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[CML] Chemical Markup Language
http://eml sourceforge net

[C552] Cascading Stvle Sheets, level 2
hitp:dwww. w3 org TRREC-CS52

[ECMASeript] ECMASeript Language Specification, 3™ edition. ECMA- 262
hittp:www . ecma-international org‘publications standards Ecma-2 62 hitm

[EXCEL] Microsoft Excel
bttt wwrw microsoft. comi/office/excel/'defanlt hitm

[GIF] Graphics Interchange Format
htfp:tronche com/'computer-graphics/ zif gif8%a hitml
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[HTML] HTML 4.01 Specification
httpSwrww w3 ore TR hitml4

[IANA] Internet Assigned Numbers Authority
hittp: (Wi dana org

[IMIT] Internet Media Types
huttpwwnw dana. org/assignments ‘media-tvpes/

[150-10646] Information Technology - Universal Multiple-Octet Coded
Character Set (UCS) - Part 1: Architecture and Basic Multilingual
Plane, ISOVIEC 10646-1:1993

[150-639] Codes for the representation of names of languages
IS0 639:1988.

huttp e wanw oasis-open. org/cover/ 108393 html

[JPEG] Joint Photographic Experts Group
httpwwnw . jpeg. org'publicweInl 807 txt

[MD3] The MD35 Message-Digest Algorithm
http: et org/rferfe 1321 txt

[FDF] Fortable Document Format
http:www.adobe. com/devnet'pdfpdf reference himl

[FNG] PNG (Portable Network Graphics) Specification Version 1.0
http:wwrw w3 org TRREC-png html

[ETF] Rich Text Format (RTF) Specification, version 1.6
http:medn microsoft com/libramy/ specs rtfspec htm

[SVG] Scalable Vector Graphics (STG) 1.0 Specification (work in progress)
httpiwwrw w3 org TR/1999WD-5VG-19991203

[UNICODE] Unicode Consortium
huttp:www mnicode org

[EHTML] XHTML 1.0: The Extensible HyperText Markup Language
http v w3 org TEWD -htm1-in-zxm]

[XML] Extensible Markup Language (XML) 1.0 (Second Edition)
http:Sww w3 org TRREC-xml hitml

[X5L] Extensible Stvleshest Language (X5L)
Fersion 1.0 W3C Recommendation 15 October 2001
httprwrww. w3 org/ TROWD-xs]

[XSLT] Y50 Transformations
hittp:Swwwr. w3 org TE xslt html

2.6 71



M 3: CTD AEE &M

5l

ok

FEAS A AR P B AL 10 SCA MR AN ICH 38 IR SCRS AR RS 30 RSN 5 B3 S A 35 )
Mr A2 RSO, NAE H SR TN R IR R SCHR S L S S O F 25 A S
AHERL o

RLAEFEAN SO SR B SCA RS, DR P RAE Al — DURRIERE . MOREETY . AROCHR, PE o, 2R,
PR 3R A 2 S . CTD A2 5| AT LLE R A A R F2AE eCTD HP3RASSCRE . ARSTIFRE
BESIRIBIRR, T N2 A T SOABE R HL R B3 = (K S

S LIRS AL S AN NI AR AL s BRARASREZRAS HL 3RS B 267 2K

AR RN STy 45 BN
U, HAGRS], SRS T ASTE R SRS A FR . REELFRA T RZHE0L, (HHE

NTT BATESE S RSB ITE B, 24 eCTD HARMIE-F S I8 SO R SRR, Vi
BWONOSAE R TR RS %, s @ISO ANTE 2 RSN SO ZAAInSC e , #R R
WA o U N DRAFARTE S H (SO A4 FR . X AR N SEFR eCTD XML DTD B4 A
A 5 AR SR 2L

B SE SR B I A ARI BN K EE Y 64 ADNFAF, Hh sy 4 . SO Bt 2 AR N 1%
BOANGIEI e BT ST RLZAT — A AT — A S g 44 SCHF A Bz FORER WA SCAF A% 5
KA I 2 VR R 2 iR, BEs 4 Ffaosfil.

£ eCTD HHRBLISCAF AR RN . O T HE LA SRR SO RIHT IR 16 B0 R BBl e 3 A
R DUE S5 R RS R BT K . 2 5 B BRSO 44 B A N . SR 44 ) — IROUE AE AL
LB R 2 TR

WH, SRR PR HIE NN RS B TR ar 2 Ve . FaRgG 1 Uiy 4 41
T

bR SO SR R AT AR AT AN FERME T, AR X I3RS R AL o

+3-1

R | X4

31



Wk 1 study-report-1.pdf
Wtk 2 study-report-2.pdf
Wik En study-report-n.pdf
BEM R B RGE

FELLUF B HE 7R T B EE AN X h TR R . h i SERE RS
Jit, A 3 HIRIRRYN T B, RIEA 2 S CTD KINF . 7 Web Jl W& W AHLL CTD
SR 7% o

SCAF AN B VEAIE AL B SR 4 DA, WR HR N B PR A S VRGN SO o ANt 5 e 2
SO R IR G o 22 ] LLE I, (A2, QR AR RARIE PO 25T L2 (0, U AR X 44 e
YEWIERA B2 A R B

B 1 ATBOUENZ R R

BB 1 SO I A PR %52 m

ARSI SR X B R EAE R DXIE R R UE dn ] 2 I BERA% S PR (AT 15
SR EARBE . SR 1SS B 5.

Bk 2 2
SRR SO B L PDF R aUER M, IR KBRS B 2 1SCAF IR IR AR Y m2. FEARHR
2 SO NAR I R a4, (HA] AP Rifb e g, DU R B2 K

#3-2

7£ CTD iy &4 A S
2.2 55 22-intro
2.3 AR E A 23-qos
2.4 EIR IR ZR IR 24-nonclin-over
2.5 I A ik 25-clin-over
2.6 Al PR I 51 2 5 45 26-nonclin-sum
2.7 I R AR i 27-clin-sum

B 2 AR SO e R IR A AR B 3-1 B

B 3-1 ARk 2 SCfF g5k R B s 1

#3217




EI{:I m2
L0 22-intra

R 3 &

BB 3 (I SCIE SRR m3o AEARE 3 (1 SO LA i i 44, {E R] RARE— 2 i b Bl s,

PUR B/ BAR A

#3-3

CTD#E i Eizipa AR AL FR
3.2 s ik 32-body-data
3.2.5 =8 3% 32s-drug-sub
3.2.S R [JE R 25 2 FR[2E P27 )P substance-1-manufacturer-1
3.2S8.1 EAREE (B, 775 32s1-gen-info
3252 HrE (SRR, R 32s2-manuf
3.28.3 B (SR, 75D 32s3-charac
3.254 ERLZG s (48K, AErER) 32s4-contr-drug-sub
3.254.1 JREbRE (AFR, 7R 32s41-spec
3.2.54.2 ST (&R, ArEED 32s42- analyt-proc
3.2.5.4.3 SHTITIESRE (4FR, 7R 32s43-val-analyt-proc
3.2.5.44 RS (R, HrEE) 32s44-batch-analys
32545 i EARHE R E K (ARR, D 32s545-justif-spec
3.2.8.5 ZENHEMBM B (AFR, B2 32s5-ref-stand
3.2.5.6 KBRBZEH ARG (LR, E7FD 32s6-cont-closure-sys
3.2.8.7 e (BFR, AFEED 32s7-stab
3.2.p HF (B, A ° 32p-drug-prod
3.2.P HilF R, A - R product-1
3.2P.1 FIR R AL (R, RIED 32p1-desc-comp
3.2.P.2 eI R (AFR. FED 32p2-pharm-dev

2R JEURL 24 2R 7 7 A ST — AN B R T SO I o 2 I T A E 1A G0 e B AR SR A SR

(A RO 24 A2 7 e 2 4T T ST A SRS A

S Ap o ) 70 TR BB — M SR T RSO e e o A% TR A E (0 B A SR S ST R A AN R
BAE SO RAN A . RS B X 3R T DL E R — B E TP S T 2T R TS .

CTD#E i EiEi AR A R
3.2P.3 HrE (R, FAED 32p3-manuf
3.2P4 WRERH (aFk. AED 32p4-contr-excip
32P4 R (CBFR. AR - R excipient-1
3.2P5 T E] (AR, FIED 32p5-contr-drug-prod
32P51 JRERRAE (ZFR, AAD 32p51-spec
3.2P.5.2 DRI (4FR, FFHD 32p52-analyt-proc
3.2P.5.3 ST ETAE (&FR, 7D 32p53-val-analyt-proc
3.2.P.54 Hek M (B, FIAD 32p54-batch-analys

#3370




3.2P55 FeFSE (SRR, FIED 32p55-charac-imp
3.2.P.5.6 ﬁgﬁ@%%i%%(%%,ﬂﬂ) 32p56-justif-spec
3.2P6 %%h/ﬁuﬂzﬁﬂ (AR, FIED 32p6-ref-stand
3.2.P.7 KRIBZE RAE (LFR, FAED 32p7-cont-closure-sys
3.2.p.8 fase (457}4\, F7AD) 32p8-stab

3.2.A B A4 32a-app

3.2A.1 BRI & (AFK, AEr=R) 32al-fac-equip
3.2.A2 SMEYE T 2 A VAL CAARR. AR AR ) 32a2-advent-agent
3.2.A3 s Rl -4 B 4 32a3-excip-name-1
3.2.R X =z & 5 32r-reg-info

33 ZHHR 33-lit-ref

S GRS LSRR A FR, N E KT 64 N, O B SR
O JE T DX RN B A SO e . AR E AT N 4 E RN S X AR T .

