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1 | CROSS-LINKING MAKES THE DIFFERENCE

WHAT IS H EALAzﬁ,@OlA}?

HealaFlow is a slow resorption injectable drainage implant penetrating and non-penetrating glaucoma surgery.
It is made of double cross-linked sodium hyaluronate (NaHA) from biofermentation (ie. non animal origin), thus

totally biocompatible as recognized by the human body as a natural occurring component.

HealaFlow is delivered in a sterile graduated glass-syringe of 0.6ml with a 25G 7/8 canula.

HOW IS H EALAfﬁC)U\) DIFFERENT?

Thanks to its double cross-linked matrix Follow up at 25 weeks
HealaFlow is double cross-linked, with hyaluronic acid
chains associated by covalent bounds through BDDE:
« It offers long lasting presence,

up to 6 months.
+ Its matrix neither splits, nor fragments

or dissolves within aqueous environment.

+ Its cohesive" structure prevents

from migration risks. Diffuse subconjonctival bleb Filtration aspect (as ultrasound)

HealonGV® vs. HealaFlow Result after 18 month follow up
Increase of 32% complete success rate when
using double cross-linked HA (HealaFlow)

vs. non cross-linked HA (HealonGV®)

75%

Surgery without antimetabolites

HealaFlow

Complete Success Rate (IOP <18 mmHqg)
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2| GLAUCOMA FILTERING SURGERIES

HOW DOES H EALA‘FﬁO&u CONTRIBUTE
TO IMPROVE GLAUCOMA SURGERY'S RESULTS?

During penetrating surgery (trabeculectomy) or non penetrating surgery
(deep sclerectomy or viscocanalostomy), HealaFlow helps by

+ lifting the scleral flap to facilitate aqueous filtration - Fig. |

« filling the decompression chamber (non-penetrating surgery) - Fig. 2

+ |ifting the conjunctiva to prevent contact to the sclera - Fig. 2

HealaFlow is injected either in the scleral space (under the scleral flap) and/or under conjunctiva.

WHAT IS THE ACTION OF HEALAZ O ?

As such HealaFlow plays the role of a drain, naturally regulating the filtration

= at the early stage of the surgery by controlling the filtration level in the scleral space. The volume
of the implant expands from swelling of the sodium hyaluronate molecules with agueous humour,

- at a later stage through the spongy structure of the reticulated meshwork agueous humour outflow
is facilitated to maintain the I1OP at a low level.

“Healallow, o siow resorbable highty crosslinked sodivm hvalwronate deainage fmplant, felps

fir prevent fibrosis and mainfains the infrascieral space ereated with VUS, improving aguenis

humaour autflow from the trabecitlum: through the intrascleral lake," ™M
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GLAUCOMA FILTERING SURGERIES

USING H EALAfﬁOW ACCORDING TO THE SURGICAL PROCEDURE

Whatever the glaucoma filtering surgery — penetrating or nen penetrating - the aqueous humaour

filtration pracess is similar.

DURING TRABECULECTOMY

1 | Objective
« Enhance the postoperative agueous humour filtration while preventing postoperative complications.

» Contribute to postoperative hypotonia risk decrease.

2 | Required adaptation of the surgery
= No surgical technigue modification,

3 | HealaFlow use
+ The resorbable implant is injected and left into the posterior half of the scleral space to prevent

any risk of migration into the anterior chamber. It can also be Injected under the conjunctiva.

DURING DEEP SCLERECTOMY

1 | Objective
+ Maintain the surgically created space (the sclerectomy needs to remain open)

to oppose the scleral healing process.

2 | Required adaptation of the sugery

» Mo surgical technigue modification.

3 | HealaFlow use
« Tha scleral space remains cpen thanks to Healaflow injection. The surgeon modulates the volume of

injection accarding to the needed filtration space.

OTHER FILTERING SURGERIES

Using HealaFlow is not limited to the surgical procedures described here above. Any surgical procedure based
on surgically created space {such as viscocanalostomy, canaloplasty, sclero-trabeculectomy, implantation

of shunt, stent or tube) can benefit from a concomitant injection of HealaFlow.

Healallow is not desiened for infection infe Schilemm’s conal.

]
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HEALAFLOW KEY ASSETS

H EALafﬁOw SHORT TERM ASSETS

Improved results with

* Less hypotonia

« Desper anterior chamber

= Less TYNDALL effect (flare)

under conjunctiva filtration

Improved postoperative monitoring with

« Fewer filtering bleb neediing '

« Reduced glaucoma medication !

H EALAf:ﬁOw LONG TERM ASSETS

Mean follow-up period (months)

Qualified Success Rate

Complete Success Rate

Mean Preop IOP (mmHg)

Mean Postop IOP (mmHq)

Mean Postop

Glaucoma Medication

Trabeculectomy !

197

26%

B3%

2227

121

0.2

Deep Sclerectomy !

=l

85%

TT%

19.87

107

0.37

Viscocanalostomy '®/

8.4

88%

5%

20.4

12.4

0.3

*.L Sluermed - updated bated on personal commarication =% M, Feusler, 5. Row, A, Rzatte, A Mermoud. ARVD meeting 2002532497 - Data updaled Augusd 2012
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4| WHY USE HEALAFLOW?

& MAIN REASONS TO USE HEALAYC,gODU

U 'I A prolonged duration of agueous filtration is reguired to lower intraccular pressure,
HealaFlow Is present between 2 to & months'™! thanks to its cross-linking process.

