REVOLEN PLUS

Capsule
REVA PHARMA
Composition:
Each Revolen Plus capsule contains:
Pregabalin 75 mg.
Mecobalamin 750 meg.
Alpha-lipoic Acid 150 mg.

Drug Category:
Antiepileptics, Vitamins and Antioxidants.
Pharmacological Properties & Mechanism of Action:
- Pregabalin: Pregabalin is a gamma-aminobutyric acid analogue
[(S)-3-(aminomethyl)-5 methyl hexanoic acid]. Pregabalin binds to an
auxiliary subunit (a,-3 protein) of voltage-gated calcium channels in the
central nervous system. It has been shown to be effective in clinical trials
in the treatment of diabetic neuropathy, postherpetic neuralgia and spinal
cord injuries.
- Mecobalamin: The exact mechanism of action is not yet elucidated, it is
possible that mecobalamin is needed for the synthesis of melatonin, since the
biosynthetic formation of melatonin requires the donation of a methyl group.
- Alpha Lipoic Acid: Alpha Lipoic Acid and its reduced metabolite, dihydro-
lipoic acid (DHLA), form a redox couple and may scavenge a wide range of
reactive oxygen species.
Alpha-lipoic acid scavenges superoxide radicals and hydroxyl radicals and
prevents lipid peroxidation. It has blologlcal anuoxldanl activity, antioxidant
recycling activity and activity in enl iological energy
Pharmacokinetics:
Pregabalin: Pregabalin is rapidly absorbed when administered in the
fasted state, with peak plasma concentrations occurring within 1 hour
following both single and multiple dose administration. Pregabalin oral
bioavailability is estimated to be > 90% and is independent of dose
“ollowing repeated inistration, steady-state plasma is
reached within 24 to 48 hours. Pregabalin is not bound to plasma proteins.
Following a dosc of radiolabelled Pregabalin, dppmxlmd(dy 98% of the
in the urine was in. Pregabalin
mean elimination half-life is 6.3 hours.
Mecobalamin: Absorption of M lamin foll g oral

not bound to plasma proteins, it is unlikely to produce, or be subject to
pharmacokinetic interactions.

- Pregabalin may potentiate the effects of ethanol and lorazepam.

- Pregabalin appears to be additive in the impairment of cognitive and
gross motor function caused by oxycodone.

® Mecobalamin: There is no known adverse reactions when taken in
conjunction with medication.

® Alpha Lipoic Acid: Supplemental alpha lipoic acid may lower blood
glucose levels.

Side Effects:

- Pregabalm Most common slde et‘fecls reporled in patients treated with
P are dizzine: he, fatigue, peripheral
edema, nausea, blurred vision, dry mouth, and weight gain.

-M : has excellent tolerability and no toxicity.

- Alpha Lipoic Acid: Alpha Lipoic Acid in doses up to 600 milligrams
daily has been well tolerated.

Driving & Using Machines:

Revolen Plus may cause dizziness and somnolence and impair patients’
ability to drive or operate machinery.

Dosage & Administration:

It is given orally with or without food.

Dosing should begin at 2 capsules per day divided in two doses and may
be increased within 1 week based on efficacy and tolerability to a total
of 4 capsules per day given in divided doses (2-3 times/day). Because
pregabalin is eliminated primarily by renal excretion, the dose should be
adjusted for patients with reduced renal function.

Although pregabalin was also studied at 600 mg/day, there is no evidence
that this dose confers additional significant benefit and this dose was less
well tolerated. In view of the dose-dependent adverse effects, treatment
with doses above 300 mg/day of pregabalin are not recommended. The
maximum recommended dose is 4 capsules per day in patients with CLcr
of at least 60 mL/min.

Hepatic Impairment: No dosage adjustment is required for patients with
hepatic impairment.

Renal impairment: As Pregabalm clearance is directly propomona] to

creatinine cl dose m pauents wnh ! d renal
function must be individualised 1 as
indicated in the following Table.