i 3 RIARRIE S ISR IR G AE I 3-2 IO

B 3-2 B 3 SR A BB 2~

EH:I m3

=3 32-body-data

B {:I 32=zapp

----- {1 32al-fac-equip

----- D 32a2-advent-agent

----- {29 32a3-excip-name-1

=3 32p-drug-prod

ED product-1

{7 32p1-desc-comp

-1 32p2-pharm-dev

2 32p3Fmanuf

I'_'I {:l A2pd-contr-excip

{1 excipient-1

EI D 32p5-cont-drug-prod
----- {:| 32p51-zpec
----- {1 32p52-analyt-proc
----- {:l 32pH3-val-analyt-pr
----- {:| 32pba-batch-analy:
----- {1 32pS5-charac-imp
----- {:| 32pBE-justif-spec

[ 32p6-ref-stand

-7 32pT-cont-closure-sys

(L] 32pB-stab

{7 32rreginfo

(== {:l 32z-diug-sub
21 substance-1-manufacturer-

- 3251 -gendinfo

2 3252-manuf

- 32s3-charac

== {:| 32ed-contr-drug-sub
----- -0 2sd-zpec
----- {:| 32z42-analyt-proc
----- {1 32543valanalyt-pr
----- {:l 32z44-batch-analy:
----- {:| 32245 ustif-spec

{7 32:5-ref-stand

-1 32s6-cont-closure-sys

] 3257-stab

{0 At

BBk 4 SEIGRBT Stk
L 4 BRI BARNA ma. EREER 4 AR SO MR I R a4, (HR] DA D Rl B

34T



g, DUR B BRI

R 3-4
CTDEY #iR AR BFR
4.2 W AR S 42-stud-rep
421 PTp 421-pharmacol
42.1.1 FE 4211-prim-pd
4212 IR 4212-sec-pd
42.1.3 7o ot TP 4213-safety-pharmacol
4214 A2 HAE R 4214-pd-drug-interact
422 L ANIVAE S 422-pk
4221 BTN BN UER E (Al R A AE SRR ) 4221-analyt-met-val
4222 MR 4222-absorp
4223 il 4223-distrib
4224 AR 5 4224-metab
4225 He: 4225-excr
4226 AN 1M AR GEIGER) 4226-pk-drug-interact
4227 HAh 25430 J1 w5t 4227-other-pk-stud
423 R 423-tox
4231 BIRGHIERE GRBRE . S4B 7IT) 4231-single-dose-tox

HEAAFNE GREME. B2, FRENET, SRR

4232 R EH 2L 4232-repeat-dose-tox
4233 AL 4233-genotox
4233.1 AR A 42331-in-vitro
42332 N R SRR BRI 1 5P 42332-in-vivo
4234 R (BRI S) S 2E D 4234-carcigen
KIAB T R BRF @7, AFEARIS UM N E R 5 2w ai i
42341 34122 g 19 S R E D) 42341-It-stud
FOHECR AT CEIEA RS YN E B R AR R N
42342 B3 ER ) 42342-smt-stud
42343 HAbHI 42343-other-stud
D2 == =S| E=Nor I3 Z3 )| == S AN
4235 %\zﬁ%ﬁ B EFE (RO & V0 AR R T ORI SR 1) B ARBN ) 50T 4235-repro-dev-tox
42351 EEMEMMRBEE 42351 -fert-embryo-dev
42352 NS DI A 42352-embryo-fetal-dev
42353 FEHAEERE, SRR 42353-pre-postnatal-dev
42354 | 7 G 4R TR EGEE— D VG 42354-juv
4.2.36 Je F N 52 1 4236-loc-tol
4237 Hm s st G D 4237-other-tox-stud
42371 PR 42371-antigen
42372 i 42372-immunotox
42373 PUIBESE CIRAEAAL I 42373-mechan-stud
42374 g 42374-dep
42375 AR5 42375-metab
42376 | 24 42376-imp
42377 HoAth 42377-other
43 S 3R A43-lit-ref

AR — A 4 BACRIE SR Z RS I T 3-3 B R

#3517




Bl 3-3 B 4 SRS M BB A~
=0 md

=] 42-stud-rep

B0 421-pharmacal

-] 4211 -prim-pd

-] 4112-zec-pd

-2 4213-zafety-pharmacol
-2 4214-pd-drug-interact
=0 422-pk

-2 4221 -analyt-met-val
- 4222-abzop

-2 4223-distib

- 4224-metab

|2 4225-excr

-2 4226-pk-drug-interact
-2 4227-other-pk-stud
B 423-tox

-2 423 -zingle-doze-tox
-2 4232-repeat-dose-tox
=0 4233-genotox

-2 423 -inevitio
20 4233 24inevivo
=0 4234-carcigen

-2 42347 b-stud

20 42342-smit-stud
20 42343-other-stud
=0 4235-repro-dev-tox
-2 42351 fert-embiyo-dey
-2 423582-embryo-fetal-dev
21 42383-pre-postnatal-dey
20 42354-uy

-2 4236-oc-tal

=0 4237-other-tox-stud
-2 42371-antigen
-2 4237 2immunotox
-2 42373mechan-stud
1 42374-dep

-2 42375-metab

2 42376-imp

-2 4237 7-other

-2 43itref

BB 5 e PRATF FE
B 5 (ST A FRRN mS. FERLER 6 th SCFJe B R dy 44, (H AT DA — D Rl slisy
g, DUS R BRI

£35

CTDE Eiipy AR BIR

5.2 P Il R WEFE AT 511K 52-tab-list

36 7L




CTDET Ei: o AR FR

5.3 Il AR B FEAR 53-clin-stud-rep

5.3.1 R 2GS TR 531-rep-biopharm-stud

5.3.1.1 EVFIRE (BA) BFFEIRE 5311-ba-stud-rep
“REFAR L study-report-1
“HEFAR 27 study-report-2
“REFAR 37 study-report-3

53.1.2 FLAE BA FIAESERUE (BE) BFFTHR 5312-compar-ba-be-stud-rep
“HEFTAR AL study-report-1
“REFAR 27 study-report-2
“HFFTR 37 study-report-3

53.13 AL - AR AR SRR TR 5313-in-vitro-in-vivo-corr-stud-rep
“HEFTAR L study-report-1
“REFAR 27 study-report-2
“HEFTR 37 study-report-3

5314 NARTIFCR A 5 BT R oy i 0 VAR 5314-bioanalyt-analyt-met
“HEFTAR L study-report-1
“REFAR 27 study-report-2
“HEFTR 37 study-report-3

532 5 N AR B 25 R 30 1 0 Fe Ak o5 532-rep-stud-pk-human-biomat

5.3.2.1 I3 8 55 A it 9T s 5321-plasma-prot-bind-stud-rep
“HEFTAR L study-report-1
“REFAR 27 study-report-2
RT3 study-report-3

5322 JFF AR AN 245 0 AH A A A0S 5322-rep-hep-metab-interact-stud
“REFUAR L study-report-1
“REFAR 27 study-report-2
“HEFHR 3 study-report-3

5.3.2.3 {5 FH HoA N ZRAE VR BRI R4S 5323-stud-other-human-biomat
“HEFHR L study-report-1
“HEFHR 27 study-report-2
“HFFR 37 study-report-3

5.3.3 NARZAE) 15 (PKD BESE 533-rep-human-pk-stud

5331 {2 PK AP 52 PR Fi Ak 5331-healthy-subj-pk-init-tol-stud-rep
“REFAR L study-report-1
“HE RS2 study-report-2
“HIEFAR 37 study-report-3

5.3.3.2 SR PKAWI A i SZ R T i i 5332-patient-pk-init-tol-stud-rep
“REFAR L study-report-1
“HETR 27 study-report-2
“HEFAR 3 study-report-3

5.3.33 WIER & PK AR 5333-intrin-factor-pk-stud-rep
“REFAR L study-report-1
“HEFAR 27 study-report-2
“HIEFAR 37 study-report-3

5.3.3.4 AMER R PKIF IR 5 5334-extrin-factor-pk-stud-rep
“HEFE R L study-report-1
“HEF RS2 study-report-2
“HEFAR 3 study-report-3

5.3.3.5 A PK W 7T 4R 5335-popul-pk-stud-rep
“HEFAR LY study-report-1

37




CTDET Ej: P AR FR

“HEFTR 27 study-report-2
“REFAR 3 study-report-3

5.3.4 NAEZ 3% (PD) W AR 534-rep-human-pd-stud

5.3.4.1 fd B2 PD Al PK /PD HF 0 4R 5 5341-healthy-subj-pd-stud-rep
“REFAR L study-report-1
“REFAR 27 study-report-2
“REFAR 3 study-report-3

5.3.4.2 HHPDAIPK/PDI 7T 15 5342-patient-pd-stud-rep
“REFAR L study-report-1
“HEFT R 27 study-report-2
“REFAR 37 study-report-3

5.3.5 AR 2 R R 535-rep-effic-safety-stud

5.3.5 A ZAEAN 2 AR FUAR T - T ROAE 44 FR indication-1

535.1 5 75 B3 SR A O 6] BRI PR L B LR 5 5351-stud-rep-contr
“REFAR L study-report-1
“HEFTR 27 study-report-2
“REFUAR 3 study-report-3

5.35.2 A%F R R BIT TE 4R 5352-stud-rep-uncontr
“REFAR L study-report-1
“REFAR 27 study-report-2
“HEFTR 37 study-report-3

5.35.3 2 T TR ER 1 2 Hr i i 5353-rep-analys-data-more-one-stud
“HEFTAR L study-report-1
“HEIE R 2 study-report-2
RT3 study-report-3

5354 FoAbHF TR 5354-other-stud-rep
“HETTAR L study-report-1
“HEFUR 27 study-report-2
“HEFAR 3 study-report-3

5.3.6 i E&RR 536-postmark-exp

5.3.7 B AS RAME R E FIK 537-crf-ipl
“HEFR L study-report-1
“HETHR 27 study-report-2
RS 3 study-report-3

5.4 S5 3R 54-lit-ref

CTD HZRHE T HEHR 5.3.7 A i Bl 5 A K8 3 K 5112 LA R BB 5.4 v (2228 SR

HIRLE

£ eCTD 1, KRISCHRANZ 25 SCBR A SO BN TARER 5.4 (S Jerr . SR, £ index.xml
SCAEHR, SRS TR R OGRS 2 SCR A 7o 3 M5 38 P e bm e SO SR S A ME B
FABBE TR S SO T F—Fp N CIE iz IX 80 o AN TR ER N E TR 5.4 2%

O S I A A LA X 3 FE T HE

SCHRAUBREL B o

3-8 T




TR 2R, BRI RS RS RNAR S X 85 F AT 4141
B 5 AR NE S e S IR H W] 2 LI 3-4.

