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ABSTRACT

Digestion is a multifactorial process involving seal organs and systems that exert mechanical gstonand
intestine), biochemical (liver and pancreas) antaies control (central nervous system - CNS) urtderhomeostatic
control system of the psycho-neuro-endocrine-imn{ireEl) axis.

About 20% of all Italians suffer from gastrointesti diseases caused by unbalanced diet, unheikiyle, chronic
use of medication and aging. In these situationsfuthctions occur in the secretion of the digestereymes
responsible for breaking down food and absorbirtgents, with negative repercussions on liver aadgpeas function.
The EnzyOBSERV observational clinical study focusma enzyme dysfunction associated with dyspepsid an
malabsorption syndromes. The study was conducteti0fnsubjects aged over 18 years enrolled in aecoal with
certain inclusion/exclusion criteria and treatethvarally administered dietary supplement EnzyFdenai a dose of 2
tablets/day for a period of three months and folddwp with evaluation of symptomatic parameters aafity
monitoring of adverse events.

The data collected shows that dietary supplemematith EnzyFormula ensures a correct intake of/eres and plant
extracts that control digestive function with a uetion in symptoms associated with dyspepsia cabseceduced
enzyme secretion and insufficient digestion of cleampoods.
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Introduction

Digestive enzymatic processes and their dysfunctien

Digestion is a complex, multifactorial process perfed by a combination of functions involving a rhenof organs
and systems, each one with different control ralles:stomach and small intestine perform mechawicatrol (in the
stomach and intestine) and the liver and pancreaasabiochemical controllers for digestive proesssat the same
time, the central nervous system (CNS), as partthef PNEI (Psycho—Neuro-Endocrine-lmmune) system (1)
contributes by processing and modulating the nesamd biochemical signals underlying the controtimagisms via
digestive process feedback. A non-negligible relplayed by the gut flora, which has a key rolédigestive function,
contributing to the processing of otherwise inditps substances (thanks to its specific pool ofyemes) and to the
maintenance of inflammatory intestinal homeosté®jsThe correct timing of the events associatetth Wie intake of
food and its digestion is dictated by the circadiagthms and synchronised by cross-talk betweenGN& and
metabolic tissues (intestine, liver and pancread) (

Enzyme function plays a crucial role in digestiveqesses and a large number of enzymes are invadabédary and
pancreatic amylase, gastric pepsin, hepatic and pareatic lipase, trypsin and chymotrypsin and inteshal
lactase and peptidasd€4-7). The gastrointestinal tract responds to tigestion of food with a complex and carefully
controlled process (digestive timing) in order taka digestion and the absorption of nutrients ectfe as possible:
the presence of food in the stomach and, aboveadidenum, is the signal for the activation of ititestinal phase of
the pancreatic secretion of amylase, trypsin, ctigypsin and lipase and for the secretion of bilgha liver. It is
interesting to observe how pancreatic and biliagretion is regulated by precise, mutual neuro-imorendocrine
mechanisms: it is stimulated by a number of gastestinal hormones such as gastrin, secretin, ighwd
cholecystokinin (CCK) and is controlled by the cahihervous system (CNS) through the vagus nergerg¢ton
stimulation) and the efferent fibres of the symp#ithnervous system (secretion inhibition) (8).

