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® fl'n1n-J'1Uv1Efv11Un'1111fEJlUUU't:JY HREC-MEDCMU 
' 

flru~bb 'W'VI~ fl1'a(P)~ ll'vn1'VI~1~m ii~.:~ 1 'VIli 019/07.5 

6.1 01 'a'VIU'VI 'J \J'a1£1'11\Jfl'J111tl~e:J~Jl£1 
lll lll 

'VI'U1 3 'tl il.:i 12 'VI'U1 

"' 41 ~ 1. 1V!Qv1::§.:Jfl 

L .;J 8L th..ILL 't.l'".l'Vn~ 1 'Wfl1';i'Vl\J'Vl1'W~Iil1';it;U1';i1tl~1'Wfi111JU~BI'lfi tl LL~:::fl1';i~1 L 1J'Ufl1';i'!JB~'i1 fl1~ t1 1 'Wfl1';i 

1'1 LL~fi111JU~ Bl'lfi t!'!.IB~~ L -1f1~11J fl1';i1 ~ t1 
~ ~ 

2. 'tlt!Ub'tiVI 

15~1L 1J'Ufl1';i1J11'l1~1'Wfl';ieJUfl~ 1Jfl1';i'V1U'Vl1'W~ lil1';it;l.l1 (fl) lill'l'V11J1 tJ lil1flflru::: fl';i';i1Jfl1';in1n Ul'l LL~ 
~ , ~ 

"II mi ~ LL ~::: WJ 11J tJ ~ B l'l.r1"' t~ (Data and Safety Monitoring Board/ Independent Data Monitoring 

Committee (DSMB/IDMC) ('!.1) L'VI~fl1';iru1~Yi~'t.J';i:::a~fivl-r1mL';i~, 1~fl11'lfil'l LL~:::B11il~1J~'Wljnuv1'VI~B . . 
15m';i1~v (reasonable suspected causal relationship) (SUSAR) (fl) tlqJvr1vthJfl11'lfil'l (unanticipated 

problems, UAP) (~) L'VI~fl1';iru1~Yi~'t.J';i:::a~fivl-r1mL';i~1'Wflru::: (Local or Internal SAE) LL91 sponsor V~ 

11l1~'t.J';i:::d:l'W11LU'W SUSAR 'VI~B UAP 

3. fl111.li'utl~'Uv'U 

tr1~ t~iivr'!J1vt (fl) ';i1t~~1'WL 'VI\9lfl1';iru1 '~Xflru::: m';i1.lfl1';i li!~mi ';i';i1Jfl 1';i1~v 1 'W1J'W~cJ .fl1t~ 1 'W';i ::: v::: n~1vt 
~ , , 

n1'VI'WI'l~11JU';i:::fl1~flru::: LL Yi'Vltl~1&1~'f L~m LL 'W1U~1.Jm 'Wfl1';i';i1tl~1'WL Vl~fl1';iruUJYi~'t.J';i:::61~fi'VI~BilqJ'VI1ffi~ 

fl11'lfil'l1 'Wfl1';i1~t~vtL~tl1oUeJ~tlU1J'W~cl 'VIlii'~Lfil'lL 'VI~fl1';iru ('!.I) ~l'lfl1';il'lLL~~L 'li'1~11Jfl1';i1~m ~eJ\J';i';iL 'Vl1fi111J 
, , '\.1 \J 

L~Utht~vtLnl'lefi''UnU~ L -1f1~11J fl1';i1~t~ 1 'W~eJ'WvtLnl'lL Vl~fl1';iru 
~ , 

fl ru::: fl';i';i1J fl1 ';iii!~ tJ 5';i';i1J fl1';i1 ~ tJ 1 'U1J1i~cJih) 1'U1:UV!'IJ 1vt ~ lil1 ';it;\.11 LL~::: ~ l'l~'W~11Jfi111J L 'VI1J 1:::&11J LL~::: 

m11J~1L tl'WL vJ m1 e1~n'WL vr~ m';iru el''Um:u Ln l'l~'Ua n LL~:::';i1t~~1'U91Bflruu~ vr~m1111 n~1'Uflru::: fl';i';j1Jfl1';j , 

A ,t. 0 .Q. 

