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Excipients. 6th Edition, Pharmaceutical Press

and American Pharmacists Association, 2009.
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TDF, FTC wag EFV 814n 2 1u3agniaunduin nssuiunsuanedingestuiiuszneuie nsnenidawis (dry
granulation) §usudunsn Jaduduiusyneume TDF wag FTC waznmsnendalen (wet granulation) @15y

Fuian Fadutunusenousie EFV

dmsuanstiemandvnssuiviainuatemuignihunldlugasdsuendaaesdu auiszyliludvesu
Ansdnsignlaudediiu lagnilawmeliualuenansvaneay 4 Jaanstemandunssaluansiiumandunssy

sutenansvuneay 4 agulilunigedn 2

M13197 2: asuasdemandunssuuasnisuszandldwiniiulugasdsumandunssunnaianaisusneiay 4

#3VIIMUNTUNITH nsUsvenalilugasiSumandynssy

Microcrystalline cellulose “(...) widely used in pharmaceutical products, mainly as a
binder/diluent in oral tablet and capsule formulations,
where it is used in wet granulation and direct
compression processes. (...) it also has some lubricating
and disintegrating properties that make it useful in tablet

formation (...)” (‘1/1‘13?‘17; 130-131).

Lactose monohydrate “(...) widely used as a filler and diluent in tablets and
capsules and, to a lesser extent, in freeze-dried products
and infant formulas. (...) Fine grades of lactose are
typically used in the preparation of tablets by the wet
granulation method or when grinding is done during
processing, since the fine size allows better mixing with
other ingredients of the formulation and utilizes the

binder more efficiently. (...)” (W7t 364-365).

Povidone “(...) primarily used in solid dosage forms. In tableting,
povidone solutions are used as binders in wet granulation
processes. (...) Povidone is additionally used as a
suspending, stabilizing, or viscosity-increasing agent in
various topical and oral suspensions and solutions. The

solubility of several poorly soluble active drugs can be

increased by mixing with povidone. (...)” (Wthil 581-582).
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Polysorbate 20 “(...) are hydrophilic nonionic surfactants widely used as
emulsifying agents in the preparation of stable oil-in-
water pharmaceutical emulsions. They can also be used
as solubilizing agents for a variety of substances, including
essential oils and oil-soluble vitamins, and as wetting
agents in the formulation of oral and parenteral

suspensions. (...)” (w7l 550).

Croscarmellose sodium “(...) used in oral pharmaceutical formulations as a
disintegrant for capsules, tablets and granules. In tablet
formulations, croscarmellose sodium can be used in
direct compression and wet granulation processes. When
used in wet granulations, croscarmellose sodium should
be added in both the wet and dry phases of the process
(intra- and extragranular) so that the absorption and
swelling capacity of the disintegrant is best utilized.
Croscarmellose sodium in concentrations up to 5% w/w
can be used as a tablet disintegrant, although typically
2% w/w is used in tablets prepared by direct
compression and 3% w/w in tablets prepared by a wet

granulation process.” (Wi 206).

Magnesium stearate “(...) used primarily as a lubricant in the manufacture of
capsules and tablets in concentrations between 0.25%

and 5.0% w/w. (...)” (‘1/1133171' 4a04).

Pregelatinized starch “(...) is a modified starch used in oral capsule and tablet
formulations as a binder, diluent and disintegrant. (...) the
pregelatinized material can be used as a tablet binder in
dry compression or direct compression processes. In such
processes, pregelatinized starch is self-lubricating. (...) is
used in dry powder oral formulations in hard capsules (...)
can also be used in wet granulation processes. (...)”

(Wi 691).
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wenanil Twenansvuneias 5 Inlameastiemandsnssuvanesiniegluivesudnsunsatuiign

Taudadl fananalinnuans:

“Example 4: formulations

Tablet formulation of the following composition:

Emtricitabine 300 mg

Tenofovir diisoproxyl fumarate 300 mg

E-TMC278 hydrochloride salt 110 mg

HPMC 2910 15 mPa.s 24 mg

Polysorbate 20 émg

Crosspolyvidone 18 mg

Lactose monohydrate 43 mg

Magnesium stearate 3 mg

Talcum 6 mg

The active ingredients and lactose are fluidized and sprayed with a solution of HPMC
and polysorbate in water (at an equivalent of 120 ml/tablet). Subsequently
crosspolyvidone is added, while still being fluidized, followed by magnesium stearate
and talcum. The thus obtained granulate is compressed into 13 mm cylindrical tablets

using standard compressing equipment. (lONa15IEAY 5, %119 25 oz 26)”

wazluniswmugnsisulaeddanusanudungluaianineinissedvady i deidufanssuun@a
AvwinIIVAasIUTULURYUAREIU TIUTUIMLAE/MTON1TNTEURIVDIATTIINNNFINTTY (excipients) LBl
Taundernnuasiivesdiulsznousn tilonansmuieay D2 elalameindndiuresansiemandynssuiinase

ANUALTIYRY TOF Tugnsiiugnvesien 3 61 dwandludeniuseluil :

“Coping U.S.S.N. 60/771,353 (filed of even date and expressly incorporated herein by
reference) is directed to solving another obstacle encountered in the preparation of
the triple combination dosage form, that of reducing the size of the combined
product. While the prior art reports the successful manufacture of chemically stable
Truvada preparations (WO04/64845), these preparations contain relatively low
proportions of excipient to APl Increasing the proportion of excipient and wet
granulating the three APl combination unexpectedly resulted in a preparation in which

the tenofovir DF was highly unstable. As reported in U.S.S.N. 60/771,353, it was
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believed that use of sufficient water to accomplish the wet granulation of efavirenz
(which has relatively low solubility in comparison to emtricitabine and tenofovir DF)
caused the latter two APIs to dissolve into a eutectic mixture. The eutectic mixture
dried during granulation to form a glassy or amorphous product in which the tenofovir
DF is chemically unstable in comparison to the crystalline APl. Supplying enough
excipient to ameliorate the effect of the excess water was not consistent with
the objective of obtaining a triple combination oral dosage form of manageable
proportions. ({oNa15RUIENAY 2, Wil 2 uaz 3)”

A WaFuAuIINENaTINIEERY 1 vilinsiuindnisiiauegninauiiidiauyaves TOF, FTC uaz

vala ) Aoy 1 ::1'

RPV lussAau3nounii {NiAnud gy a1undynssuagaunanaaauimsuenansnau nidndiuiunnsiaiu

YosastIemundunssuduudiuniliveteianuineuntila

v a

FIAWUONATNULLAY 2 Uazlana1svianelay 3 FeilivesudnivnsaudeiiunilouiuAmivesu
ansdnsngnlaudatl Fevesuanidnshe Gilead Sciences viviliilpannienansnsanuadunsiisn1ssiuiuves TDF
wag FTC migluidanndudlude Truvada®) fiu EFV %i3e RPV defmunansidusuiuueniulsznuwuudes
) =P A= Y I & Aa L Yoz oA |
Fu na1Idndenils nslaundeansenveuiiuidnaeatunid TOF, FTC uazanseangnsautiu Aiaionyuzaull
i@t sgeves TOF Wedmslisiuivaiseengnsdutiu asranuiilasunisesurgliudluenansvuneiay 2 uax
NANTINEIAY 3 Aaulena1svanelay 2 uag 3 Jalananddymmanaiafeliuiuavesudnsinsign

Tawdadl TnadanunanaaiuiiowAnsty EFV wnu RPV wintu daduaisdudueulsinsiuansumadaundun

Taflofimalelam (NNRTI)

mawdentd RPV unu EFV tuduiivszdnddndmsudiniianudwngluauiidiiamnsansevile eswin
aseengvisviaessinaglunduendeaiu Ao NNRTI nmsiden RPV wiieltdsiuiu TOF/FTC tulduaninisainnisal

Nudlwenarsmamaiaduqneuniid dudu lenaisvuneay 5 ladamediunaiiieliuiazgasnalui

UsENaUMEaINUTENOUALAAIAIUATT:

“11. The combination according to any one of claims 1 to 7 wherein the combination
comprises

(i) TMC278 or a pharmaceutically acceptable salt, and

(ii) tenofovir or its prodrug tenofovir disoproxil fumarate, and

(iii) emtricitabine.”