However, sympathetic pathway integrity is not etisbrfor coordinated intestine function: indeedgerh is an
autonomic nervous system (enteric nervous syst&INS) that is sensitive to the same chemical stipeiceived by
the CNS. Its function is not merely digestive, faléo immune and nervous, as in turn it secreteshomctive
substances (acetylcholine, dopamine and serotortmgh influence the activity of the central nergasystem. These
systems are known collectively as the gut-brairs @fid represent a fundamental network for gasasiimal tract
functions (9; 10). The positive and negative feeltbanechanisms that control the relationship betwées
consumption of food and the secretion of digesémeymes in the gut-brain axis are central to thant@aance of
digestive homeostasis: for example, an inadequaiduption of pancreatic enzymes leads to a redudtioCCK
activity in the postprandial period (Figure 1) (1The increase in circulating CCK, secondary to dtempt to
overcome its reduced action, causes an alteratitimei CNS response to eating; some of the most @ynmsymptoms
of this imbalance are early satiety and increasetippandial drowsiness and heaviness. At this laehdamental role
is played by ghrelin and leptin, hormones that@muced in the stomach and adipose tissue regplgtthe former
stimulates the appetite and the latter regulates$adling of satiety. The ghrelin/leptin balanceliered, for example, in
the presence of liver dysfunctions: both hormomesug-regulated with a loss of homeostasis andcease in plasma
glucose levels; these imbalances are also obsémvibe presence of malabsorption syndromes, wheregduction in
the absorption of nutrients triggers a compensati@echanism based on an increase in ghrelin anckfthe, also in
appetite and in obesity where leptin-resistanaestedes into an increase in adipose tissue (12-14).

In short, the close regulation of digestive meckiansi is essential for their correct operation arel dmset of
imbalances, specifically enzyme imbalances, subliatBnalters not merely the absorption of nutrignbut also the
delicate neuropeptide cross-talk mechanisms bettveeBENS and CNS with repercussions on the indalidwgeneral
psychophysical welfare (11; 15).

Epidemiology and most common symptoms

Recent data shows that 1 in 5 Italians either pa®r digestion” or suffers from fully blown gastnteéstinal diseases
(source: Italian Society of Gastroenterology, 20Tigestion is strongly influenced by dietary exsesor stress: diets
rich in fats and carbohydrates or frequent consionpif junk food are predisposing factors for theset of digestive
problems. Age (over the age of 40 digestive enzfumetion can drop by as much as 50%), unhealtlestifies and
chronic use of medicines also cause alterationggi@stion (16 - 18).
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Figure 1: schematic representation of pancreatic secreti@dbf@ck mechanisms: A) physiological homeostatioation; B)
feedback mechanisms altered by the reduction isngatic enzyme secretion.

In these situations, there may be dysfunctionkénsecretion of the digestive enzymes in chardeedking down food
and absorbing nutrients, with negative effects asohepatic and pancreatic function; this leadphenomena of
reduced and/or incomplete digestion of complex $osuach as milk and other dairy products, sugactejms and lipids
(19; 20). The symptoms connected to these dysfumgetarepostprandial heaviness and drowsinesgn increase in
fermentation phenomena and intestinal putrefaction,abdominal bloating, intestinal gasand headache.The
persistence of enzyme production alterations léads reduced absorption of nutrients, liver functadterations and
changes in the composition of gut flora.

The EnzyOBSERYV clinical study

The EnzyOBSERV observational clinical study focusad enzyme dysfunctions, common causes of dyspeptic
phenomena and malabsorption syndromes.

The aim of the EnzyOBSERYV study is to evaluateatigvity of the dietary supplemeBinzyFormula (Guna S.p.a. —
Italy) in the treatment of gastrointestinal diseasesezhly enzyme activity dysfunctions. The dietarygement
EnzyFormula is attributed enzyme support activity, virtue of its particular and balanced formulaticontaining:
amylase, lactase, lipase and cellulase; bromeloh gapain (21); dry extract dPhyllantus niruri (contributes to
improving liver function) (22; 23)-umaria officinalis (helps rebalance liver-biliary-pancreatic functeomd is a natural
anti-spastic) (24) an@urcuma longa (antioxidant and hepatoprotector) (25-27); niagfitamin PP, a useful cofactor
for the maintenance of gastric and intestinal matdsomeostasis) (28) and superoxide dismutase (S&D,
antioxidant) (29).