4. Lb~'WJ 1.l 'ti'YV!t!'Yfl1')~1b'Y'W.:I 1'W 

~h~u 

1 -ru';i1t~~1'Wfi111JU~B I'l fit~/')1 t!~1'W L'VI \9lfl1 ';iruUJ~~'t.J';i::: a~fi/ " .., ... 
Llil1'VI'W1'Vl , 

tlqJ'VI1ffi~fl11'lfil'l 

~ 
2 



~ 61-n1n-J1Uv~EJo111Jn11111'o1uvutJEf HREC-MEDCMU (I) ' 
Aru~u 't'4'VIEJA1a~~ :u'VI11'VIa1am ,.a.:J 1 'VI~ 019/07.5 

~ 

6.1 n1 "a'VI'U'VI'J'W "a1 a.:J1'Wfl'J11Jt1£;Hl~fia 
II II 

'VI'U1 4 'tleHI 12 'VI'U1 

nvn-rnJ 

3 'Yl'U'Yl'J'W t~ tl m1lJn1)m~-ru~ tl'U'V!~1 tl 

4 LG'I"!J1'Wfl11 • 
-i-

5 t;)~~'W 1 'W~'I.h:::"!!~flru::: m1~ rn1 • 

6 

7 tb:::51'W 

"" tl'"" ...... 5. 11tiG'IZLtltlflnTl" {J'U~ 

5.1 m)~'U)1 CJ{I1'Ufl11~tl"v fin v/)1ti{I1'UL vr~m )tu1~w.:itl )::~ {1~/il qJvr1l~fl1 fl fi fl 

L 41vrih~G'1111 n..:J1'W "1 1'111 \1~ tl'U fi'J 1~ fi1'Utl'J'W"!J tl-!1 11 ti..:J 1'W fi'J 1UUG'I tl ~Ji' ti/11 t1..:11'W 

L 'V!I'lfl11ru 11l~..:~·t.h:::a..:~f1/ilruvr1 blrn~fi~ LLG'I::: L6'1'Wal'ia La"!J1'Wfl11 m1~ rn1 • v , 

'IJaeJ~Jltl (Data safety Monitoring Board, DSMB) 

5.1.2 11ti..:I1'WL'V!I'lfl11f11~~..:!'1.h:::a..:~f1~ "~1tiLL1..:1" LL{;l::: "bJfl1~fl~" LLa::: "tl1\Ja~~'U5 • 
tl'Ut111~t1 vr~a15rn11~t1" vr~a "'1!'111{" 1'Wfl ru::: (local or internal) 

'IJ 

- 1-ffLL'U'U'Y'leJ{~ AF/01-019 

- 11ti..:I1'Wmnn11 1 11t11-ffLL'U 'U'Y'leJ{~ AF/0 1-019 m~"'iJ1'U'J'W~L-iJ1~1~fl11 
'IJ 

nutl11~tl vr~a15rn11~tl" vr~a "'1!'1!1{" 'W'tlnflru::: (non local or external 
'IJ 

event) 

- 11ti..:J1'W11tl 3 L~tl'W (quarterly safety report), 6 L~tl'W (semi-annual) 

vr~a 1 tJ (Annual Safety Report) 1-ff~'1.1LL'UU~n1'V!'W~l~t10~'Vl'W1~tl L"li'W 

Development Safety Update Report (DSUR) 

- G11'UG'11~qJfii aa~Llv'a11ti..:J1'WL tlwn~n 1 'Yltlvr~ael'..:~n'l~ t~tl~ '1.11::: L~'WG'11~'1J 



HREC-MEDCMU 

019/07.5 

II II 

Vi'U1 5 "lHH 12 Vi'U1 

b~CJ1tl'Ufl11d.JUE;'Ie:J~.fi'CJ (overall safety statement) 'V!~e:Jbb'W'Ubb'U'U6'f1U 

~1CJ..:J1'Wb vt\9lrn~ru1~~-.:~'I.J~~~..:~r1~-.:~"tlti~ 1~~1mb ~..:~ bb!;1~~1mb ~..:~ ~i1d.J1flfY:h 1 
' 

-:'1 '""' .I n' "' .d 5.1.4 ~1CJ-.:11'Wb'V!I9Jfl1~ru bd.J~..:Iu~~~..:lfl~1mb ~..:~ b'Wfltu~ (Local or internal SAE) 'V1 sponsor 

cJ..:J1d.J 1~'\.J~~bil'W 

- 1ibb'U'U'V'le:J~d.J AF/01-019 

- ~1CJ..:i1'W~.I1flfl11 1 ~1CJ 1 ibb'U'U'V'le:J~d.J AF/01-019 \9l1d.J:ij1'W1'W~b-if1~1d.Jfl1~ 
" 

5.1 .5 ~1CJ..:J1'WDt1Jvt1m~f11~fi~m~b~cnnubvt19Jrn~ruw~..:~'I.J~~~..:~r1 (unanticipated 

problems that do not involve adverse events) 

- 1ibb'U'U'V'le:J~d.J AF04-019 

Q I IIA 

5.2 fl1'lb"vn'Y1v~'V11~b'ti1'W\11'lW1bb"::mcad.Jfl1'l'Vl'U'V11'W 

b!;1"1J1'W n1~m~d.J n1~ 'Vl'U'V11'W~1CJ..:J1'Wb vt\9l m~ru 1~~ ..:~'I.J~~~..:~ri" i1 ruvt1 h.i m~fi ~ bbE;'I~ 
' ' ... 