O 2 HealaF low improves Complete Success (C5) and Qualified Success (05) Rates with effective and
significant |OP decrease and reduction in postoperative medication.
Recent clinical studies report that C5 and Q5 rates reach TT% and 85%, respectively, after deep

sclerectomy using HealaFlow.'!" These rates reach 75% (CS) and B8% (Q5S) after viscocanalostomy.”®

O 3 The nature of this resorbable implant and the ergonomy of the syringe permit each

surgeon to aasily inject the exact needed quantity, according to individual requirements.
HealaF low ejection |s precise, thanks to its double cross-linked structure allowing easy

ejection of a graduated syringe.

U f HealaFlow is Indicated In penetrating or non penetrating glaucoma surgery (trabeculectomy,
sclerectomy, viscocanalostomy, shunks). The double cross-linked matrix of HealaFlow improves

the gel maintenance at the site of injection and reduces the risk of undesired migration.

HealaFlow can be combined with anti-fibroblastic (such as Mitomycin C, SFU) 114! and anti
O 5 Vascular Endothelial Growth Factor treatments. HealaFlow is manufactured with NaHA made

from bio fermentation. It completely mimics the NaHA naturally cccurring in the human body,

like in the eye. There has so far been no evidence to suggest detrimental interactions with

either anti-fibroblastic or anti-VEGF.

HealaFlow does not reguire learning curve. It can be easily and rapidly adopted and mastered by
any surgeon, whatever its favorite surgical procedure and technique. HealaFlow does not change
the surgical practice, it rather improves the results.

* WL Feathg S Reyd A, Rizatio A, Mermasl. ARVD mesling 202532497 - Dala dpasted August 2047
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S| HEALAFLOW CHARACTERISTICS

IMPROVED CLINICAL OUTCOMES BASED ON TECHNOLOGICAL INNOVATION

HealaFlow double cross-linked matrix for:

- e = iz « an optimal combination of cohesiveness + elasticity and malleability

__.._F—--u‘ _ — o
h 7 ’#h-::rhf + an easy injection
~ s ZOOM ON HYALURONIC ACID
t — _‘- e It is an endogenous glycosaminaglycan, thus endowed with

ﬂi a very high capacity to capture and keep water molecules.

As a natural occurring component of cellular matrix, it is

= chemically, physically, and biclogically + present in all connective tissues

identical in all species + totally biocompatible

The Biological activity of NaHA offers

- cellular recognition {membrane specific receptor)

i o o

AR

» inflammatory process inhibition
« positive interference in scarring process
SPECIFICATIONS
HA Concentration 22 mg/ml

/ Volume 0.6 ml

. Cross-linking agent EDDE (1.4 Butanediol Diglycidyl Ether)
Polymer Origin Non animal - Biofermentation

'Y pH Physiological pH (7.0}
e
ﬂ{..;' Osmoalarity Isotonic (305 mOsm/kg)

Endotoxin content 0.5EU/mi
Protein rate < 50ppm
Sterilization Moist heat sterilization

o8
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6| FREQUENTLY ASKED QUESTIONS - FAQ

MOST FREQUENTLY ASKED QUESTIONS ABOUT HEA LA‘fﬁOW

1| What quantity should be injected? Where to place the HealaFlow implant?

« During trabeculectomy. it is convenient to inject the required guantity te lift up the scleral flap sufficiently and
to put the sutures under tension. HealaFlow shall be placed with care respecting a security distance so as to
avoid any risk of involuntary gel injecting into the anterior chamber though the trephination. Any injection under
the conjunctiva shall be performed at a safe distance from the limbus, making sure the conjunctival flap is pra

perly secured {rigorous water tightness). This will help in preventing any risk of postoperative Seidel/bleb leakage.

+ During deep sclerectamy, the scleral space has to be completely filled HealaFlow. not with standing the number
of sutures used to tighten the scleral flap. If an injection under the conjunctiva is required, this should fallow

the same procedure as for trabeculectomy.

2 | What to do if HealaFlow penetrates the anterior chamber?

Cross-linked sodium hyalurenate is not toxic for ocular tissues, Including those of the anterior ¢hamber In addition,
the nature of this implant (a double cross-linked gel, thus endowed with a ¢ compact » structure) considerably

limits the risk of gel migration into the anterior chamber.

Mevertheless, should the gel be unexpected present in the anterior chamber after trabeculectomy (detected
through & deepening of the anterior chamber and a slight concavity of the iris), this would require removal

of the gel to avoid hypertension risk.

3 | Can HealaFlow be simultaneously used with anti fibroblastic {such as MMC, SFU)?

Can we substitute HealaFlow for Mitomycin C, and reverse?

The combination of HealaFlow and Mitomycin is routinely used to create a synergical action, Indeed, HealaF [ow

is dedicated to long-term preservation of the filtering space. On the other hand it cannot fully control the fibrosis
process especially for patients at risk. Thus, HealaFlow cannot be used as a substitute for any anti fibrablastic.
Reverse, an anti fibroblastic cannot be used for keeping the filtering bleb open or acting in the regulation of the
agueous humour outflow. The combination between the structural properties of HealaFlow and the pharmacological

action of a device such as Mitomycin € is beneficial and synergetic.

o9
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APTISSEN : SWISS QUALITY AND PRECISION

With its head offices based in Geneva, Switzerland, Aptissen relies on an expert team in the field of biopolymer
transformation. At Aptissen, biochemists, physicists, guality engineers and other professionals combine their
complementary skills to develop products that are created using innovative technigques.

Aptissen has demonstrated the undeniable know-how and great expertise of its “Swiss precision” team.

APTISSEN comprises two divisions
* Ophthalmaology
* Rheurnatology

Questions? Comments? Complementary scientific information?

Contact your Aptissen representative or visit: www.aptissen.com

aphissen S.A, mall@aptissen.com H

Chamin des Aulx 18 www.aplissen.com

-
a t I S S e r’l 1226 Plan-Les-Ouates  Tel: +41(0)848 949 848 Swiss
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