Materials and methods

The product used in the EnzyOBSERV studyEizyFormula, a dietary supplement in the form of differentikte
release gastroresistant tablets containing (pdetjatPhyllantus niruri L. dry extract (leaves and flowers) 200 mg;
enzyme blend (amylase, lactase, lipase and ce#uld®0 mg;Fumaria officinalis L., plant, dry extract 100 mg;
Bromelin 50 mg; Papain 50 m@urcuma longa L., root, dry extract 40 mg; Vitamin PP (Niacinj #g; Superoxide
Dismutase (SOD) from melon juiceCfcumis melo L., fruit) 5 mg. Anti-caking agents: cross-linkesbdium
carboxymethyl cellulose, silicon dioxide, magnesisi®arate, talc, coating agents: hydroxypropylutedle, carnauba
wax; loading agents: microcrystalline celluloselciten phosphate, maltodextrin; sweetener: sucraldbe enzyme
blend, combined wittPhyllantus niruri L., Fumaria officinalis L. and Vitamin PP, is contained in the rapid-retea
outer layer.Curcuma longa L. and superoxide dismutase on the other hand areioedtin the inner, slow-release
gastro-resistant layer.

The substances contained in the two layers andhi@ogical activity are summarised in Table 1.
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“FAST” OUTER LAYER

ENZYMES FUNCTION

(obtained using biotechnology by fermentation on

maltodextrin)

Lactase off-galactosidase Hydrolysis of lactos@$-galactoside bond

Amylase Hydrolysis of the polysaccharides'1,4-glycosidic bonds

Lipase Triglyceride hydrolysis

Cellulase Cellulose hydrolysis

Papain and bromelin Protein hydrolysis

PLANT INGREDIENTS FUNCTION

Phyllantus niruri L. dry extract of flowers and leaves Maintains physjidal hepatocyte function

Fumaria officinalis L. dry plant extract Purifying-diuretic, bile-stimuilag and bile-regulating
function

VITAMINS FUNCTION

Vitamin PP Maintains mucosal condition and function
Lowers triglyceride and LDL cholesterol values
Protects micro-vessels against oxidative damage
Nutrient absorption and metabolism

“SLOW” INNER LAYER

PLANT INGREDIENTS FUNCTION

Curcuma longa L. (dry root extract, cont. 98%) Antioxidant, antilethmatory and antiviral properties
ANTIOXIDANTS FUNCTION

Superoxide dismutase (SOD) melon juice extract Reduces oxidative stress phenomena

(Cucumis melo L. fruit) concentrate (Extramel®)

Table 1:ingredients and fundamental characteristics of A& T” and “SLOW?” controlled release layers of
EnzyFormula.

Study design

The EnzyOBSERYV clinical study is a multicentre ¢ehtres throughout Italy) observational study aimedvaluating
the activity of EnzyFormula in the treatment of dtinnal disorders of the gastrointestinal tract.

Over a two-month period (February — April 2013) 1€Mbjects were enrolled. An initial screening vigiD) was
performed to recruit patients meeting the protacoitiusion and exclusion criteria (Table 2). Osilypjects who signed
the informed consent form were included in the gtudl enrolled subjects underwent a second viérahree months
of treatment (T3 months) for endpoint assessment.

All patients were treated with EnzyFormula, adnaried by mouth at a dose of 2 tablets/day (onestadd@fore each
main meals) for three consecutive months.

Each investigator followed the subjects enrolledhia trial throughout the treatment period in ortteevaluate safety
through the monitoring of any adverse events (AES).

The study lasted a total of 5 months (2 monthsoknent plus 3 months of treatment) and took plastevben February
and July 2013. Participating subjects recordedhgirtpatient diaries (Table 3) the frequency andesty of the
following symptomsborborygmus, headache, intestinal gas, postprandidleaviness and postprandial drowsiness.
The parameter analysis data was obtained fromitreesl at TO and subsequently once a month (T1TB2;until the
end of treatment.