“21. A pharmaceutical formulation comprising a pharmaceutically acceptable carrier
and a combination as claimed in any of claims 1 to 18. (lona15%u1EhaY 5, ﬁaﬁaﬁw?ﬁ
11 upy 21)”
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wona1nll tonanTnunean 6 tllaweesausenauved rilpivirine HCL Miauelusedewilsnfiansdae

mMandunssunwdeunulumassuanddnsatull NUsenaume croscarmellose:

“Composition 1d Tablet core:

Compound of formula (I-a) 27.5 mg (i.e. 25 mg base equivalent)
Lactose monohydrate 55.145 mg
Polyvinylpyrrolidone 3.25 mg

Polysorbate 20 0.35 mg

Silicified microcrystalline cellulose 16.605 mg
Croscarmellose sodium 6.05 mg

Magnesium stearate 1.10 mg

Tablet film coat

Coating powder Opadry ® Il White 4.4 mg

Purified water* q.s. (\ena15%18aY 6, Wil 12, §94)”

HuasuansTnsdasyin RPV way EFV fllassadnafiunnsneiu duildauandinisenuaziadl wu
AnuaasalumIazans vesansi 2 uanseiu Tnedvesuavstingdnein RPY farmannsalunisasanetosndy
EFV 9819370 peslsfiniu deyaain PubChem seyin snvisaessliounuazliamisaazaeildias wudn §
vosuavsUnslilldsyyunasdoyadmiunstrdainnfunsidieuiisuauannsalunisazaiesening RPV uag
EFV 1071 Tunmsmssiudnu nsfiagoyuuanuannsalunsaratsaniissudnuunnimislassaiaues

a1sUsznaunsassviauy Wululdle

uenanll Halinsfnwlufalineinisnauntn NUTBUTIBUAIUDULY T81IN9e0 2 38R LoNaNTULIBLaY
D7 lawandliiiuingUlefimnuanunsalunisnusiesn RPY w1nndn EFV deaziiulaaindeninurndenalull uaz
wnansmneay 1 wansliiuiendasiuansuauues TOF, FTC uway RPV 1u ffauyadlafieudunsliieusiaz

29AUsENaULENIY

“Tolerability results favoured rilpivirine with comparisons below for rilpivirine vs
efavirenz. While >90% of patients in each arm reported at least one side effect, grade
2 4 events related to study drug occurred in 16% vc 31%, p<0.0001) and
discontinuations due to toxicity occurred in 3% vc 8%, p=0.0005. Neurological side
effects occurred in 17% vc 38% (p<0.0001), psychiatric side effects in 15% vc 23%
(p=0.0002), abnormal dreams in 8% vc 13% (p=0.0061) and rash in 3% vc 14%
(p<0.0001). (tenNaI1TNUIAY 7, i 2)”

90 8/13

FIesUIEUAsIIRAaTIAIYSUANEURTIa YT 1301002632 liaumaslasuansuns lnewnsoviegimdoiovloiond vsunalne



[
aaa LYY

wnansneay 7 Wuiuguddydmsunsaveliiuasuainenisudiduzaiisy dedulymma
waidalunsiaugaserimubiawuunaieniiaey waguseneausde TOF, FTC wag NNRTI daldauyaiunsii
#1919 3 vliaueniu elasunisuilunds Tnen1sldanudannenansruneay 2 wazenansuieay 3

v
v U oy a ¢d

L 1 v Y =2 Y & 1 a e'dy 1 3 é! 1
ﬂ\‘m‘uﬂ’wLMG!N@G]\M?I’TJ‘IHQG\UQQLLﬁﬂ\ﬂ‘ViLﬁﬂ’)'\ﬂ’ﬁﬂiZﬂﬂgu Tiflauntsuszie wqwuuaﬂuaums

99

1Asusnsuns

2. anuwinfisuiuvasanadudulunagan
HPuvasuanitnsliszyin amnuasimanaiives TOF léSunansevuidientsimfviafiisulalasnae
l36f adugassiuimuenasmneias 5 Sslimanzdmiunsliniseatnluiyed witlymeuasiaves TOF
findndduenasmneiay 5 duldumaudluudluenaismneiay 2 uagenasmneiay 3
“nsUsEnIAlayaIAIYe TUTNTUATIENIINUsENA WO 2005/021001 8AUT1889052UUNIT
vunsysuvuden-sau Fmsunismenediauuuseissnausaesalisy HCL, ulnsd
i uaznlulWides DF valufiu ouadesmaniveunTulniGes DF dwalunisusing
og/vea3aiNIU HCL Aoy gasirsuiisnlilnenssuaumsiunsyauuudensudiodysely

lu WO 2005/021001 Lilvgeumdamsunislininainvesysd (FyvesuansUnsignlaugs
i 1aviiA1ve 1301002632, il 2, usinh 19)”