B 3-4 BEHR 5 SR KB E R B

=] mS
] 52-tab-ist
= (] 53-clin-stud- -rep
-] 531-rep-biopharm-stud
- =] 5311-ba-stud-rep
’ ;I study-report-1
] study-report-2
-] study- report-3
=] 5312-compar-ba-be-stud-rep
~_] study-report-1
- study-report-2
: :J study-report-3
= L_] 5313-in-vitro-in-vivo-corr-stud-rep
: _J study-report-1
S study-report-2
] study-report-3
=1 5314- -binanalyt-analyt-met
1 study-report-1
~{_] study-report-2
-3 study-report-3
=] 532- -rep-stud-pk-human-biomat
= __I 5321-plasma-prot-bind-stud-rep
------ O study-report-1
_ +{_] study-report-2
';I study-report-3
=] '_] 5322-rep-hep-metab-interact-stud
{3 study-report-1
; .__J study-report-2
S study-report-3
=] 5323-stud-other-human-biomat
(] study-report-1
_J study-report-2
O study-report-3

B 3-4 BBk 5 SFREH BB B RS (80

#3971



i-, (1 533-rep-human-pk-stud
- B[] 5331-healthy-subj-pk-init-tol-stud-reg
O study-report-1
2 study-report-2
o b study-report-3
E] { _I 5332-patient-pk-init-tol-stud-rep
] study-report-1
: -3 study-report-2
b :] study-report-3
=] 5333-intrin-Factor-pk-stud-rep
i - study-report-1
3 study-report-2
- study-report-3
= l_:_l 5334-extrin-factor-pk-stud-rep
‘ :] study-report-1
] study-report-2
:I study-report-3
= !_] 5335-popul-pk-stud-rep
-] study-report-1
: :I study-report-2
| L) study-report-3
=11 534-rep-human-pd-stud
=) & 5341-healthy-subj-pd-stud-rep
P - study-report-1
] study-report-2
i (] study-report-3
=] 5342-patient-pd-stud-rep
| study-report-1
. study-report-2
(] study-report-3

Bl 3-4 Bk 5 ARG HIEIE B RS (80

%5 3-10 i



=1-{_] 535-rep-effic-safety-stud
LB 1 indication-1
=21 5351-stud-rep-contr
i3 (] study-report-1
] study-report-2
iy = | study-report-3
=23 5352-stud-rep-uncontr
- (] study-report-1
] study-report-2
: -3 study-report-3
= 5353-rep-analys-data-more-one-stud
A (] study-report-1
1_] study-report-2
AR -3 study-report-3
=23 5354-other-stud-rep
] study-report-1
| (] study-report-2
: ("1 study-report-3
(] 536-postmark-exp
=3 537-crf-ipl
= i | study-1
(] study-2
: | study-3
] s54-lit-ref

5 3-11 71



M 4: eCTD XXHHREM
AP R A SO 2H R R P AN T H S N IR E B

Sequential Each item in the table has a unique sequentially assigned reference number. These reference
number numbers can change with each version of this appendix.
Number CTD section number
Title CTD title
Element Element name in the Backbone
File/Directory Relative path of the File/Directory. The file extension corresponds to the file type; i.e., the “pdf”
extension is only illustrative. Refer to Table 6.1, Appendix 6, for details for the head of the path
name
Comment Comments
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%* 41

Number

Title

Element

File

index.xml

Commen
t

This is the Backbone

Number

Title

Element

File

index-md>5.txt

Commen
t

The MD5 of the Backbone

Number |1

Title Administrative Information and Prescribing Information

Element |ml-administrative-information-and-prescribing-information

Directory [m1

Comment [Only one of the regional directories is needed

Number

Title

Element

Directory |ml/eu

Comment EU directory: In addition to the appropriate regional documents, the regional xml instance should be located in this folder. Refer to regional
guidance for details

Number

Title

%42 7



Element

Directory |m1/jp

Comment Japan directory: In addition to the appropriate regional documents, the regional xml instance should be located in this folder. Refer tg
regional guidance for details

Number

Title

Element

Directory |m1/us

Comment US directory: In addition to the appropriate regional documents, the regional xml instance should be located in this folder. Refer to regional
guidance for details

Number

Title

Element

Directory [m1/xx

Comment xx directory; where xx is a two character country code from I1SO-3166-1. In addition to the appropriate regional documents, the regional xml
instance should be located in this folder. Refer to regional guidance for details

Number |2

Title Common Technical Document Summaries

Element |m2-common-technical-document-summaries

Directory [m2

Commen

t

Number (2.2

Title Introduction

Element |m2-2-introduction

Directory |m2/22-intro

Commen
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t

Number (2.2
Title Introduction
10 Element |m2-2-introduction
File m2/22-intro/introduction.pdf
Commen
t
Number (2.3
Title Quiality Overall Summary
1 Element |m2-3-quality-overall-summary
Directory |[m2/23-qos
Commen [Refer to the Granularity Annex of the M4 Organisation Document for guidance on the flexibility of multiple documents for the Quality
t Overall Summary
Number (2.3
Title Introduction
12 Element |m2-3-introduction
File m2/23-qos/introduction.pdf
Commen
t
Number |2.3.S
Title Drug Substance - Name - Manufacturer
Element |m2-3-s-drug-substance
13 IFile m2/23-qos/drug-substance.pdf
Commen Refer to the Granularity Annex of the M4 Organisation Document for guidance on the flexibility of multiple documents for the Quality Overall
\ Summary . .
Where there are more than one drug substance and/or manufacturer, separate files can be provided for each.
14 |Number [2.3.P
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Title Drug Product -Name
Element |m2-3-p-drug-product
File m2/23-qos/drug-product-name.pdf
Refer to the Granularity Annex of the M4 Organisation Document for guidance on the flexibility of multiple documents for the Quality
Commen [Overall Summary
t Refer to regional guidance for definition of what constitutes a drug product and the acceptability of more than one drug product in an
application. Where more than one drug product is acceptable in an application, a separate file can be provided for each drug product.
Number [2.3.A
Title Appendices
15 Element |m2-3-a-appendices
File m2/23-qgos/appendices.pdf
Commen [Refer to the Granularity Annex of the M4 Organisation Document for guidance on the flexibility of multiple documents for the Quality
t Overall Summary
Number [2.3.R
Title Regional Information
16 Element |m2-3-r-regional-information
File m2/23-qos/regional-information.pdf
Commen [Refer to the Granularity Annex of the M4 Organisation Document for guidance on the flexibility of multiple documents for the Quality
t Overall Summary
Number (2.4
Title Nonclinical Overview
17 Element |m2-4-nonclinical-overview
Directory |[m2/24-nonclin-over
Commen
t
Number (2.4
18 Title Nonclinical Overview
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Element |m2-4-nonclinical-overview
File m2/24-nonclin-over/nonclinical-overview.pdf
Commen (Typically, this document should consist of a single file. The CTD defines further heading levels and navigation should be provided within the
t document to these sub-headings.
Number (2.5
Title Clinical Overview
19 Element |m2-5-clinical-overview
Directory |m2/25-clin-over
Commen
t
Number (2.5
Title Clinical Overview
20 Element |m2-5-clinical-overview
File m2/25-clin-over/clinical-overview.pdf
Commen [Typically, this document should consist of a single file. The CTD defines further heading levels and navigation should be provided within the
t document to these sub-headings.
Number |2.6
Title Nonclinical Written and Tabulated Summaries
21 Element |m2-6-nonclinical-written-and-tabulated-summaries
Directory |[m2/26-nonclin-sum
Commen
t
Number |2.6.1
Title Introduction
22 |Element |m2-6-1-introduction
File m2/26-nonclin-sum/introduction.pdf
Commen
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t
Number [2.6.2
Title Pharmacology Written Summary
93 Element |m2-6-2-pharmacology-written-summary
File m2/26-nonclin-sum/pharmacol-written-summary.pdf
Commen (Typically, this document should consist of a single file. The CTD defines further heading levels and navigation should be provided within the
t document to these sub-headings.
Number (2.6.3
Title Pharmacology Tabulated Summary
o4 Element |m2-6-3-pharmacology-tabulated-summary
File m2/26-nonclin-sum/pharmacol-tabulated-summary.pdf
Commen L .
\ Should have further navigation via bookmarks
Number [2.6.4
Title Pharmacokinetics Written Summary
25 Element |m2-6-4-pharmacokinetics-written-summary
File m2/26-nonclin-sum/pharmkin-written-summary.pdf
Commen [Typically, this document should consist of a single file. The CTD defines further heading levels and navigation should be provided within the
t document to these sub-headings.
Number |2.6.5
Title Pharmacokinetics Tabulated Summary
26 Element |m2-6-5-pharmacokinetics-tabulated-summary
File m2/26-nonclin-sum/pharmkin-tabulated-summary.pdf
Commen o .
\ Should have further navigation via bookmarks
Number |2.6.6
27 Title Toxicology Written Summary
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Element |m2-6-6-toxicology-written-summary
File m2/26-nonclin-sum/toxicology-written-summary.pdf
Commen [Typically, this document should consist of a single file. The CTD defines further heading levels and navigation should be provided within the
t document to these sub-headings.
Number ([2.6.7
Title Toxicology Tabulated Summary
08 Element |m2-6-7-toxicology-tabulated-summary
File m?2/26-nonclin-sum/toxicology-tabulated-summary.pdf
Commen L .
\ Should have further navigation via bookmarks
Number [2.7
Title Clinical Summary
29 Element |m2-7-clinical-summary
Directory [m2/27-clin-sum
Commen
t
Number [2.7.1
Title Summary of Biopharmaceutic Studies and Associated Analytical Methods
20 Element |m2-7-1-summary-of-biopharmaceutic-studies-and-associated-analytical-methods
File m2/27-clin-sum/summary-biopharm.pdf
Commen [Typically, this document should consist of a single file. The CTD defines further heading levels and navigation should be provided within the
t document to these sub-headings.
Number ([2.7.2
1 Title Summary of Clinical Pharmacology Studies
Element |m2-7-2-summary-of-clinical-pharmacology-studies
File m2/27-clin-sum/summary-clin-pharm.pdf
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Typically, this document should consist of a single file. The CTD defines further heading levels and navigation should be provided within the

