| e e e e e e e e e e e e e e e e e e e e e e e e e e e e e ¢
MODULE-1 | ADMINISTRATIVE INFORMATION & PRODUCT INFORMATION
BRAND NAME: | SANGART 60

GEMNERIC NAME: Combi Pack of Artesunate For Injectlon, Sodiom Bicarbonate Injection BP and

1.3 PRODIICT INFORMATION
1.3.1  Summary of Prodoct Characteristics (SmPC)

1. NAME OF THE MEDICINAL FPRODUCT

1.1 Name of the Medicinal Product
SANGART 6l

(Combi Pack of Artesunate For Injection, Sodium Bicarbonate Injection BF and
Sodium Chloride Tnjection BP)

1.2 Strength
Each vial contamns:
Acrtesunate 60 mg

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each wial contains:

Artesunate 60 me

Each ampoule of diluent contains: Sodium Bicarbonate Invection BP 5,08 wiv

Each ampoule of diluent confains: Sodium Chloride Imaction BP 0.9% wiv

3. PHARMACEUTICAL FORM
Powder for uyection

4. Clinical parficalars
4.1 Therapeutic indications

SANGART 00, admimsiered intmavenously o inmramnscolarly, is indicated for the treatmens
of severe malana caused b Plaswmodivm falcivarum, m adults and children

4.2 Posology and method of administration
Route of adminis tration

Intravenous or Intranmscular injection

Driose:
Adults and children: SANGART 60 12 administered at a dose of 2.4 mg of artesunate / kg body weight,

by mtravenous (1Y) or miramscalar (IM) mjection, at U, 12 and 24 hours, then once daily unti] oral
treatment can be substitutad.

SANGART &0 should be admmistered for a minimum of 24 hours (3 doses), regardless of the patient’s
ability to tolerate oral medication earlier. After at least 24 hours of SANGART 60, and when able o
tolerate oml medication, the patient should be switched fo a complete treatment course of an oml
combination antimalarial regimen, Relevant trestment puidelines should be consulted when selectng
an appropriate reginen
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Prepacition
Becaus: of the mstability of artesunate m aqueous solutions the reconsituted solution must
be used within one hour of preparation. Therefore the required dose of artesunate should be

calculated [dose in mg = pafient’s weight in kg x 2.4 ) and the number of vials of artesunate
needed should be determmed prior to reconstituting the artesimate powder.

Reconstitution of the artesunate solution

TTsing a syrmge, withdraw 1 ml of the supplied sodwm bicarhonate solvent from the
ampoite and imect mto the vial containing the artesymate powder: Shake the wial for several
minutes to mix well unti] the powder 15 completely dissolved and the solution is clear. If th
solmtion appears clondy or a precipitate is present, it shonld be disearded. The recorstimned
artesunate solution should always be nsed mmediately, and discarded 1fnot used withm
one honr

Following reconctitution the solution must be diluted according to the method of
injectien. as described below.

For intravenons (TV) injection
Using a syrmes, add 5milof sodinm chlonde 0,99 for mjection to the vial contaming the
recopstined areanate solution, Thiz will vield & ml of a solation containing artesunare |40

mg/ml Shake io mix well, ensuring that the resulting solution is sill clear, If the solution
appears cloudy of a'precipitate s present, of shonld be discandoed.

The volume required will be equad 190 (desived dose i gy mi
10

Withdraw the required volume of artesunate solution from the vial with a syringe and then
mject slowly intrevenoushy. over 1-2 minutes,

EAMCGART 60 should MOT be admiinistersd a3 an intmavenoas dn.p.

For intramunscular (TM) injecton
Ll=ing a syringe: add 2 ml-of sodinm chloride 0.9% for imjeetion to the vial containing the
recanshituted artesunate solution. Thiswill yield 3 ml of 3 solotion containing antesunate 20

mg'ml Shake to miy well, enzuging that the resulting solurion is still clear 1§ the solution
appears cloudy of a precapitaie s prezent, i shotd be discarded.