Pregabalin dose based on renal function:

Human urinary excretion of mecobalamin is about one third, i

substantially greater tissue retention. Total pregabalin daily dose * Creatini
Alpha Lipoic Acid: Alpha Lipoic Acid is absorbed from the small intes- . Starting Teatinine
tine and distributed to the liver via the portal circulation and to various Dose regimen Maximum dose (mg/ Clearance
tissues in the body via systemic circulation. Alpha lipoic acid readily dose(mg/day) day) (mL/min)
crosses the blood-brain barrier. It is found, after its distribution to the vari- Y

ous body tissues, i ly, drialy and ly. BID or TID™ 600 150 =60
Indication:

Revolen Plus is indicated for the management of neuropathic pain associ- BID or TID 300 L&) 230 - <60
ated with diabetic peripheral neuropathy. Once Daily or BID | 150 25-50 >15-<30
Contraindications -

Hypersensitivity to the active substances or to any of the Once Daily G 25 =15
‘Warnings & Precautions: 1 dosage following h dialysis (mg)'.

- Diabetic Patients: In accordance with current clinical practice, some Single dose | 100 | 25 |

diabetic patients who gain weight on pregabalin treatment may need to
adjust hypoglycaemic medications.
- Hypersensitivity Reactions: There have been reports in the post-mar-
keting experiences of hypersensitivlty reactions, includmg cases of

. . ! . . i

*The total daily dose (mg/day) should be divided as indicated in the
dosing regimen to be given according to mg/dose.

“TID Divided into three doses. BID = Divided into two doses.
dose is a single additional dose.

should be ly i
ofdnyuedemd eg. facial, perioral or upper airway swelling oceur.
I has been d with dizziness and somno-

lcnuc which could increase the occurrence of accidental injury (fall) in
the elderly population. There have also been post- marketing reports of
loss consciousness, confusion and mental impairment. Therefore, Patients
should be advised to exercise caution until they are familiar with the
potential effects of the medications.

Pregnancy & Lactations:

Pregnancy: Pregabalin may cause fetal harm. Revolen Plus should not be
used during pregnancy unless the benefit to the mother clearly outweighs
the potential risk to the fetus. Women of childbearing potential must use
effective contraception during treatment.

Lactations: Ptebdbdlln is exueted |n(o human ml]k A deu;mn must be
made whether to cast-feeding or to Revolen
Plus therapy taking into account thc benefit of breast-feeding for the child
and the benefit of therapy for the woman.

Drug Interactions:

® Pregabalin: Since pregabalin is predominantly excreted unchanged

in the urine, undergoes in the urine, undergoes negligible metabolism

in human (<2% of a dose recovered in urine as metabolites), and is

Pediatric: The safety and efficacy of pregabalin in children below the
age of 12 years and in adolescents (12-17 years of age) have not been
established.

Overdose:

In d up to 15 g, no d adverse reactions were reported.
In the post-marketing experiences, the most commonly reported adverse
events observed when pregabalin was taken in overdose included
affective disorder, ional state, depression, agitation
and restlessness. Treatment of pregabalin overdose should include general
supportive measures and may include haemodialysis if necessary.
Storage: Keep out of reach of children. Store below 30 °C.

Packaging:

Each Revolen plus carton box contains 20 or 30 Capsules in two or
three blister strips.

A medicament i a product which affcts your health, and ifs
onsumption contrary o instructions is dangerous for you

- The doctorandth pharmacs experts in mediin, it benets andrisks.
ot epea e same recr o wihout onsling o dotr