~~ bi'ie:Jn11~1CJ..:J1'W 1~F11~'!11 b~'We:J'I.J~~u1'Wm~d.Jrn~~u'V1~1'U vt~e:Jd.Je:J'Uvtd.J1CJ m~d.J rn~ "1 ~~1~ru1 

1 ~f111d.Jb~'W 1~CJmPi'mnru~~..:~~e:J 1ud 

5.2.1 ~1fN1'W~b~'We:J'I.J~~51'W~'U'V1~1'U 1~bbrl 

5.2.1.1 be:Jfl~1~~1CJ-.:~1'W-ife:Jd.JE;'jf111d.J'\JE;'Ie:J~i1CJ~1nflru~m~d.Jrn~n1nu~bb!;1-i!e:Jd.JE;'j 
'IJ 'IJ 'IJ 

bbE;'I~f111d.JUE;'Ie:J~i1CJ (Data safety Monitoring Board, DSMB) ~~~'4 

1~~u-i!e:Jd.J6lF111d.J'I.J6le:J~i1CJb~d.Jb~d.J~i:it-~6l~e:Jrn~'I.J~~bil'WF111d.Jb~tJ..:~/ 
'IJ 

f111d.Jb~'W .fl1CJ1'W 5l'W'Vhfl1~ 1~bbrl 

5.2.2.1 ~1CJ..:J1'Wbvt\9lfl1~ru1~~~'1.J~~~..:~r1-Yt "1'1mb~~, bb6l~ "1~f11~fi~" bb6l::: 
' 

internal SUSAR/UAP) 
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Aru~bb'W'VIVA1a~~ :U'VI11'VIv1am11v~l'VI~ 019/07.5 

6.1 n1-a'VIU'VI'J'U"a1a-31'Ufl'J1:Utl~vft.fi'a 
II II 

WLI1 6 "llil~ 12 'Vi'LI1 

5.2.2.2 '.i1EJ~1'Wb'V!~m'.iruUJ~~tl'.i~f.'f~rl-~1mb'.i~1'WflUJ~ (local or internal , 

SAE) ~ sponsor iT~ b.J1~tl'.i~bil'WbbG'l~'.i1EJ~1'W 

"tn-;;J~ll~'Win'Umi~v vr~t:Jifim1i~v vr~t:J "l!"ln1 'Wt:Jnflru~vh1ti~1'W 
" 

b'iJ'W'.i~EJ~ 'Vlf1 6 b~t:J'W 'V!~t:J'.i1EJ~1'Wtl'.i~~1tl (nonlocal or external , 

SUSAR) 

5. 2.3 .2 bt:Jnf.'f1'.i'.i1V~1'W"li't:JllG'lfl11lltlG'lt:JI'li1mnnflru~m'.illm'.in1n'U 1'1 bbG'l"li't:JllG'l 
" " " 

bbG'l~i'l11llUG'lt:JI'lnEJ (Data safety Monitoring Board, DSMB) ~~'U 

"li'mJG'lfl11lltlG'l t:JI'li1v b ~ll b~l.l~iJe..~G'l ~t:J m'.itl'.i~ bil'Wfl11ll b~ v ~/tl'.i~ 1v"ll'l1 

. 5.3 f11'.i'VI'U'VI1'W Lfltln'.i'.il.lnTivfL~~mJv'U'V!111tl 

5.3.1 m'.i11m'.i1 -a'bb 'U'Utl'.i~bil'W'.i1ti~1'Wbvr~m'.iru1~~~tl'.i~f.'f~r1-~1mb '.i~ "l!"ln1vr~t:JiJruvr1~ , " ... 