Comment document to these sub-headings.
Number [2.7.3
Title Summary of Clinical Efficacy — /ndication
Element |m2-7-3-summary-of-clinical-efficacy
File m2/27-clin-sum/summary-clin-efficacy - /indication.pdf
The file name should always include the indication being claimed (abbreviated if appropriate) e.g., 'summary-clin-efficacy-asthma.pdf'.
\Where there is more than one indication (e.g., asthma & migraine) then the first indication has a file name 'summary -clin-efficacyasthma.pdf'
and the second 'summary-clin-efficacy-migraine.pdf'. Typically, this document should consist of a single file. The CTD defines further
30 heading levels and navigation should be provided within the document to these sub-headings.
The ‘indication’ attribute in the backbone should be consistent with that used in the filename but can be different. For example, an ‘indication’
Comment attribute value of ‘Non-Small Cell Lung Cancer’ could be expressed as ‘NSCLC' in the filename for that document (i.e., summclineff-nsclc.pdf).
There is currently no standard terminology list for ‘indication’ and applicants should choose these attributes carefully as they can not be easily,
changed during the life cycle of the application. The only way this can be accomplished currently is to delete all the leaf elements with the
incorrect attribute value and provide new leaf elements for those files with the modified attribute value. Applicants should consult with the
regional authority before attempting to modify these attributes to discuss the appropriateness of, and approach to be taken for, this type of
change.
Number ([2.7.4
Title Summary of Clinical Safety
13 Element |m2-7-4-summary-of-clinical-safety
File m2/27-clin-sum/summary-clin-safety.pdf
Comment Typically, this document should consist of a single file. The CTD defines further heading levels and navigation should be provided within the
document to these sub-headings.
Number |2.7.5
Title Literature References
34 Element |m2-7-5-literature-references
File m2/27-clin-sum/literature-references.pdf
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Number ([2.7.6
Title Synopses of Individual Studies
35 Element |m2-7-6-synopses-of-individual-studies
File m2/27-clin-sum/synopses-indiv-studies.pdf
Comment These synopses should already be located in the Clinical Study Reports in Module 5 and should not, therefore, be repeated in Module 2. It is
considered sufficient to provide hyperlinks from the listing of the studies, located here, to the locations of the synopses in Module 5.
Number |3
Title Quality
36 |Element [m3-quality
Directory [m3
Comment [Refer to the Granularity Annex of the M4 Organisation Document for guidance on the flexibility of multiple documents for Module 3
Number (3.2
Title Body of Data
37 |Element [m3-2-body-of-data
Directory |[m3/32-body-data
Comment
Number [3.2.S
Title Drug Substance
38 |[Element |m3-2-s-drug-substance
Directory |m3/32-body-data/32s-drug-sub
Comment
Number |3.2.S
19 Title Drug Substance - Drug Substance Name - Manutacturer
Element |m3-2-s-drug-substance
Directory |[m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1
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In this section, it can be helpful if the folder name includes the name of the drug substance and manufacturer. This applies particularly when
there are multiple drug substances and/or manufacturers. When naming folders, attention should be paid to the length of the name of the
folder on the overall length of the full path. Abbreviations can help control the length of the path.

The ‘substance’ and ‘manufacturer’ attribute values in the backbone should be consistent with that used in the folder name but can be

Comment [different. For example, a ‘manufacturer’ attribute value of ‘Company XXX, City Name, Country Name’ could be expressed as ‘xxx’ in the folder,
name. There is currently no standard terminology list for these attributes and applicants should choose these attributes carefully as they can
not be easily changed during the life cycle of the application. The only way this can be accomplished currently is to delete all the leaf elements
with the incorrect attribute value and provide new leaf elements for those files with the modified attribute value. Applicants should consult
with the regional authority before attempting to modify these attributes to discuss the appropriateness of, and approach to be taken for, thig
type of change.

Number [3.2S.1

Title General Information (name, manufacturer)

10 Element |m3-2-s-1-general-information

Directory |m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s1-gen-info

Commen

t

Number |3.251.1

Title Nomenclature (name, manufacturer)

i1 Element |m3-2-s-1-1-nomenclature

File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s1-gen-info/nomenclature.pdf

Commen

t

Number |3.2.5.1.2

Title Structure (name, manufacturer)

42 |Element |m3-2-s-1-2-structure
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s1-gen-info/structure.pdf
Commen
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Number [3.2.5.1.3
Title General Properties (name, manufacturer)
43 Element |m3-2-s-1-3-general-properties
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s1-gen-info/general-properties.pdf
Commen
t
Number |3.2.5.2
Title Manufacture (name, manufacturer)
14 Element |m3-2-s-2-manufacture
Directory |m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s2-manuf
Commen
t
Number |3.25.21
Title Manufacturer(s) (name, manufacturer)
45 Element |m3-2-s-2-1-manufacturer
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s2-manuf/manufacturer.pdf
fommen For this document there should be only information regarding one manufacturer
Number [3.2.5.2.2
Title Description of Manufacturing Process and Process Controls (name, manufacturer)
16 Element |m3-2-s-2-2-description-of-manufacturing-process-and-process-controls
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s2-manuf/manuf-process-and-controls.pdf
Commen
t
47 Number [3.2.5.2.3
Title Control of Materials (name, manufacturer)
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Element |m3-2-s-2-3-control-of-materials
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s2-manuf/control-of -materials.pdf
Commen
t
Number [3.25.24
Title Controls of Critical Steps and Intermediates (name, manufacturer)
18 Element |m3-2-s-2-4-controls-of-critical-steps-and-intermediates
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s2-manuf/control-critical -steps.pdf
Commen
t
Number [3.2.5.2.5
Title Process Validation and/or Evaluation (name, manufacturer)
49 Element |m3-2-s-2-5-process-validation-and-or-evaluation
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s2-manuf/process-validation.pdf
Commen
t
Number [3.2.5.2.6
Title Manufacturing Process Development (name, manufacturer)
50 Element |m3-2-s-2-6-manufacturing-process-development
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s2-manuf/manuf-process-development.pdf
Commen
t
Number [3.2.S.3
Title Characterisation (name, manufacturer)
51 [Element |m3-2-s-3-characterisation
Directory |m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s3-charac
Commen
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t
Number [3.2.5.3.1
Title Elucidation of Structure and Other Characteristics (name, manufacturer)
57 Element |m3-2-s-3-1-elucidation-of-structure-and-other-characteristics
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s3-charac/elucidation-of-structure.pdf
Commen
t
Number [3.2.5.3.2
Title Impurities (name, manufacturer)
53 Element |m3-2-s-3-2-impurities
File m3/32-body-data/32s-drug-sub/substance-1-manutacturer-1/32s3-charac/impurities.pdf
Commen
t
Number |3.254
Title Control of Drug Substance (name, manufacturer)
54 Element |m3-2-s-4-control-of-drug-substance
Directory |m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s4-contr-drug-sub
Commen
t
Number |3.254.1
Title Specification (name, manufacturer)
55 Element |m3-2-s-4-1-specification
Directory |[m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s4-contr-drug-sub/32s41-spec
Commen
t
Number |3.2.54.1
>0 Title Specification (name, manufacturer)
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Element |m3-2-s-4-1-specification
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s4-contr-drug-sub/32s41-spec/specification.pdf
Commen
t
Number [3.2.5.4.2
Title Analytical Procedures (name, manufacturer)
57 Element |m3-2-s-4-2-analytical-procedures
Directory |[m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s4-contr-drug-sub/32s42-analyt-proc
Commen [The example below shows how a multiple file approach, where a separate file is provided for each analytical procedure, can be organized.
t CTD numbering is not defined below this level (e.g., 3.2.5.4.2.1).
Number
Title Analytical Procedure-1
5g Element |m3-2-s-4-2-analytical-procedures
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s4-contr-drug-sub/32s42-analyt-proc/analytical-procedure- 1.pdf
Commen
t
Number
Title Analytical Procedure-2
59 Element |m3-2-s-4-2-analytical-procedures
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s4-contr-drug-sub/32s42-analyt-proc/analytical-procedure-2.pdf
Commen
t
Number
Title Analytical Procedure-3
60 [Element |m3-2-s-4-2-analytical-procedures
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s4-contr-drug-sub/32s42-analyt-proc/analytical-procedure-3.pdf
Commen
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t