KEEP THE MEDICAMENTS OUT OF REACH of CHILDREN

oinel o A Heath Minsterde Union of Ar Pharocie

20¥ / zgs10d

Reva Pharma for Pharmaceutical Industrics - 1d1ib - Syria



z,,s);lnu_eg,xnjz.as\ﬁ\zmﬂg,nq,...,wm{uuﬂum)mdi,u_
k,.nmt‘,;\gn

JJ")SL;“SJY
&l sall }Lum«s})um\é)ulayﬂ
\LIL,\)]MA;I'JE&SASJ.\}:\:\X\S“UMQA&L:IM

el i gt €301 5l e st Bl il Tl
Lad g ol e bl cbatl e sl a ol 5 1,g,; Sl
u),Xla_vL.)J&r.dlu\hm,)ﬂr,m,emu | dlasaall
Lol a5 8 35 Jan3 3 08 ) _,u\m,sm

oo i e ya i gl W an Jand 3 J.u,.du\_,“
AAJS.MLIA

1Y) a3 5D
,lbgwnggraﬂn.)x“,wuv“\,m_,LQJ,NJ_MJ

YY) Jads

sdlaxic) g de )

aﬁhqsﬁj'&rﬂ“&ﬁu‘-uﬂhqﬂ)ﬂ)@

O3A Ll (S o e daia Ln e all o3 i

u,;_.\z,ﬁuszuwugan,
sie de jall Lo ity (aall 3 5 V- ¥) e s e Ao s
ol ¢ ol e 901 2l 1 i) 0 0 iy ) (om
iy I 3G

Yl V) as/ple T jumualuﬂu\,_.)mubamr,:)ns\;
il de jall oda S 55 S ddlia) 38 u:)d\wsuldk_ddaa,a
s ¥ e all e saninall 5Ll Y1 & pan AlSa) iy Shasd
5 seaill de 2l uﬂum)w‘,y/cjdr..wb;cv_.uwcmu

3 Lo 1S B gl Gl sl (8 Gy Y S £ (8 L el
-\/JA'\-&JM
all

(638 ) (o (sl () amsall e ol Qs o
Lkl Jane e 0l syl ol 21 (Y 1
3R (e ¢ 3ibay (Al el e Ao el Jaawd oy o o
\’juld}ﬁif&m,«»L&&yﬁﬂl@&,@ﬂ!w&,@

A Al Gl e il e e Tala

Ol ) A (Maa)
sl
- — ale all alii
sallde | sl Ao ol
(s (ps/&)
< Yoo T lagm e Y
1> T < Vo Yoo Lag il pa ¥ 5l Y
Ye>e< o._Yo Vo \-"fi)‘{::‘i—’)“
Vo> Yo vo Luagaal 5550
() s skl 51 5a) 3x Al e sl
| Yo | Yoo | zhvjh);
e&a‘;uﬂ\}ﬂi\;c(\,y/cja)dm\l\m‘,ﬂlw)ﬂl &y *
/CLJ\u}GLu.duLg)gl

olie ja e daia = BID \_.\c);s_.\)‘.ujcw =TID **

bl ddlial de ja 4 dec il de all +

e VY G 53 JULYI (sl Guls ol sk ) allad s At ) s JUalaY

(Lle YWAYY) ey 'UAH ey

Ao ol b 2
m;,gdv&tmm,ﬂg‘?vﬁwa;u.‘@nwn)nuuﬁjv

B FAINREn g LUER T w,..usu,_.u_.)\_\._gw}u)mm

ol Jadi 831 e s Callli s o5 e Clia gl Sl e sl

LG5 Y15 (LY 5 s Y1 Al 5 ¢ palall g ¢ gialal)