Tuduresnanaaes fuesuansinsatiufignidudsdlduandfifiuinsuen TOF way RPV saniluaes
Fudlunnsstuililfergrsnauiiadosniuaddfanudutulunaauvesarsoengniisausiasuiiy
aranduduildannslfasoongrsusasaiauentu usegrdlsfin fiudvesuansinsatuiignldudeidne
an7 3 vesiegeil 4 duiithauyadunisliisanusianioutu ud gnsend 4 Tushegied 4 ndulsiannsaliaw
dauduvesansusagaiaisanslunarauesuyudldifsuminduanududuiiinnnnislisudas sdanent
uenant Ssfimanananguasioirnuuensdluiiaugadinanenainanasienandsnssuneusnunsya

(extragranular excipients) mudonunslUl:

“gasi3y 3 uasgnaiIy 4 unnsneinhinvessaudmieenmensnunsyauas luusuin
vaunsoamsialaa lmden Usingey gastiauya (gusnsy 3) dussanaiigees esliiva iy
(38%) wosduiiilosnniguenunsya (waglamgardnuasuanlaalululewnss) uasnsoants
walsa Todess ludusamisugnyinliiudulumsysingagveaaulasdnmy uaz/mie mlulw
B3 OF s liiufenuannsolumsarareiiuduansodsmsuiasunneangnsves
SatisuiigeiudlognuzegnssauiuienlnsdmiuuasmulniGes DF suervgndududn/suin
Hgeiuvestavinienilutusanisuvesgnsmiy 3 iitauyaiudagisrdeaisvinieives

aaq

SANI5U @10150Y I NOaN A UYDINISAUNATY LAYIUNSHSEINDNUTE NI NTANITY LAY

90 9/13

FIesUIEUAsIIRAaTIAIYSUANEURTIa YT 1301002632 liaumaslasuansuns lnewnsoviegimdoiovloiond vsunalne



'
a a o =

oulasdndu uaz/viewmlulWides DF asld uarussgdeiaauya (Avesuanivnsiav
1301002632, 119l 36, U359 6)”

o
[ K'Y =

= ' a S ' Y] P ::4' = o w1
Aty FeginilaudnuTinafiuiueuvesastiemandunssuiisvylilugesi 3 asdaudrdnsionts
widaymnisuen RPY wag TDF senanniy delsiidualuase asesurglilutesnnuwinisuiuvesnnududy

Tunangdunanuenalsmnea 2

anseSundndruiiunnssiuvesansgienandunssy e siililddiaueludvsdnsi Aawnse

Y A

TinaTrauyalawuiu Ssluniniu Jetednsvewmdnduainunlunsuwsnlilaivedndala  eddvaisvaems

wdwnssufiegluende lnedrdnsdadiuvesansdiomandunssufiunnssivanendaiivansdlunmi 1 &l

£

wandbiiuindgvivesivesuanidnsatulagduiignidudedlulineidestulmaiiviveuvesansgiems

wndynssulugasiiull deuudeiivunisussivgludetiofnsvesavaiuansunsngnldudail

i A L A &
2. vufianuuvesdefednsi 3 Taofl Fufindelsznousiudau:

AUNTY gramiumissndmveudiaumu n.idia)
JaW3Tu HCI 27.5+14

waglaaqanin 60.0+3

Tndasodium 20 - 0.4+0.02

aseamiwalan Tmdoy 16.1+0.8

uazFuaelszneusndae:

Auney gardiumiendmivndleuuy @nade)

wu'lasEniiiy 200 + 10

mTulvdes lalansenda Wase | 300 + 15

iog langandn 150 +7.5

aseamiwalaa TmdAoy 60+3

Uil 1: dafiednsi 22 vasdndUnsiavil 1301002632 atiuiignidudsil
munigvesuansUnsaduiing 1387y, gusmuniondns (gasdfuin 3) danuwiiiguiuniednnn v
an3oue (gaasisud 4) ludanuwindieunisdinm sgalsinuduesudnsdnslildesuieinldinasiozlslunms

Usziluanuyiniigam1aginin vl Remington) (2000) lasgydn:

“For ANDAs to be approved, in most cases, the generic manufacturer must show that
a 90% confidence interval for the ratio between the mean response (usually ASC and
Cmax) of its product and that of the innovator product is within the limits of 0.8 and
1.25, using log-transformed data. ( w7 1037-1038)”
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AdnduvesAdsavadauazAnaisviade (IWdge GMR - §ns1diuvesaafemdedanig
sndintosiian) voeansinsuil 3 wag 4 dalndiAueiu Feradesiy 90% vasnunlimdulds (AUC) vodans

MTuR 3 uay 4 eglutadiauya (0.8 - 1.25) dmiuevia 3 vila

Aeudutugaaiads (Cmax) was RPV lugmsein3udl ¢ qandngmsdrsdadnties; ogslsfina, 919
90% muifesiudmiu Cmax 189 RPV (3U71 2) agnelutasgeuiuanumindisumsdinin (0.70 - 1.43) ol
A1l Tskender wagAmz (1999) #oSu1871 A1 Cmax e1adududosdigasnisseusuiinranirdfiuiildng
(AUC) 1Wlo997n Cmax Wumsiae u i (wazidurigean) Ssuanssannmsiivesuuusinegns AUC mui

aSurgiludamnuaiuans:

“The final version of the European Committee for Proprietary Medicine Products
(CPMP) guidance states that for the Cmax-ratio a wider acceptance range may be
necessary than for the AUC-ratio, because single concentrations, in particular extreme
concentrations like Cmax, generally have a larger variation than integrated

characteristics like AUC (10,11). (Iskender et al. , 1999, Wil 76)”

Aus PK gnsiiun 4 gn381989 % GMR

(¥29AUYNU 90%)

RPV
Coro 115 95 122 (114, 130)
AUCiu 2889 2467 117 (110, 124)
AUC, ¢ 3211 2739 117 (110, 125)

JUN 2: wavasnImagaUNITSimasMAndvIaUAaAsEmTUgATAITUN 4, M1319vasAvesuAniUng 1301002632

v &

nignldudeil (vt 35)

Aty Inemsldinaeianuauyani@inimiiveneeenly Jsliaunsoasulaingasinsun 4 Tauyams
=~ 4 9u s v a X a A = v a A o v o
i, uaziisldinaeindunag@ulunmsussiliuanusinfgamanm, deasuiiedfieingnsisun 4 aisgn

|VL|QIQA v dyd‘lldy

fansanilifidaauya memgll Selifiveyalanuandiiuiwadnsiliaafnneiuanuauyanisdininges
gn381719198n3

wana il WeAwadndiuvesastiemandynssulugnsi 3 uag 4 uad ldnudndmsiiuduves

o o

dnduegaiitfodfty Inadnaiuves microcrystalline cellulose AnLlu 20% (60 mg wag 45 me, AMUAIFU) uay

&ndiuve9 lactose monohydrate Anllu 63.3% (189.8 meg) uag 59.7% (134.3 mg) 1uQMiGT1%’Uﬁ 3 uay 4

AUAIAU
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A a a )

Yefiednssesnlivsznausmenuanvuziiunile iieatesiutunisussivg Wesiuduilemanude

a

= a Ay a A VY Y A a a 19 wa 4 A v o v A a a o a a awv 1%
ﬂaamﬁi@ﬂ‘ﬂ@qqaﬂ ﬁ]gﬂﬁﬂ,ﬂ'ﬂqsﬂ]@ﬂaawﬁ'ﬁa\if\]glﬂ'ﬁUau‘NWLQ‘W’WLllE]LﬂEJ']GUENﬂUSU@ﬂE]aV]ﬁWaﬂmaqﬂqiﬂﬁ]ﬂaWﬁUmi‘l@

Wity
v O v v v o vy v ° v a aov S & a oo £ ' Yo
Wy Memgnanlaeiuielitieiu Avesudnsunsdisviatunisuseivingeluuazlinislasu
Ansuns