The velume required will be equal to: {desired dose inmg) ol
20

Withdraw the reguired volume of artesunate solution fom the vial with a sveinge and thes
inject mtramuscularty; the antenior thigh is useally the preferred site for mjection. If the
tofal seluine of solution to be injected inframuzcularly iz largs, it may be preferable 1o
divide the solune and inject it at several sites, 2.0 hoth thighs,

Do not use water for imection for reconstitution of the artesunate powder or for dilution
of the resulting solution prier to njection.
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Hepatic and renal impairment:

Dose adnstment 15 nob necessary 1 patients with hepahc or tenal mmpamment,

4.4 Contraindications
SANGART 60 15 contraindicated in patients with hypersensitivity to artesumate
or other artemisinins.

4.4 Special warnings and precautions for uce

Non-talcipanim malana
Artesunate has not been evaluated in the treatment of severs malara due to
Plasmodinm vivax, Plasmodivm malarnae or Plasmedium ovale.

Switchmg to oral freatment regimen
Acute teatment of severe faleipanum malaria with SANGART 60 should always be tollowed

by & complete treatment course of an appropriate oral combmation antimalarial regimen

Resistance to antimalarials
Local wformation on the prevaleace of resistance to antumalanals should be cotsidered in
choosing the appropriate combination antimalanal regimen for nse with SANGART 60,

Post-treatment anagmia
Despite transient decreases in reticulocyte counts, clinically significant anaemia associated with [Y

artesunate has not been commen in clineal trials. However, occasional cases of posi-treatment
hasmolytic ansemia severe enough to require transfusion kave been reported.

Hepatic / renal impairment:

Data regarding artesunate phammacokinetics in patients with hepatic and/or renal impaimment
are limited. Based on data from studies in patients with severe malaria, as well as tha known
metabolism of artesunate. dosage adjustment 15 not considered neccssnry in patients with

hepatic or renal impairment.

Pacdintne population
In clinical mals, the efficacy and safety of intravenous and mtranmsenlar artosunate have
been similar in adult and pasdiatric populatons.

4.5 Interaction with other medicinal products and other forms of interaction

Artesunate 15 Tapidly and extensively converted to dibydroartemisinin (DHA), the achive
metabolite, primarily by plasma and erythrocyle esierases.

DHA elimination is also mpid (half-life approximateby 45 min) and the potential for dmg-
drug mieractions appears limited. In vitre dmig-nteraction studies have demonstrated
minmal effects of artesunate on cytoclrome P450 1soenzymes. Few climical dmp-

diug mreraction sudies have been performed, however no chinically significant
mteractions have been identified.
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Distribution

DHA has been shown 1o subsianiially accwmulaie in P. falcipanum-infected ervihrocyles,
Plasma protein binding of dibydroartemisinin was defermined to be 93% in patients and
&8%e 11 healthy voluntesrs

Metabolism and elimination

Attesunate 15 extensively and rapidly hydrolysed by plasma esterases, with possible
minimal conmbution by CYP2AG. The main metabolite, dibydroartemisinig, accounts for
mest of the in vive antimalarial activity of oral aresunate, however, following I'V
admmistration. artesunate may conmbule more significantly. DHA 15 further metabolized in
the liver via glucuronidation and 15 excreted in the nme; e-dibydroartemisuun-f
-glucimonide has been identified as the major wrmary product in patients with falciparm
mmalar,

Special population:

No pharmacokinetic data are avalable tor patients with impaired renal or hepatic fundtion,
However, based on the kmown mechanisms of metabolism and elimination of artesunate,
combined with chnical data from patients with severe malari and accompanying renal and/or
hepatic compromise of various degrees, no dose modifications are considered necessany in
renal or hepatic impairment.

5.3 Preclinical safety data

General toxcity

Artegmmate presents low acute toxieity, After repeated admimstaanon of 30 me'ke'day 1o rats
and 82 3 mp'ke/day in dogs, 1e approximately 10 a&nd 17 times the proposed maxamal
therapeutic dose in man; evidence of toxicity was observed m the haematopoietic organs, the
inmumne system and response, the hver amd kndmeys.

CrenoToXICHY
Arresnnare did not show any murs gewic or clastogenic potestial i m wirro and i vive 18515
{Ames, mouse micronuclens).

Carcinogenesis
Mo atudies of the carcinopenie potential of arresmate have been

comkducted.