Inclusion criteria Exclusion criteria
Eligible subjects are male and females meeting the Male and female subjects amot eligible for study
following criteria: participation if they:
Adult outpatients with digestive disorders and the e Have coeliac disease;
following characteristics: * Have liver or pancreatic failure;
* Age between 40 and 60 years; * Have gastric or duodenal ulcers;
*  Subjects with functional Gl tract disorders notriggi « Have had a cholecystectomy;
treated with other products containing digestive « Have inflammatory bowel disease, Crohn’s
enzymes; disease, etc.;
e Patients able to comply with study procedures; «  Are taking buffer products;
« Patients able to understand and sign the informed « Are on treatment with proton pump inhibitors
consent form and consent to the handling of their (PPI);
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personal data. * Are being treated with H2-blockers;

e Are on chemotherapy;

e Are pregnant or breastfeeding.

e Are potentially allergic to the ingredients pf
EnzyFormula.

Table 2:inclusion and exclusion criteria for the EnzyOBSERMIticentre clinical study

Results

Enrolled subjects indicated on the patient diagyftequency and severity of the symptoms evalustibiectively using
a scale marked with the symbols (+), (++), (+++}£+) (Table 3).

The data collected during the period of treatmeith \enzyFormula was processed by allocating eachrpeter a
numerical score obtained by converting the diampsym scale and indicating the frequency with whioh specific
episode occurred. The data was subsequently gtalfistanalysed to assess its significance.

Borborygmus

Following treatment with EnzyFormula the episoddsborborygmus reported by patients dropped sigaifity
compared to the baseline: TO = 2.51 SD + 0.88; TR24 SD + 0.56AT0-T3=-50.6%; Friedman test: p < 0.00001
(Figure 2A). Each measurement is statistically isicgmt compared to the previous one: this suggebest
EnzyFormula's action is rapidly established anehisanced and maintained with regular use of thdymto

Headache

Headaches with a rapid post-prandial onset weraifgigntly lower than baseline at the end of treatinwith
EnzyFormula: score recorded at baseline TO = 1B4+%.93; score at T3 = 1.20 SD + 0.3870-T3=-26.83%;
Friedman test: p<0.00001 (Figure 2B).
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Multicentre clinical study to evaluate the efficacy of EnzyFormula
for the treatment of functional gastrointestinal disorders

PATIENT DIARY

PATIENT'S INITIALS:

DATE OF BIRTH:

TELEPHONE NUMBER:

Diagnosis:

SYMPTOM TREND

(+)=NO symptoms

(++)= MILD symptoms

(+++)= MODERATE symptoms
(++++)= SEVERE symptoms

* for “postprandial satiety”(+)= NO satiety, (++)= PARTIAL satiety, (+ + +)= TOTAL satiety

SYMPTOMS TO T1 T2 T3
Before 1 month 2 months | 3 months
treatment
FEELING OF POSTPRANDIAL
HEAVINESS
FEELING OF POSTPRANDIAL
DROWSINESS
HEADACHE
ABDOMINAL GAS (abdominal bloating due to gas or
air in the intestine)
BORBORYGMUS (tummy rumbling)
POST-PRANDIAL SATIETY*
1) Patient’s acceptance and appreciation of the produc (tick appropriate POOR
box) SATISFACTORY
EXCELLENT
2) Adverse reactions: YES NO

If so, which:

| hereby authorise the handling of my personal gatauant to Legislative Decree 196 of 2003

Patient’s signature:

Table 3: page of the patient diary for the EnzyOBSERYV mehite clinical study
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Intestinal gas

Intestinal gas reduced significantly with use ofz##rormula from the baseline to the end of treatnf&i0-T3= -
55.50%; Friedman test: p<0.00001 (TO = 3.20 SD + 0.82;=T3.42 SD * 0.70) (Figure 2C). Each measurement is
statistically significant compared to the previaume: this suggests that EnzyFormula's action iglgpstablished and

is enhanced and maintained with regular use optbduct.