Number [3.2.5.4.3
Title Validation of Analytical Procedures
61 Element |m3-2-s-4-3-validation-of-analytical-procedures (name, manufacturer)
Directory |m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s4-contr-drug-sub/32s43-val-analyt-proc
Commen [The example below shows how a multiple file approach, where a separate file is provided for each analytical procedure, can be organized.
t CTD numbering is not defined below this level (e.g., 3.2.5.4.3.1).
Number
Title Validation of Analytical Procedure-1
Element |m3-2-s-4-3-validation-of-analytical-procedures
62 File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s4-contr-drug-sub/32s43-val-analyt-proc/validation-analyt-procedure-
1.pdf
Commen
t
Number
Title Validation of Analytical Procedure-2
Element |[m3-2-s-4-3-validation-of-analytical-procedures
63 File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s4-contr-drug-sub/32s43-val-analyt-proc/validation-analyt-procedure-
2.pdf
Commen
t
Number
Title Validation of Analytical Procedure-3
64 Element |[m3-2-s-4-3-validation-of-analytical-procedures
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s4-contr-drug-sub/32s43-val-analyt-proc/validation-analyt-procedure-
3.pdf
Commen

%5 4-16 T




t

Number [3.2.5.4.4
Title Batch Analyses (name, manufacturer)
65 Element |m3-2-s-4-4-batch-analyses
Directory [m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s4-contr-drug-sub/32s44-batch-analys
Commen
t
Number [3.2.5.4.4
Title Batch Analyses (name, manufacturer)
66 |Element |m3-2-s-4-4-batch-analyses
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s4-contr-drug-sub/32s44-batch-analys/batch-analyses.pdf
Comment
Number [3.2.5.4.5
Title Justification of Specification (name, manufacturer)
67 [Element |m3-2-s-4-5-justification-of-specification
Directory |m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s4-contr-drug-sub/32s45-justif-spec
Comment
Number [3.2.5.4.5
Title Justification of Specification (name, manufacturer)
68 [Element |m3-2-s-4-5-justification-of-specification
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s4-contr-drug-sub/32s45-justif-spec/justification-of-specification.pdf
Comment
Number |3.2.5.5
Title Reference Standards or Materials (name, manufacturer)
69 |Element |m3-2-s-5-reference-standards-or-materials
Directory |[m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s5-ref-stand
Comment
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Number [3.2.55
Title Reference Standards or Materials (name, manufacturer)
70 [Element |m3-2-s-5-reference-standards-or-materials
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s5-ref-stand/reference-standards.pdf
Comment [Where a multiple file approach is taken for this section, the file names should indicate which reference standard is covered in the document.
Number [3.2.5.6
Title Container Closure System (name, manufacturer)
71 [Element |m3-2-s-6-container-closure-system
Directory [m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s6-cont-closure-sys
Comment
Number [3.2.5.6
Title Container Closure System (name, manufacturer)
79 Element |m3-2-s-6-container-closure-system
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s6-cont-closure-sys/container-closure-system.pdf
Commen
t
Number [3.2.5.7
Title Stability (name, manufacturer)
73 Element |m3-2-s-7-stability
Directory |[m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s7-stab
Commen
t
Number [3.25.7.1
Title Stability Summary and Conclusions (name, manufacturer)
74 [Element |m3-2-s-7-1-stability-summary-and-conclusions
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s7-stab/stability-summary.pdf
Commen
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Number [3.2.5.7.2
Title Post-approval Stability Protocol and Stability Commitment (name, manufacturer)
75 Element |m3-2-s-7-2-post-approval-stability-protocol-and-stability-commitment
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s7-stab/postapproval -stability.pdf
Commen
t
Number [3.2.5.7.3
Title Stability Data (name, manufacturer)
76 Element |m3-2-s-7-3-stability-data
File m3/32-body-data/32s-drug-sub/substance-1-manufacturer-1/32s7-stab/stability-data.pdf
Commen
t
Number [3.2.P
Title Drug Product (name, dosage form)
Element |m3-2-p-drug-product
" Directory [m3/32-body-data/32p-drug-prod
Commen
t
Number [3.2.P
Title Drug Product (name, dosage form) — Name
Element |m3-2-p-drug-product
78 |Directory |m3/32-body-data/32p-drug-prod/product-1
In this section, it can be helpful if the folder name includes the name of the drug product. This applies particularly where there is more than
Comment |°N€ drug product (e.g., powder for reconstitution and diluent); the first drug product would have a folder 'powder-for-reconstitution' and the

second, 'diluent’.

Refer to regional guidance for definition of what constitutes a drug product and the acceptability of more than one drug product in an
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application.

The ‘product-name’ attribute value in the backbone should be consistent with that used in the folder name but can be different. For
example, a ‘product-name’ attribute value of ‘Lyophilized Powder for Reconstitution’ could be expressed as ‘powder’ in the folder name.
There is currently no standard terminology list for these attributes and applicants should choose these attributes carefully as they can not be
easily changed during the life cycle of the application. The only way this can be accomplished currently is to delete all the leaf elements with
the incorrect attribute value and provide new leaf elements for those files with the modified attribute value. Applicants should consult with
the regional authority before attempting to modify these attributes to discuss the appropriateness of, and approach to be taken for, this type
of change.

Number |3.2.P.1
Title Description and Composition of the Drug Product (name, dosage form)
79 |Element |m3-2-p-1-description-and-composition-of-the-drug-product
Directory |m3/32-body-data/32p-drug-prod/product-1/32pl-desc-comp
Comment
Number |3.2.P.1
Title Description and Composition of the Drug Product (name, dosage form)
80 [Element |m3-2-p-1-description-and-composition-of-the-drug-product
File m3/32-body-data/32p-drug-prod/product-1/32pl-desc-comp/description-and-composition.pdf
Comment
Number |3.2.P.2
Title Pharmaceutical Development (name, dosage form)
g1 Element |m3-2-p-2-pharmaceutical-development
Directory |m3/32-body-data/32p-drug-prod/product-1/32p2-pharm-dev
Comment Refer to the M4 Organisation Document: Granularity Annex for guidance on the flexibility of multiple documents for the Pharmaceutical
Development section.
Number |3.2.P.2
82 Title Pharmaceutical Development (name, dosage form)
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Element |m3-2-p-2-pharmaceutical-development
File m3/32-body-data/32p-drug-prod/product-1/32p2-pharm-dev/pharmaceutical-development.pdf
Commen [Refer to the M4 Organisation Document: Granularity Annex for guidance on the flexibility of multiple documents for the Pharmaceutical
t Development section.
Number [3.2.P.3
Title Manufacture (name, dosage form)
g3 Element |m3-2-p-3-manufacture
Directory [m3/32-body-data/32p-drug-prod/product-1/32p3-manuf
Commen
t
Number [3.2.P.3.1
Title Manufacturer(s) (name, dosage form)
84 Element |m3-2-p-3-1-manufacturers
File m3/32-body-data/32p-drug-prod/product-1/32p3-manuf/manufacturers.pdf
Commen
t
Number [3.2.P.3.2
Title Batch Formula (name, dosage form)
a5 Element |[m3-2-p-3-2-batch-formula
File m3/32-body-data/32p-drug-prod/product-1/32p3-manuf/batch-formula.pdf
Commen
t
Number |3.2P.3.3
Title Description of Manufacturing Process and Process Controls (name, dosage form)
86 [Element |m3-2-p-3-3-description-of-manufacturing-process-and-process-controls
File m3/32-body-data/32p-drug-prod/product-1/32p3-manuf/manuf-process-and-controls.pdf
Commen
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Number |3.2.P.34
Title Controls of Critical Steps and Intermediates (name, dosage form)
g7 Element |m3-2-p-3-4-controls-of-critical-steps-and-intermediates
File m3/32-body-data/32p-drug-prod/product-1/32p3-manuf/control-critical -steps.pdf
Commen
t
Number [3.2.P.3.5
Title Process Validation and/or Evaluation (name, dosage form)
a8 Element |m3-2-p-3-5-process-validation-and-or-evaluation
File m3/32-body-data/32p-drug-prod/product-1/32p3-manuf/process-validation.pdf
Commen , ) , . . _— .
\ The applicant has the option to submit one or multiple files, one for each validation or evaluation.
Number [3.2.P4
Title Control of Excipients (name, dosage form)
89 [Element |m3-2-p-4-control-of-excipients
Directory |m3/32-body-data/32p-drug-prod/product-1/32p4-contr-excip
Comment
Number (3.2.P4
%0 Title Control of Excipients (name, dosage form) — Excipient
Element |m3-2-p-4-control-of-excipients
Directory [m3/32-body-data/32p-drug-prod/product-1/32p4-contr-excip/ excipient-1
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For a drug product containing more than one excipient, the information requested for sections 3.2.P.4.1 — 3.2.P.4.4 should be provided in its
entirety for each excipient. Refer to the ICH eCTD QA and Change Requests document, Q&A No.4 for additional suggestions on structuring
this section. For compendial excipient(s) without additional specification tests, it is appropriate to have all information in one file, making
sure to introduce a folder for each of new documents to avoid mixing files and folders at the same level. Non-compendial excipients should
follow the structure outlined below.
Comment
The ‘excipient’ attribute value in the backbone should be consistent with that used in the folder name but can be different. There is currently
no standard terminology list for these attributes and applicants should choose these attributes carefully as they can not be easily changed
during the life cycle of the application. The only way this can be accomplished currently is to delete all the leaf elements with the incorrect
attribute value and provide new leaf elements for those files with the modified attribute value. Applicants should consult with the regional
authority before attempting to modify these attributes to discuss the appropriateness of, and approach to be taken for, this type of change.
Number [3.2.P4.1
Title Specifications (name, dosage form)
91 |Element |m3-2-p-4-1-specifications
File m3/32-body-data/32p-drug-prod/product-1/32p4-contr-excip/ excipient-1/specifications.pdf
Comment [See comment under 3.2.P 4.
Number |3.2P.4.2
Title Analytical Procedures (name, dosage form)
92 [Element |m3-2-p-4-2-analytical-procedures
File m3/32-body-data/32p-drug-prod/product-1/32p4-contr-excip/ excipient-1/analytical - procedures.pdf
Comment [See comment under 3.2.P 4.
Number |3.2.P.4.3
Title Validation of Analytical Procedures (name, dosage form)
93 [Element |m3-2-p-4-3-validation-of-analytical-procedures
File m3/32-body-data/32p-drug-prod/product-1/32p4-contr-excip/excipient-1/validation-analyt-procedures.pdf
Comment [See comment under 3.2.P.4.
04 Number |3.2.P.4.4
Title Justification of Specifications (name, dosage form)
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Element |m3-2-p-4-4-justification-of-specifications
File m3/32-body-data/32p-drug-prod/product-1/32p4-contr-excip/excipient-1/justification-of -specifications.pdf
Comment [See comment under 3.2.P 4.
Number (3.2.P.4.5
Title Excipients of Human or Animal Origin (name, dosage form)
95 |Element |m3-2-p-4-5-excipients-of-human-or-animal-origin
File m3/32-body-data/32p-drug-prod/product-1/32p4-contr-excip/excipients-human-animal.pdf
Comment
Number [3.2.P.4.6
Title Novel Excipients (name, dosage form)
96 [Element |m3-2-p-4-6-novel-excipients
File m3/32-body-data/32p-drug-prod/product-1/32p4-contr-excip/novel-excipients.pdf
Comment
Number [3.2.P.5
Title Control of Drug Product (name, dosage form)
97 |Element |m3-2-p-5-control-of-drug-product
Directory |[m3/32-body-data/32p-drug-prod/product-1/32p5-contr-drug-prod
Comment
Number |3.2P.5.1
Title Specification(s) (name, dosage form)
98 [Element |m3-2-p-5-1-specifications
Directory |m3/32-body-data/32p-drug-prod/product-1/32p5-contr-drug-prod/32p51-spec
Comment
Number |3.2P.5.1
99 ([Title Specification(s) (name, dosage form)
Element |m3-2-p-5-1-specifications
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File m3/32-body-data/32p-drug-prod/product-1/32p5-contr-drug-prod/32p51-spec/specifications.pdf
Comment
Number [3.2.P.5.2
Title Analytical Procedures (name, dosage form)
10 [Element |m3-2-p-5-2-analytical-procedures
0 |Directory |m3/32-body-data/32p-drug-prod/product-1/32p5-contr-drug-prod/32p52-analyt-proc
Comment The example below shows how a multiple file approach, where a separate file is provided for each analytical procedure, may be organized.
CTD numbering is not defined below this level (e.g., 3.2.P.5.2.1).
Number
Title Analytical Procedure — 1
101 [Element [m3-2-p-5-2-analytical-procedures
File m3/32-body-data/32p-drug-prod/product-1/32p5-contr-drug-prod/32p52-analyt-proc/analytical-procedure- 1.pdf
Comment
Number
Title Analytical Procedure — 2
102 [Element |m3-2-p-5-2-analytical-procedures
File m3/32-body-data/32p-drug-prod/product-1/32p5-contr-drug-prod/32p52-analyt-proc/analytical-procedure-2 pdf
Comment
Number
Title Analytical Procedure — 3
103 [Element |m3-2-p-5-2-analytical-procedures
File m3/32-body-data/32p-drug-prod/product-1/32p5-contr-drug-prod/32p52-analyt-proc/analytical-procedure-3.pdf
Comment
Number |3.2P.5.3
104 [Title Validation of Analytical Procedures (name, dosage form)
Element |m3-2-p-5-3-validation-of-analytical-procedures
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Directory