Reproductive toxicology studies

o, Pharmaceutical partdculars

6.0 Listoflexcipients

Solvent: Sodium bicarbonate
Sodiun chloride
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Paediatries
The AQUAMAT ( African Quinine Artesunate Malaria Tiial) was an mternational,
randomized open- label multicenter trial which sought to extznd the results of the
SEAQUAMAT study by companne parenteral artesunate versus IV quinne for severe
malana i 5425 Afncan children (< 15 vears) in 9 African countnies, Dosing was similar to
SEAQUAMAT  except that bath artesunate and quining eould be admumnistered either
imravencusty o intramscularly, vsing the same doses for [IM and IV admimstration for each
drug. Ronghly one fhurd of patients recerved study dmig by mtramuseular injection. Mortality
in the artesunate group was 8.5% compared o' 10.9% in the quuning group, resulting m &
relative risk reduction for death of 22.5% (p=0.0022); the risk recuction was similac for IV
and IM admitnstration. [n additions although the tsk of tiewiological sequelas in SUrvivors m
both groups did not differ signficantly by 28 davs following treatment, im-hospital coma,
conmvelsiens, atd deterioration of coma were all less frequent i the arfesumate-freated
panents. As wrthe SEAQUAMAT, post-freatment hypoglveagmia was more comuon 11 the
guinme-treated group.

5.2 Pharmacokinetic properties

Intravenous

After mtravenons injection arfesunate 15 very rapidly biotransformed to its active metabolite,

dihydroartemisinm (DHA). Consequently, artesunate half-life (i15) 15 estomared to be lass than
5 mmnutes. Followmg a single [V dose of 2.4 mg'dg, maxmminn artesumate plasma

concenrations (Cipax) were estimated o be 77 punolT g siudy in Gabonese childven witl
severe malana, and 42 and 36 wmel/L in two studies i YVietnamese adults with
imeomplicated malaria.

High concentrations of DHA are observed withan 5 mnmites of artesunate IV admuustration,
In the above studies (adult and paediatric), the mnges of values for the estimated time fo
INAXITEN Concentraion { tpay ) and tt4 for DHA were 005-15 minutes and 21-64 minures,

respectively, winie DHA Chjax valoes ranged ffom 5.3-10.6 pmelL

Intramuscular

Artesunate is rapidly absorbed followimeg intramuseular imjection, and peak plasma levels are
generally achieved withun 30 nunutes of adiiustration. Thus, after M injection of 2.4 mg'ke
of artesunate, absorption was rapid m Gabonese childven and Viemamese adults, with Tipax
valnes of 8 and 12 mioutes, respectively, The coresponding artesunate 1172 values were
eslimated o be 48 punotes mclnldren and 41 oonies inadule, and Cpay values wee 1.7
and 2.3 pmol/L, for children and adults, respectively

Adter IM myjection artesunate Cigay values were theretore lower by roughly 45-fold o

children and 20- fold in adults when compared to IV mjection. However, rates of artesimare

ehmunation i children and adults were 32-fold and 13-fold slower, respectively, following [h
mjection, compared to [V admimstration.
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6.2 Incompatibilities

T the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
producis

6.3 Shelf life
36 months

b.4 Special precautions for storage
Stove below 30°C. Protect frony light. The reconstuied solution shenld be stored below
30°C and should be uzed within | hour.

6.5 Nature and contents of container

Artesunate for injection: The prmary packs are colourless 7.5 mi] moulded glass vaals with 20 mm
bromoe butyl RFU rubber stopper and 20 mun Qip-off seal.

Diluent { Sodium bicarbonate injection BP 3.0% w/v and Sodium chlonde injection BP 0.9 %
wiv): The primary packs are colourless type [ glass ampoules of 1 ml and SmL respectively.

Pack slze: A caron box contaming one vial of ariesunate for injection and one ampoule of the
sodinm bicarhonate injection BP 5.0% wiv and one ampoule of sodnnm chloride injection B
0.9% w/v packed in a tray.

6.6 Special precautions for disposal and other handling
No special requarements

7. Marketing Authorization Holder
SANGHARSH LIFECARE PVT. LTD.
A-503, Solitaive Corporate Park,

Nr. Divva Bhaskar, 5.G.Highway, Makarba,
Ahmedabad-3800 15

S Marketing Authorization Number
Mot Apphcable.

9, Date of First Authorization/Renewal of the Authorization
Mot Applicabla,

10, Date of Kevision of the Text
Mot Applicable.
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