Postprandial heaviness

The score associated with postprandial heavinepsoiras at the end of treatment from TO = 2.78 S84 to T3 =
1.306 SD + 0.60 (Friedman test: p<0.00001) withT&®-T3 =-52.88% (Figure 2D). Each measurement is statistically
significant compared to the previous one: this ssggthat EnzyFormula's action is rapidly establisand is enhanced
and maintained with regular use of the product.

Postprandial drowsiness

Postprandial drowsiness decreases significantlindureatment with EnzyFormula: between baseling #uie end of
treatment there isAT0-T3 =-48.53% with a mean score at TO = 2.39 SD + 0.97 and at T3 SD + 0.5; (Friedman
test: p<0.00001) (Figure 2E). Each measuremernaistically significant compared to the previouseothis suggests
that EnzyFormula's action is rapidly established iarenhanced and maintained with regular useeoptbduct.

Adverse event reporting and the safety of treatment
For the entire duration of the treatment the ingasbrs did not record any adverse events repdgezhrolled subjects,
allowing us to confirm the product's safety and aisgording to the protocol.

Product compliance
Patient compliance for treatment with EnzyFormulaswseen to be very good, in terms of the item épds
acceptance and appreciation of the product”, whiak “excellent” in most patient diaries.

Discussion

The EnzyOBSERV observational clinical study was duarted to evaluate the efficacy of the dietary sement
EnzyFormula in the treatment of digestive functaterations. EnzyFormula is composed of a compledigestive
enzymes, vitamin PP and plant extracts able toaeba the composition of the hepato-pancreatic mezyool and the
function of the areas involved in digestive proessswhich are altered by poor diet, old age andhategome
lifestyles.

One fundamental characteristic of EnzyFormula ésdHferentiated component release mechanism, wiichrantees
excellent segmental (in different areas of thergagestinal tract) and temporal distribution o tactive ingredients, in
line with physiological digestive timing.

Enzymes and plant complexes are contained in {id-ralease outer layer; they are therefore rettas¢éhe stomach
and duodenum within 60 minutes of administratiomaking them rapidly and completely available to depent the
enzyme pool, when the food reaches the stomach.a€iiic pH of the stomach environment means thatpiant
extracts and vitamin PP are rapidly mobilised, Whicaximises their hepatoprotective and purifyingoecand their
adjuvant activity in the absorption of nutrienthieTextract ofCurcuma longa L. and superoxide dismutase contained in
the slow-release gastro-resistant layer are redeas¢he small intestine so that they can exerir thetioxidant and
hepatoprotective activity, acting as oxygen fradigal scavengers.

The results obtained in the EnzyOBSERV study shbat the use of EnzyFormula in the presence of diges
disorders is efficacious in significantly reducitige symptoms monitored. All the parameters recordeow a
significant improvement, which highlights the e#fay of treatment with EnzyFormula; the reductiontbia frequency
with which the disorders present varies from a mimn of-26.83% (for headache) to a maximum €5.50% (for
intestinal gas) and the remaining symptoms haveeannvalue of arouneb0%. Statistical analysis shows how a
significant reduction in dyspeptic phenomena asdedi with poor digestion occurs in the first moothtreatment,
between TO and T1, thereby showing that treatmétht BnzyFormula boasts the dual advantage of rgpafiaction
and a prolonged action over time.

This digestion regulation action not only has pesieffects on the symptoms experienced by patiénéso reduces
the conditions of stress the organs and segmentbeofjastrointestinal tract are subject to (reductf digestive
involvement). The liver and pancreas are affected negative way by enzyme imbalances caused bgltivation of
the feedback mechanisms that control enzyme senretie presence of hepato- and pancreatoprotestibstances
such as the extracts @hyllantus niruri and Fumaria officinalis helps the enzyme pool to restore hepato-bilio-
pancreatic homeostasis. The intestinal wall aldfesithe effects of digestive function alteratidghe presence of
partially or completely indigested food reduces #rerocytes’ capacity to absorb nutrients and presence of
fermenting material can cause the onset of inflatorgastates. Vitamin PP, an ingredient of EnzyFdempresent in
significant amounts (225% of the RDA) supports pgsiological function of the intestine wall in cbmation with
the dry extract o€urcuma longa L. and with superoxide dismutase (SOD), as the éoracts as a cofactor for digestive
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enzyme reactions and the other substances actiagidants able to rebalance any oxidative stréenpmena present
in the intestinal wall.
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Figure 2: graph showing the efficacy of treatment of functibdyspepsia with EnzyFormula. EnzyFormula’s act®n
established rapidly and is boosted and maintaingu negular use of the product, thereby signifitaimproving the
symptoms.