1~1'111'1~1'1 (AF03-0 19) 1 'Wn1'.ioW-;;J1'.iUJ1'Vl'U'V11'W "1 11'1Vtn\11-H'm111b~'W~eltl'.i~51'W 1 'W 

<U't:J 11'1-ifeJvrtl~~~~t:J 1 u-d 
5.3.1.1 ~'U'Vl'.i1'U 11'lv1~i1"li'mb'W~'l111'Wm'.i~1b'W'Wm'.ib~11 b~11 

5.3.1.2 "1JtJ"li't:J11G'lboW11b~11 
" 

5.3.1.3 1Vf~1 b'W'Wf11'.ib~llb~ll 

5.3.1.4 '.i~~'Uf11'.ib~'U"Ilel'U 11'1CJ 

... 
(3) '.i~~'Un\lm'.il.l1~m1~vrl.ll'l 

5.3.1.5 boWf1tlel'Wf11'.ib~'W"Ilel'U 



" d bb "il.:J b V'ltl'V1~1tl 

HREC-MEDCMU 
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II II 

'WLI1 7 ~el -3 12 'VI'U1 

5. 4. 2 m&~ m~:um~61tJ.:Jrl'W'VltJ'V11'WLL~";Ji1m1:u L ~'WI'l~.:Jn'W";h "-rtJ'V1~1tJ L(il e.~ bJ(;)miJ 

l.nmm~L ~:u L&il.l" 1 ~L1;l"ll1'Wf11~m~:um~L61'Wm.h~51'Wm~:um~-rtJ'V1~1tJ Lbi;~ ~tJ~~"il , , 

1 'U11~~b~tl.:J~tb~51'Ubb~.:Jb ~tl'V1~1tl 

5.4.3 m&~m~:um~r~'W1(ilfll'W~~.:~~~tJ~.:JatJ.:~r~'Wi1m1:uL ~'W'li'tJ~'W 1 ~L1;1"1l1'4f11~tJ~~~ 1 'W 

11~~'W"i!1~ru1 L ~tJ'VltJ'V11'WI'i'(il~'W 1 'Wm~·th~"!!:u ~.:~ffi ~L ~rum~:um~~'W"i!1~ru1r~'W 1(il 
, u ~ 

5.5.1 ~1Lil'Wf11~1'11:U HREC-MEDCMU 021 

5.5.2 m&~th~"ll:uil:u&i~~~tJf11~L~'W"lltltJ 1 ~a~tHlru~1~V'ltJ LL1;l~r\'1~'W(ilb11;111 ~~i~e.~ 
, 1 Ill '\J 

L61'Wtlbbe.J'Wf11~LLm"ll (corrective action plan) fl1t~1'W 3 L&itJ'U Lf1m11L'li'1'VltJ'V11'W 

l'l(il~'U 1 'Uf11~'lh~"ll:u m~ e.~"il~ b~:u~1 b il'Wm~ 1~~~.:J"il1 n~'lh~"ll:uil:u&~ b ~'U"l! tl tlbbe.J'U m~ , ~ , 

Lbm"ll 

5.5.3 m&~u~~"ll:Uil:u&ib 'Wnt:ltl'Uf11~b~'U"l!tltl 1 ~a~uilru~1~V'ltl bbi;l~rl1~'U(ilb11;11 1 ~m~e.J 
, , .... '\1 

"lltJ.:Jr~ru~ m~:u m~ 

5.6.2 L61'WtJU~~51'Wm~:um~1;l.:J'W1:U LL1;1~1;l.:J1'W~ 

5.6.3 ~.:~wu.:~atJLLi;l~U'WVin1'W~~.:~fl1t~1'W 10 1'Wv11m~ ~~.:~u~~"l!:u , 

5. 7 m'iu~~~1;1f11 'iifi~'W~tJflrutJ~ 

m&~r~ru~ m~l.l m~il:u&i~~~tJ~~m 'W f1fltl'Wf11~L ~'W"l!tJtJ 1 ~v11u'WVin LL ~.:~r~rutJ~i;~.:J'W1:U L(ile.J 

tb~51'Wm~:um~"il~t~5~~:um~1~ e.~ 1 'W:U'W~~ , 



~ 
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Aru~bb'W'VIVA1a~~ :uvn1'VIv1am,.v.:J1'VI~ 019/07.5 

6.1 n1~'VI'U'VI'J'lJ~1V.:J1'lJfl11:UtJ"e:J~Jiv 
... ... 