m3/32-body-data/32p-drug-prod/product-1/32p5-contr-drug-prod/32p53-val-analyt-proc

The example below shows how a multiple file approach, where a separate file is provided for each analytical procedure, may be organized.

Comment o , .
CTD numbering is not defined below this level (e.g., 3.2.P.5.3.1).
Number
Title Validation of Analytical Procedures — 1
105 [Element  [m3-2-p-5-3-validation-of-analytical-procedures
File m3/32-body-data/32p-drug-prod/product-1/32p5-contr-drug-prod/32p53-val-analyt-proc/ validation-analytical- procedures- 1.pdf
Comment
Number
Title Validation of Analytical Procedures — 2
106 [Element  [m3-2-p-5-3-validation-of-analytical-procedures
File m3/32-body-data/32p-drug-prod/product-1/32p5-contr-drug-prod/32p53-val-analyt-proc/ validation-analytical - procedures- 2. pdf
Comment
Number
Title Validation of Analytical Procedures — 3
;O Element |m3-2-p-5-3-validation-of-analytical-procedures
File m3/32-body-data/32p-drug-prod/product-1/32p5-contr-drug-prod/32p53-val-analyt-proc/ validation-analytical- procedures-3.pdf
Comment
Number ([3.2.P.5.4
Title Batch Analyses (name, dosage form)
;O Element |m3-2-p-5-4-batch-analyses
Directory [m3/32-body-data/32p-drug-prod/product-1/32p5-contr-drug-prod/32p54-batch-analys
Comment
Number (3.2.P.5.4
;O Title Batch Analyses (name, dosage form)
Element |m3-2-p-5-4-batch-analyses
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File m3/32-body-data/32p-drug-prod/product-1/32p5-contr-drug-prod/32p54-batch-analys/batch-analyses.pdf
Comment
Number [3.2.P.5.5
Title Characterisation of Impurities (name, dosage form)
(l)l Element |m3-2-p-5-5-characterisation-of-impurities
Directory |m3/32-body-data/32p-drug-prod/product-1/32p5-contr-drug-prod/32p55-charac-imp
Comment
Number [3.2.P.5.5
Title Characterisation of Impurities (name, dosage form)
11 Element |m3-2-p-5-5-characterisation-of-impurities
File m3/32-body-data/32p-drug-prod/product-1/32p5-contr-drug-prod/32p55-charac-imp/characterisation-impurities.pdf
Comment
Number [3.2.P.5.6
Title Justification of Specifications (name, dosage form)
;1 Element |m3-2-p-5-6-justification-of-specifications
Directory |[m3/32-body-data/32p-drug-prod/product-1/32p5-contr-drug-prod/32p56-justif-spec
Comment
Number [3.2.P.5.6
Title Justification of Specifications (name, dosage form)
;l Element |m3-2-p-5-6-justification-of-specifications
File m3/32-body-data/32p-drug-prod/product-1/32p5-contr-drug-prod/32p56-justif-spec/justification-of-specifications.pdf
Comment
Number [3.2.P.6
11 [Title Reference Standards or Materials (name, dosage form)
4 |Element |m3-2-p-6-reference-standards-or-materials
Directory |m3/32-body-data/32p-drug-prod/product-1/32p6-ref-stand
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Comment
Number [3.2.P.6
Title Reference Standards or Materials (name, dosage form)
él Element |m3-2-p-6-reference-standards-or-materials
File m3/32-body-data/32p-drug-prod/product-1/32p6-ref-stand/reference-standards.pdf
Comment (When a multiple file approach is taken for this section, the file names should indicate which reference standard is covered in the document.
Number [3.2.P.7
Title Container Closure System (name, dosage form)
él Element |m3-2-p-7-container-closure-system
Directory [m3/32-body-data/32p-drug-prod/product-1/32p7-cont-closure-sys
Comment
Number [3.2.P.7
Title Container Closure System (name, dosage form)
il Element |m3-2-p-7-container-closure-system
File m3/32-body-data/32p-drug-prod/product-1/32p7-cont-closure-sys/container-closure-system.pdf
Comment
Number [3.2.P.8
Title Stability (name, dosage form)
;1 Element |m3-2-p-8-stability
Directory |m3/32-body-data/32p-drug-prod/product-1/32p8-stab
Comment
Number |3.2P.8.1
Title Stability Summary and Conclusion (name, dosage form)
;1 Element |m3-2-p-8-1-stability-summary-and-conclusion
File m3/32-body-data/32p-drug-prod/product-1/32p8-stab/stability -summary.pdf
Comment
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Number [3.2.P.8.2
Title Post-approval Stability Protocol and Stability Commitment (name, dosage form)
120 [Element [m3-2-p-8-2-post-approval-stability-protocol-and-stability-commitment
File m3/32-body-data/32p-drug-prod/product-1/32p8-stab/postapproval -stability.pdf
Comment
Number [3.2.P.8.3
Title Stability Data (name, dosage form)
121 [Element |m3-2-p-8-3-stability-data
File m3/32-body-data/32p-drug-prod/product-1/32p8-stab/stability-data.pdf
Comment
Number [3.2.A
Title Appendices
122 [Element |m3-2-a-appendices
Directory [m3/32-body-data/32a-app
Comment
Number |3.2A.1
Title Facilities and Equipment (name, manufacturer)
Element |m3-2-a-1-facilities-and-equipment
123 |Directory |m3/32-body-data/32a-app/32al-fac-equip
Several reports are likely to be included in this appendix. The organisation is left to the applicant to define. However, where there is more
Comment [than one manufacturer a folder should be created for each manufacturer and the identity of the manufacturer included in the directory name.
CTD numbering is not defined below this level (e.g., 3.2.A.1.1).
Number
Title Facilities and Equipment Report 1
124 |[Element |m3-2-a-1-facilities-and-equipment
File m3/32-body-data/32a-app/32al-fac-equip/facilities-and-equipment-report-1.pdf
Comment
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Number
Title Facilities and Equipment Report 2
125 [Element [m3-2-a-1-facilities-and-equipment
File m3/32-body-data/32a-app/32al-fac-equip/facilities-and-equipment-report-2.pdf
Comment
Number
Title Facilities and Equipment Report 3
éz Element |m3-2-a-1-facilities-and-equipment
File m3/32-body-data/32a-app/32al-fac-equip/facilities-and-equipment-report-3.pdf
Comment
Number [3.2.A.2
Title Adventitious Agents Safety Evaluation (name, dosage form, manufacturer)
12 Element |m3-2-a-2-adventitious-agents-safety-evaluation
7 Directory |[m3/32-body-data/32a-app/32a2-advent-agent
Nonviral adventitious agents reports should be placed in this folder. For viral adventitious agents the following sub-folder structure should be
Comment [used. However, where there is more than one drug substance, drug product, manufacturer etc., a directory should be created for each
option and its identity included in the directory name. CTD numbering is not defined below this level (e.g., 3.2.A.2.1).
Number
Title Adventitious Agents Safety Evaluation Report 1
;2 Element |m3-2-a-2-adventitious-agents-safety-evaluation
File m3/32-body-data/32a-app/32a2-advent-agent/adventitious-agents-report-1.pdf
Comment
Number
Title Adventitious Agents Safety Fvaluation Report 2
;2 Element |m3-2-a-2-adventitious-agents-safety-evaluation
File m3/32-body-data/32a-app/32a2-advent-agent/adventitious-agents-report-2.pdf
Comment
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Number
Title Adventitious Agents Safety Evaluation Report 3
(1)3 Element |m3-2-a-2-adventitious-agents-safety-evaluation
File m3/32-body-data/32a-app/32a2-advent-agent/adventitious-agents-report-3.pdf
Comment
Number [3.2.A.3
Title Excipients — Name
Element |m3-2-a-3-excipients
13 Directory |m3/32-body-data/32a-app/32a3-excip-name-1
1 The name of any novel excipient should be included in the folder name. If there is more than one novel excipient then each folder should
have unique identification through the use of different names e.g., '32a3-excip-name-1'and '32a3-excip-name-2"
Comment
The directory/file structure would typically follow that of the drug substance section in Module 3.2.S. Refer to regional guidances for the
need for such information to be included in the submission directly as opposed to its inclusion in a Drug Master File.
Number [3.2.R
Title Regional Information
132 [Element |m3-2-r-regional-information
Directory [m3/32-body-data/32r-reg-info
Comment | Refer to the M4 Organisation Document: Granularity Annex for the approach to take with this section.
Number (3.3
Title Literature References
133 Element |m3-3-literature-references
Directory |m3/33-lit-ref
Comment Copies of literature references should ordinarily be submitted as individual files (i.e., one for each reference). CTD numbering is not defined
below this level (e.g., 3.3.1).
134 Number
Title Reference 1
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Element |m3-3-literature-references
File m3/33-lit-ref/ reference-1.pdf
Comment
Number
Title Reference 2