Advanced therapies. Issue 4 — 2014
8



Biondani C., Coppola L., Corbellini MEvaluation of the effects of the dietary supplement EnzyFormula

Conclusion

The data collected during the EnzyOBSERV obsermaticstudy shows that the use of the dietary supptém
EnzyFormula guarantees an optimum intake of enzyamesplant extracts that help control digestivecfiom, with a
significant reduction in the conditions of malaigssociated with dyspepsia due to reduced enzymetieec and
inadequate digestion of certain foods such as anillk other dairy products, complex meat and cheesteips, fibre-
rich vegetables and particularly fatty foods.

The balanced intake of digestive enzymes and thiexigant activity of some of EnzyFormula’s plamgredients
allow a reduced digestive commitment, making trepct a supplement with an anti-ageing action.

EnzyFormula boasts a number of special charadt=risuch as its complete formulation, the high labélity and
synergy of its active ingredients, rapidity of acti capacity to maintain the same action over time observance of
the physiological timing of digestion. These chégastics mean that EnzyFormula is not only indicain the
treatment of functional dyspepsia but also as éinaefous co-adjuvant in the treatment of dysbiogislabsorption
syndromes and obesity or in cases in which hepatefeatic function requires support.

References

1. Ader R. Psychoneuroimmunology IV edition voke 2. Amsterdam: Academic Press, 2007.

2. Collins SM, Bercik P. The Relationship Betwertestinal Microbiota and the Central Nervous Sysieiormal
Gastrointestinal Function and Disease. Gastroeofgy®009; 136:2003-2014.

3. Stenvers DJ, Jonkers CF, Fliers E, Bisschopkiisbeek A. Nutrition and the circadian timing gstProg Brain
Res. 2012;199:359-76

4. Maldonado-Valderrama J, Wilde P, Macierzankdlackie A. The role of bile salts in digestion. A@wlloid
Interface Sci. 2011 Jun 9;165(1):36-46.

5. Maton, Anthea; Jean Hopkins, Charles William Muaghlin, Susan Johnson, Maryanna Quon Warner, Dakthrt,
Jill D. Wright (1993) Human Biology and Health. Englewood Cliffs, New Jersey, USA: Prentice Hall

6. Roxas M. The role of enzyme supplementatiorigestive disorders. Altern Med Rev. 2008 Dec;13@7-14

7. Srirama R, Deepak HB, Senthilkumar U, RavikaaiGurumurthy BR, Shivanna MB, Chandrasekaran CV,
Agarwal A, Shaanker RU. Hepatoprotective activityralian Phyllanthus. Pharm Biol. 2012 Aug;50(8B%3.

8. Jaworek J, Nawrot-Porabka K, Leja-Szpak A, Koeitu5J. Brain-gut axis in the modulation of panticeanzyme
secretion. J Physiol Pharmacol. 2010 Oct;61(5)323-

9. Bonaz BL, Bernstein CN. Brain-gut interactiongriflammatory bowel disease.Gastroenterology. 2013
Jan;144(1):36-49.

10. Konturek PC, Brzozowski T, Konturek SJ. Sti@sd the gut: pathophysiology, clinical consequendiegnostic
approach and treatment options. J Physiol Pharmagal Dec;62(6):591-9.

