments (HA or placebo) consisted of two cycles of

Time until KRS in the HA group subjects (368.8) was

five weekly injections with a 24-week interval between
each cycle. The efficacy variable was determined

longer than that in the placebo group (253.9 days).
(Table 3).

by change in pain, articular mobility and functional
capacity as measured by WOMAC (Western Ontario
and McMaster Universities Arthritis Index). All efficacy
variables have been analyzed for the intention-to-treat
population.

Table 2. Change at 6 Months in Total WOMAC Index and in WOMAC Subscale

Placebo n=20
Mean (SD)

Hyaluronan n=22
Mean (SD)

p value

Total WOMAC index

-5.6 (21.2)

-23.9 (17.9)

0.044

Pain WOMAC subscale

-11.2 (21.0)

-21.7 (25.9)

0.307

Stiffness WOMAC subscale

-2.2 (40.3)

-22.4 (22.5)

0.081

Functional capacity WOMAC
subscale

-4.4 (18.8)

-24.7 (18)

0.019

p value was calculated using Mann-Whitney Wilcoxon test.
Table 3. Survival Time to Surgery

Placebo n=23

Hyaluronan n=25

Number of patients with surgery

20

16

Number of patients without surgery

3

9

Days to surgery (Mean-IC 95%)

253.8 (165-314)

368.7 (157-)

Mann-Whitney Wilcoxon test: μ=0.186
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Important Safety Information
GenVisc® 850 is indicated for the treatment of pain

In a clinical trial of 297 patients, the frequency of

in osteoarthritis (OA) of the knee in patients who

adverse events in the first treatment cycle was 2.9%

have failed to respond adequately to conservative

which was identical to the frequency in the saline-

nonpharmacologic therapy and to simple analgesics

control group.

(eg, acetaminophen).

The most commonly reported adverse events in the

GenVisc 850 is contraindicated in patients with known

GenVisc 850 group included injection site pain (6),

hypersensitivity to hyaluronate preparations. Intra-

allergic reaction (3), arthralgia (2), and bleeding at the

articular injections are contraindicated in cases of

injection site (2).

present infections or skin diseases in the area of the

In a clinical study involving 513 complete GenVisc 850

injection site to reduce the potential for developing
septic arthritis.

treatment cycles and 487 complete PBS treatment
cycles, the frequency of adverse events between the

The effectiveness of a single treatment cycle of less

groups was the same and did not increase over the

than 3 injections has not been established.

course of the three re-treatment cycles.
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For more information regarding GenVisc®850, please contact OrthogenRx at 877-517-5445 or visit GenVisc850.com.

Distributed by:
®

OrthogenRx , Inc
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Doylstown, PA 18901
Manufactured by:
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(Madrid), Spain
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GenVisc 850 is a registered trademark of OrthogenRx, Inc.
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