135 [Element |m3-3-literature-references
File m3/33-lit-ref/ reference-2 pdf
Comment
Number
Title Reference 3

136 [Element  [m3-3-literature-references
File m3/33-lit-ref/ reference-3.pdf
Comment
Number |4
Title Nonclinical Study Reports

137 [Element |m4-nonclinical-study-reports
Directory [m4
Comment
Number (4.2
Title Study Reports

138 [Element |m4-2-study-reports
Directory |m4/42-stud-rep
Comment
Number |4.2.1

139 [Title Pharmacology
Element |m4-2-1-pharmacology
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Directory |[m4/42-stud-rep/421-pharmacol
Comment
Number [4.2.1.1
Title Primary Pharmacodynamics
140 [Element  [m4-2-1-1-primary-pharmacodynamics
Directory |m4/42-stud-rep/421-pharmacol/4211-prim-pd
Comment
Number
Title Study Report 1
Element |m4-2-1-1-primary-pharmacodynamics
File m4/42-stud-rep/421-pharmacol/4211-prim-pd/study-report-1.pdf
This comment is applicable to all study reports in Module 4.
A single file can be provided for each study report document in Module 4. However, where the study report is large (e.g., a carcinogenicity
study) the applicant can choose to submit the report as more than one file. In this case the text portion of the report should be one file and
141 the appendices can be one or more files. In choosing the level of granularity for these reports, the applicant should consider that, when
relevant information is changed at any point in the product's life cycle, replacements of complete files should be provided.
Comment [Where submission as a collection of multiple files is used it is recommended that a directory is created at the study report level and the
relevant files included within the directory.
It is possible to have the additional graphical file(s) inserted directly into the PDF file, thus making management of the file easier. Alternatively,
the applicant can choose to manage graphical files independently.
Individual studies and files do not have specific CTD numbers.
Number
149 Title Study Report 2
Element |m4-2-1-1-primary-pharmacodynamics
File m4/42-stud-rep/421-pharmacol/4211-prim-pd/study-report-2.pdf
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Comment
Number
Title Study Report 3
143 [Element  [m4-2-1-1-primary-pharmacodynamics
File m4/42-stud-rep/421-pharmacol/4211-prim-pd/study-report-3.pdf
Comment
Number [4.2.1.2
Title Secondary Pharmacodynamics

144 [Element |[m4-2-1-2-secondary-pharmacodynamics
Directory [m4/42-stud-rep/421-pharmacol/4212-sec-pd
Comment
Number
Title Study Report 1
145 [Element  [m4-2-1-2-secondary-pharmacodynamics
File m4/42-stud-rep/421-pharmacol/4212-sec-pd/study-report-1.pdf
Comment
Number
Title Study Report 2
146 |[Element  |m4-2-1-2-secondary-pharmacodynamics
File m4/42-stud-rep/421-pharmacol/4212-sec-pd/study-report-2.pdf
Comment
Number
Title Study Report 3
147 |Element |m4-2-1-2-secondary-pharmacodynamics
File m4/42-stud-rep/421-pharmacol/4212-sec-pd/study-report-3.pdf
Comment
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Number |[4.2.1.3
Title Safety Pharmacology
148 [Element [m4-2-1-3-safety-pharmacology
Directory |m4/42-stud-rep/421-pharmacol/4213-safety-pharmacol
Comment
Number
Title Study Report 1
149 [Element |m4-2-1-3-safety-pharmacology
File m4/42-stud-rep/421-pharmacol/4213-safety-pharmacol/study-report-1.pdf
Comment
Number
Title Study Report 2
150 [Element |m4-2-1-3-safety-pharmacology
File m4/42-stud-rep/421-pharmacol/4213-safety-pharmacol/study-report-2.pdf
Comment
Number
Title Study Report 3
151 [Element |m4-2-1-3-safety-pharmacology
File m4/42-stud-rep/421-pharmacol/4213-safety-pharmacol/study-report-3.pdf
Comment
Number [4.2.1.4
Title Pharmacodynamic Drug Interactions
152 [Element |m4-2-1-4-pharmacodynamic-drug-interactions
Directory |m4/42-stud-rep/421-pharmacol/4214-pd-drug-interact
Comment
153 [Number
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Title Study Report 1
Element |m4-2-1-4-pharmacodynamic-drug-interactions
File m4/42-stud-rep/421-pharmacol/4214-pd-drug-interact/study-report-1.pdf
Comment
Number
Title Study Report 2
154 [Element [m4-2-1-4-pharmacodynamic-drug-interactions
File m4/42-stud-rep/421-pharmacol/4214-pd-drug-interact/study-report-2.pdf
Comment
Number
Title Study Report 3
155 [Element  [m4-2-1-4-pharmacodynamic-drug-interactions
File m4/42-stud-rep/421-pharmacol/4214-pd-drug-interact/study-report-3.pdf
Comment
Number |4.2.2
Title Pharmacokinetics
156 [Element |m4-2-2-pharmacokinetics
Directory |m4/42-stud-rep/422-pk
Comment
Number 4.2.2.1
Title Analytical Methods and Validation Reports (if separate reports are available)
157 [Element |m4-2-2-1-analytical-methods-and-validation-reports
Directory |m4/42-stud-rep/422-pk/4221-analyt-met-val
Comment
158 Number
Title Study Report 1
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Element |m4-2-2-1-analytical-methods-and-validation-reports
File m4/42-stud-rep/422-pk/4221-analyt-met-val/study-report-1.pdf
Comment
Number
Title Study Report 2
159 [Element |m4-2-2-1-analytical-methods-and-validation-reports
File m4/42-stud-rep/422-pk/4221-analyt-met-val/study-report-2.pdf
Comment
Number
Title Study Report 3
160 [Element  [m4-2-2-1-analytical-methods-and-validation-reports
File m4/42-stud-rep/422-pk/4221-analyt-met-val/study-report-3.pdf
Comment
Number [4.2.2.2
Title Absorption
161 [Element |m4-2-2-2-absorption
Directory |m4/42-stud-rep/422-pk/4222-absorp
Comment
Number
Title Study Report 1
162 [Element |m4-2-2-2-absorption
File m4/42-stud-rep/422-pk/4222-absorp/study-report-1.pdf
Comment
Number
163 [Title Study Report 2
Element |m4-2-2-2-absorption
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File m4/42-stud-rep/422-pk/4222-absorp/study-report-2.pdf
Comment
Number
Title Study Report 3
164 [Element [m4-2-2-2-absorption
File m4/42-stud-rep/422-pk/4222-absorp/study-report-3.pdf
Comment
Number [4.2.2.3
Title Distribution
165 [Element |m4-2-2-3-distribution
Directory |m4/42-stud-rep/422-pk/4223-distrib
Comment
Number
Title Study Report 1
166 [Element |m4-2-2-3-distribution
File m4/42-stud-rep/422-pk/4223-distrib/study-report- 1.pdf
Comment
Number
Title Study Report 2
167 [Element |m4-2-2-3-distribution
File m4/42-stud-rep/422-pk/4223-distrib/study-report-2.pdf
Comment
Number
168 Title Study Report 3
Element |m4-2-2-3-distribution
File m4/42-stud-rep/422-pk/4223-distrib/study-report-3.pdf
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Comment