3. N13ANDAIINITALANNVDITANIIY
Snsinsazarsves RPV lalldgnudusntuinfutiamlumeluladifunuiissylilumsnudmesan
yosresudnsinst
mMsldanstienszatedieg19inga wu aseamswaladlafion lasuniseduigeganitewnnsluesd
mmiﬁf\]ﬁ;ﬁu wieil tenansmneian 8 LLamWLﬁuﬁaU%’UﬂgﬂmiasmwawﬂugmmuLLﬂUﬁaLLaszﬁﬂﬂJaamﬁ
avanethlgdesegeiitudfn fenmsiiasiounndidairwnani Wy aseaniwalaa Tedoy luonans
yaneLaY 8 gnamFuiiusznouieamseongrisuazaseamialaalufoueududugs viliaunsavanddosen
IAeuanysaiiarsinga muigidounanlii:
“The strong improvement of the dissolution rate of the poorly soluble and
hydrophobic drug nifedipine by high percentages of sodium starch glycolate and
croscarmellose sodium, respectively, can be explained by deagglomeration of the
micronized drug by the disintegrant particles and solid deposition upon the surface of
strongly swelling super disintegrants which act as a carrier, just as was found in Part |
of this series (Te Wierik et al., 1992). The results presented agree with a previously
reported paper (Giunchedi et al., 1990) concerning the improvement of the
carbamazepine release by croscarmellose sodium. As an effect of swelling of the
super disintegrant, the ‘wetted’ surface of the carrier increases, which promotes

wettability and dispersibility of the particulate system . (tena15vu184ay DS, wihil 66)”

v
[ YY)

Ay audiivesgnseisueniusenaudieaseamiiualaalediey uazlaganizeg1e8weansdiFueni

9@vdiy llldddanalits uazoradudsfineniselldlaeypranidanudesygluavil

a ) i = ° v & awu A v v oo X
LNEINUNIINATATA8UBY RPV G]r]lIVILLaﬂQGLHEUV] 9 UBIAMVDIUANTIUNTU GﬁﬂmﬂaaUﬂ'J']NLsUiJsUUWQQGUU

| o aa a s = Na Ay a I3
GUEN?[’]TU'JEJLLWﬂ@'JWWLEJUﬂsua\ﬁﬂiaaﬂ']iLiJaIaﬁIsﬂLﬂﬁm UFAINADINANTUN 2 Useau

o o

Uszinuusnde nsmliuaninavesgasisuinilufeunseanswalaaludndiuiguiuld Jaliaenndos

¥ [
@ a v o =

i Yy a L ° U a ao Y ' ) Y] Y M 1 a { a v
fugnsnneaeukazsdnsludvesuansinsatul deiudsliaunsaliiluminguudunailimafnineidos
o X Ay a L9 a ao P
UilamNonsa@ansluansdnsle was
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Sa A

WU unsyanusenaumeanstisuaniifdenluanududugann asiiinisuanUdessnaindeeaid @

\inannisiedavesdumila (viscous barrier) Yasanstisuandmnelunnsyaluseninnszuiunisazany

“For capsule formulations with super disintegrants, a fast dissolution rate and a high
total amount of drug release were found for both sodium starch glycolate and

croscarmellose sodium. (4@na1HUIEAY 8, ¥il7 65)”

Nndoyatiwiu diaunsaseylaindinadiliainfa (unexpected effect) lAgiuN1TANAIVBITNTING

azaneves RPV viselednudsiiuanslunsinlugun 9 vesdnsinsaltull

Jofiodnssesliusznoumenudnvauziinfule g Aderdesiviunisusziviillesandriulszinuves

v

Toflodnsla 19190 vededvisesnsldsuaugnanziliensitesiudetednsnanlumveSuaniunstivinty

2 d‘

& a0 Yy v oy A a = Y A o add v = = g
JUU ']EJLMG!NaV]ﬂa’nI’]SU’Nmu YRNOENIN 1 09 3 (LALYDNBANTNLNYIVBI 4 019 10) IIVINVUNIS

[ 1%

g
Uszhugingdu uazlindslasudnsdns

o9

INANENIIIUATIRL wazdeyaitltrsduusenaunsiiansauainewnin Jsaguladn Avesu

'
Y] a

angdnsiaviiAve 1301002632 laiilunisusshvgdulvd dasauins 5(1) Usznau wns 6 wazlailums

a 4

UszhugniiunsuszAuggeiu dasauins 5(2) Usznau 1ns1 7 dasauins 9(4) detieanslidauduaz

o9

[ v 1 a

anudanaN1nsl 17(4) Favalvniensunsnddunesdyar andunisendrvesudnivnsiavil 1301002632
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