'Vi'U1 8 "Uel.:J 12 'Vi'U1 

"' "' ~ 6. 1J~11Jf'l'VfVI 

L'VI~n1~w12.i.W.:Jth::~.:JR LVI~f11'~ru1li'*-:J'\J';i~G'f-:J~'VJ1..H11';ibb'VfVW1~ ~ ~bfl~tl'U~boU1~11Jf11';i 

(Adverse Event or experience: 1'<ilt~~boU1~11Jf11';i1'<ilt~ 61f-:J';i11lfi-:Je:nf11';ibbG'f~-:J~~~'\Jf1&i (L"li'W t:J"f11';i 

AE) ~ ';i1 :U ~ 1-:J f11 t1 VI~ eJ t:J" ~ ';i1 :U'V11-:J '!X eJ-:J'\J fl u&i f11 ';i ~ ~ '\J f1 &1) eJ 1 f11';i 

LVI~ m~ru'V11-:Jfl~ii n V1~e1.n11~ L ~ ut:h t1 ~ Ln ~if 'W'llru~~~\ i 1~111 

{ 1 ~ LL ~ .:J (Serious Adverse 

Event or experience: SAE) 

~flf1-i (Suspected Unexpected 

Serious Adverse Reactions; 

SUSARs) 

ilru'V!1vh1ifl1~~~ ., 

(Unanticipated/ unexpected 

problems: UAP) 

L'VI~m~w11i.W.:J'\J~::~.:JfiueJnflw:: • 
(External adverse event) 

(Internal adverse event) 

, ~ 

m ';j1 ~tiel ~h~Wl1-:J f11';j b i1~111m11 ~ t1 1li11-;u~~11~'WGn'U m1 b -if 1 
~ 

~111f11';i1'<il tJVI~eJ 1li b V1~m1ru 1li'*-:J'\J';j~G'f-:J~ L tl'W~-:Jit ~b ~'W a'Wm1 t1 , 

'V11-:Jfl~ii f1 ~1-:Jf11tlbb"~~ ~ h G'f'1'W 1 Vlql'W'U1 'Wf1111 ~ti'V11-:Jii1 b 1"11 

f'11 G'f ~ 1 bb lY 1' 1 u 1 -:! 1 e1 n1 G'f n ow u 1 ~1 'W u :r u 'V1 'ij e1 -:! n1 ';j i i tl 'V11 -:! 
cv f( .c:lit. f( 

G'f-:Jfl11f'11G'fmLL"~-w'l~m11lf'11G'fm 

L Vl~m';iru1li'*-:J'\J1~G'f-:J~'V11-:Jm1Lbow'Vlt~1~ ~ ~ Cn) ?f'-:Jt:J" 1 ~Lat~:S1~ 
("11) dJ'Wa'Wm1t~fi-:J:S1~ (fl) IKeJ-:J LiTrum';ifm~n 1 'W h-:Jowt~1'U1" 

Vl~eJvl11lt';i~tJ~nmm1fn~n 1 'W b1-:J'WtJ1'U1"'W1'Wif'W C -:J) G'f'-:Jt:J" 1 ~ 
Ln~fl111loW f111VI~eJ 1 ~m111G'f11111Cl~ fl-:Jmi 'W1'WeJ ~ 1-:Jih! m-·1'1 ~ru 

~ v 

Vl~eJ ( :u) Ln~fl1111~~'\J n&i bb~ n1 b ti~VI~eJfl111loWf111bb~ n1 b -w~ 

LVI~f111ru1li'*-:J'\J1~G'f-:J~-;u1nt~1~ (n) ~1tJLb';i-:J ("11) 1lifl1~fi~ bb"~ , 

(reasonable suspected causal relationship) 

b VI~ n11ru tJ1~G'!um1ru Vl~eJt:Jmr-wli1~ "1 ~1li fl1~fi ~ ; -:JeJ1:u 

bb 'W 'V1 tl f'11 G'f ~ { 11 VI 1 i 'V1 tl1 ~ tl boO tl-:! 1 VI 11' vf'-:! 1-w '\J 1 ~ b 'V1 f'1 bb" ~ 
~1-:J'\.J)~ b 'Vlf'l 

L Vl~f11';juJ'V11-:Jf11';ibb 'W'Vl~ a 'I..! w'*-:JtJ1~G'f,:j~~ Ln~nu~ b .u1~1 11f11';i1~ tl , ~ 

1 'W 1m-:Jf11';j1 '<ilt~~ ~1 L U'Wf111b~ti'U flmm"lleJ-:Jflru~ bb 'W'Vltlf'11G'f~{ , 

11VI11'Vlm~ t~ b :St~-:J 1 Vlli b D'W'H'1VIu11fl';j,:jf11';j1'<ilt~1li11L Vl~m1ruJu , 



~ 

(f) 
~ 

1 . .n1fl~tnn 

AF/ 01-019 
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