11. Garces MC, Gomez-Cerezo J, Codoceo R, GranBarBado J, Vazquez JJ. Postprandial cholecystok@sponse
in patients with chronic pancreatitis in treatmerth oral substitutive pancreatic enzymes Dig Dis $998
Mar;43(3):562-6.

12. Kerem M, Bedirli A, Pasaoglu H, Unsal C, Yilmad, Ofluoglu E, Sahin TT. Role of ghrelin and liepin
predicting the severity of acute pancreatitis. Dig Sci. 2007 Apr;52(4):950-5.

13. Gonnissen HK, Hulshof T, Westerterp-Plantendga Mhronobiology, endocrinology, and energy- amatifeeward
homeostasis.Obes Rev. 2013 May;14(5):405-16.

14. Peracchi M, Conte D, Terrani C, Pizzinelli &bBia C, CappielloV, Spada A, Bardella MT. Circinigtghrelin
levels in celiac patients. Am J Gastroenterol. 2808;98(11):2474-8.

15. Konturek PC, Konturek SJ, Ochfis&i W. Neuroendocrinology of gastric H+ and duodé#@O3- secretion: the
role of braingut axis. Eur J Pharmacol. 2004 Seg9%1-2):15-27.

16. Vellas B, Balas D, Moreau J, Bouisson M, Sesd@mas F, Guidet M, Ribet A. Exocrine pancreagicrstion in
the elderly. Int J Pancreatol. 1988 Dec;3(6):492-50

17. Bernardis LL, Lee PC, Brooks S, Lebenthal Exrd pancreatic and intestinal enzymes in hypophggwth-
retarded rats that received dorsomedial hypothaldesions shortly after weaning. Pharmacol BioclBahav. 1984
Aug;21(2):245-53.

18. Gillett RC Jr, Norrell A. Considerations fofesaise of statins: liver enzyme abnormalities angcte toxicity. Am
Fam Physician. 2011 Mar 15;83(6):711-6.

19. Tomasik P, Horton D. Enzymatic conversionstafch. Adv Carbohydr Chem Biochem. 2012;68:59-436.

20. Layer P, Groger G. Fate of pancreatic enzymésae human intestinal lumen in health and paniré@adufficiency.
Digestion.1993;54 Suppl 2:10-4.

21. Hiraganahalli BD, Chinampudur VC, Dethe S, Mkindjeddu D, Pandre MK, Balachandran J, Agarwal A.
Hepatoprotective and antioxidant activity of standileed herbal extracts. Pharmacogn Mag. 2012 ARD)B{16-23.

Advanced therapies. Issue 4 — 2014
9



Biondani C., Coppola L., Corbellini MEvaluation of the effects of the dietary supplement EnzyFormula

22. Manjrekar AP, Jisha V, Bag PP, Adhikary B, M, Hegde A, Nandini M. Effect of Phyllanthus nirduinn.
treatment on liver, kidney and testes in CCl4 irmtlbepatotoxic rats. Indian J Exp Biol. 2008 Ju[73%14-20.

23. Boim MA, Heilberg IP, Schor N. Phyllanthus miras a promising alternative treatment for nepthiasis. Int Braz
J Urol. 2010 Nov-Dec;36(6):657-64.

24. Campanini E. “dizionario di fitoterapia e piambedicinali” Tecniche Nuove 2004; 216-219

25. Sheldon S. H. “physician’s desk reference” Ggltore 2010.

26. Majeed M, et al. “Curcuminoids-antioxidant pdwytitrients” 1995. 27. Majeed M, et al. “Turmeridahe healing
curcuminoids” Sabinsa 1996.

28. MacKay D, Hathcock J, Guarneri E. Niacin: cheahforms, bioavailability, and health effects. NRev. 2012
Jun;70(6):357-66.

29. Yasui K, Baba A. Therapeutic potential of sopéte dismutase (SOD) for resolution of inflammatitnflamm
Res. 2006 Sep;55(9):359-63.

Advanced therapies. Issue 4 — 2014
10