O (S Adle ae syl (e 5o 330 ) e ja z5le Jadiy O ony

Yl )S\A!JJSHMM

Oa ¥ e Ji B a da s b daiay J\ALV‘&AJ’J}LL\AQL._“—IL&M

Otbapd e € Yo 1Y &éﬁmuﬂhuﬂway)Sﬂwds
il LA

p01552 / RO2

12x16

e oads Olsd

L Ly,
Jﬁswﬂauﬂﬁwd,mids
R SAE
o
c;:\c. qu,mun
2 a1 a3

33uSY) Cliliae s Slisalidl y g uall iliae
Sl A1 5 Al gal) Lailadl)
(J_Agwl) Yo (s)]d;)u,;,umu—.um@m)ﬁ} ol 5o -
e Lusall e il 535 51 iy yy Ja g [l S Jfise men 02
Li_\nu_m,;,m,,u,snui; sainall p I gl (028 55 5)
Y1 Z3le 3 2 pull il I 43 lid] 55 58l {
Sl il Ela] 5 et all ) semal) Y1 5 Sl sl
058 o (Saall (e camy Tl Janll Al e i o o 10V -
uu)ﬁué,;;“wﬂlulwkwyMVMhJJ)awyh)u\
Ao ganay g Ll callaly
;.Luum‘cé)‘nmjduyﬂmvum& L ol men -
Sy s Of (Sarsgla Y5 N-*SY' m 555 «(DHLA) 4 sl s 2
Ll Y1 LS e (g0 sl s Jlae
{Jaﬁm }A;j,,mwmu.”glm&mu“,mmn”m
Lm,‘nmugw@;,agm@,muum@w sl saus
A gl A ] a3 5 30SY) Slabiaa Jardi ale)
u\,.mum,;n
Uisma sl s calpnall Al 8 4l o5 i e pusg (ol gy s 20y 0
Ao sl 2l baal s Aele st B a2 58 il 550
Al Gyl e andll Gl 5 g el il Ny e Ja e i Baly
S a2y ) Sl elac ) sy de ) o aaing ¥ 5 790<
Ol B Y el £A ) Y E OO e 3O S el Dl
7ok el o sus sall i 5l (e e el 3ny Lo 35U i sy
éy)mdeJ)ﬂi‘:lhﬁmley}d\uﬂhlu)ﬂ‘w/ AN ol L
Aelu Ty z Ll | yandl o i
)\)slclu?dloj)huad}umduﬁ(h,iu el 2 2 0paV Saa
Lin) I ey Ces o sa L) LSJJ,J\QJQM\Ju}mn

sl sy

s A58 elaa) (pa oLl i yman abiailal oty 1l sl
Ml@wlwy‘é’;&u‘_ﬂyﬁ{yxﬂ'a)}ﬂlﬁ )
saladl 4 geun uiu“y.._q..)wm,amwm,)gu;
JA05 il el Al e g 555 2 cade | fiall o5 LS4l el

A £ e LS i) Jala sl

selkiay)

(Sl ) el S YU Lol ol 1Y) )um_)mws,m)@
RRARNTRCRIEN

el gl G Y ) Alaill Ju,Au bl I g

sclaliaYi g @l iadl

(Sl e e rling 35 ) sl sl 5 25 S (3 -
Sl Acadlall iy o) Jaaws ) L s 3o o g 55 31230 ¢

0 Gismtll dny e o Jlnd By )l llia Ll
Gl ey Ao Sl Aad I Ve Gy 3 Ly L...;njn)s:_m;\u
il Qo (e e bl ml e sl Al 3 158 ol )
(g stal el sel) (6 me sfadll sm A oy 55 sy
oY) pn a2y 38 Laa e abail )53l (i s 5l o)
U;L,A,mxu._.u)jm\_@umd\s "ol LS o (B gl Al
A5y ol e iy el JTiall il Al N5 e ) (o
A a0 AL Ll e 18 et S sl
gL Y1 daad)
cuvﬂuﬂ,mje\m“\@.my omiall 531 i ) G 38 2 Jaall
Al bl G5 oY1 e 353 S 55 S 13 Y) Jaall
el du&;bn.),\.u,(,lw\ iyl s 8 elal) e oy il
Aallad s %
e s ol ol 8 A3 Gany Y1 s (8 Gl 5 sl )Y
)myv@hwleﬁﬂ,ujjcmm;d fwuw\m)n
B yall 3l 5aila \_lsja.um:_uhn delia i 32l
2l gal) eNIA)A)
b 53 el sk o il of el e ol @
/vm&i)duylfmum1MWJ‘Jﬂ\_AFJ‘J)J\
uu,)ah,y,(umn@\,Asd,m@qé)g?u@v@ﬂum
Al A5 50 CDIATS @llia (5K o) el e ped La 3B
Al s IS (e JS il e il g 5y -