Number [4.2.2.4

Title Metabolism

169 [Element |m4-2-2-4-metabolism

Directory |m4/42-stud-rep/422-pk/4224-metab

Comment

Number

Title Study Report 1

170 |[Element |m4-2-2-4-metabolism

File m4/42-stud-rep/422-pk/4224-metab/study-report-1.pdf

Comment

Number

Title Study Report 2

171 |[Element |m4-2-2-4-metabolism

File m4/42-stud-rep/422-pk/4224-metab/study-report-2.pdf

Comment

Number

Title Study Report 3

172 |[Element |m4-2-2-4-metabolism

File m4/42-stud-rep/422-pk/4224-metab/study-report-3.pdf

Comment

Number [4.2.25

Title Excretion

173 |[Element |m4-2-2-5-excretion

Directory |m4/42-stud-rep/422-pk/4225-excr

Comment
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Number
Title Study Report 1

174 [Element |m4-2-2-5-excretion
File m4/42-stud-rep/422-pk/4225-excr/study-report-1.pdf
Comment
Number
Title Study Report 2

175 [Element |m4-2-2-5-excretion
File m4/42-stud-rep/422-pk/4225-excr/study-report-2.pdf
Comment
Number
Title Study Report 3

176 [Element |m4-2-2-5-excretion
File m4/42-stud-rep/422-pk/4225-excr/study-report-3.pdf
Comment
Number |4.2.2.6
Title Pharmacokinetic Drug Interactions (nonclinical)

177 [Element |m4-2-2-6-pharmacokinetic-drug-interactions
Directory |m4/42-stud-rep/422-pk/4226-pk-drug-interact
Comment
Number
Title Study Report 1

178 [Element |m4-2-2-6-pharmacokinetic-drug-interactions
File m4/42-stud-rep/422-pk/4226-pk-drug-interact/study-report-1.pdf
Comment

179 [Number
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Title Study Report 2
Element |m4-2-2-6-pharmacokinetic-drug-interactions
File m4/42-stud-rep/422-pk/4226-pk-drug-interact/study-report-2.paf
Comment
Number
Title Study Report 3
180 |Element [m4-2-2-6-pharmacokinetic-drug-interactions
File m4/42-stud-rep/422-pk/4226-pk-drug-interact/study-report-3.pdf
Comment
Number [4.2.2.7
Title Other Pharmacokinetic Studies

181 [Element [m4-2-2-7-other-pharmacokinetic-studies

Directory |m4/42-stud-rep/422-pk/4227-other-pk-stud

Comment

Number

Title Study Report 1

182 |[Element |m4-2-2-7-other-pharmacokinetic-studies

File m4/42-stud-rep/422-pk/4227 -other-pk-stud/study-report-1.pdf

Comment

Number

Title Study Report 2

183 [Element |m4-2-2-7-other-pharmacokinetic-studies

File m4/42-stud-rep/422-pk/4227 -other-pk-stud/study-report-2.pdf

Comment

Number

184

Title Study Report 3
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Element |m4-2-2-7-other-pharmacokinetic-studies
File m4/42-stud-rep/422-pk/4227 -other-pk-stud/study-report-3.pdf
Comment
Number |[4.2.3
Title Toxicology
185 [Element |m4-2-3-toxicology
Directory |m4/42-stud-rep/423-tox
Comment
Number |[4.2.3.1
Title Single-Dose Toxicity (in order by species, by route)
186 [Element |m4-2-3-1-single-dose-toxicity
Directory [m4/42-stud-rep/423-tox/4231-single-dose-tox
Comment
Number
Title Study Report 1
187 [Element |m4-2-3-1-single-dose-toxicity
File m4/42-stud-rep/423-tox/4231-single-dose-tox/study-report-1.pdf
Comment
Number
Title Study Report 2
188 [Element  [m4-2-3-1-single-dose-toxicity
File m4/42-stud-rep/423-tox/4231-single-dose-tox/study-report-2.pdf
Comment
Number
189 [Title Study Report 3
Element [m4-2-3-1-single-dose-toxicity
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File m4/42-stud-rep/423-tox/4231-single-dose-tox/study-report-3.pdf
Comment
Number [4.2.3.2
Title Repeat-Dose Toxicity (in order by species, by route, by duration, including supportive toxicokinetics evaluations)
190 [Element [m4-2-3-2-repeat-dose-toxicity
Directory |m4/42-stud-rep/423-tox/4232-repeat-dose-tox
Comment
Number
Title Study Report 1
191 [Element [m4-2-3-2-repeat-dose-toxicity
File m4/42-stud-rep/423-tox/4232-repeat-dose-tox/study-report-1.pdf
Comment
Number
Title Study Report 2
192 [Element |m4-2-3-2-repeat-dose-toxicity
File m4/42-stud-rep/423-tox/4232-repeat-dose-tox/study-report-2 pdf
Comment
Number
Title Study Report 3
193 [Element |m4-2-3-2-repeat-dose-toxicity
File m4/42-stud-rep/423-tox/4232-repeat-dose-tox/study-report-3.pdf
Comment
Number |[4.2.3.3
104 Title Genotoxicity _
Element |m4-2-3-3-genotoxicity
Directory |m4/42-stud-rep/423-tox/4233-genotox
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Comment

Number [4.2.3.3.1

Title In vitro

195 [Element |m4-2-3-3-1-in-vitro

Directory |m4/42-stud-rep/423-tox/4233-genotox/42331-in-vitro

Comment

Number

Title Study Report 1

196 [Element |m4-2-3-3-1-in-vitro

File m4/42-stud-rep/423-tox/4233-genotox/42331-in-vitro/study-report-1.pdf

Comment

Number

Title Study Report 2

197 [Element |m4-2-3-3-1-in-vitro

File m4/42-stud-rep/423-tox/4233-genotox/42331-in-vitro/ study-report-2.pdf

Comment

Number

Title Study Report 3

198 |Element |m4-2-3-3-1-in-vitro

File m4/42-stud-rep/423-tox/4233-genotox/42331-in-vitro/ study-report-3.pdf

Comment

Number [4.2.3.3.2

Title In vivo (including supportive toxicokinetics evaluations)

199 |[Element |m4-2-3-3-2-in-vivo

Directory |m4/42-stud-rep/423-tox/4233-genotox/42332-in-vivo

Comment
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Number
Title Study Report 1
200 [Element  |m4-2-3-3-2-in-vivo
File m4/42-stud-rep/423-tox/4233-genotox/42332-in-vivo/study-report-1.pdf
Comment
Number
Title Study Report 2
201 [Element |m4-2-3-3-2-in-vivo
File m4/42-stud-rep/423-tox/4233-genotox/42332-in-vivo/study-report-2.pdf
Comment
Number
Title Study Report 3
202 [Element |m4-2-3-3-2-in-vivo
File m4/42-stud-rep/423-tox/4233-genotox/42332-in-vivo/study-report-3.pdf
Comment
Number |4.2.3.4
Title Carcinogenicity (including supportive toxicokinetics evaluations)
203 [Element  |m4-2-3-4-carcinogenicity
Directory |m4/42-stud-rep/423-tox/4234-carcigen
Comment
Number [4.2.3.4.1
itle Long-term studies (in order by species, including range-finding studies that cannot be appropriately included under repeat-dose toxicity or
pharmacokinetics)
204 Element |m4-2-3-4-1-long-term-studies
Directory [m4/42-stud-rep/423-tox/4234-carcigen/42341-lt-stud
Comment
205 [Number
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Title Study Report 1
Element |[m4-2-3-4-1-long-term-studies
File m4/42-stud-rep/423-tox/4234-carcigen/42341-1t-stud/study-report-1.pdf
Comment
Number
Title Study Report 2
206 |[Element |m4-2-3-4-1-long-term-studies
File m4/42-stud-rep/423-tox/4234-carcigen/42341-1t-stud/study-report-2.pdf
Comment
Number
Title Study Report 3
207 |Element |m4-2-3-4-1-long-term-studies
File m4/42-stud-rep/423-tox/4234-carcigen/42341-1t-stud/study-report-3.pdf
Comment
Number |(4.2.3.4.2
itle Short- or medium-term studies (including range-finding studies that cannot be appropriately included under repeat-dose toxicity or
pharmacokinetics)
208 Element |[m4-2-3-4-2-short-or-medium-term-studies
Directory |m4/42-stud-rep/423-tox/4234-carcigen/42342-smt-stud
Comment
Number
Title Study Report 1
209 |[Element |m4-2-3-4-2-short-or-medium-term-studies
File m4/42-stud-rep/423-tox/4234-carcigen/42342-smt-stud/study-report- 1.pdf
Comment
210 Number
Title Study Report 2
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Element |m4-2-3-4-2-short-or-medium-term-studies

File m4/42-stud-rep/423-tox/4234-carcigen/42342-smt-stud/stuady-report-2.pdf
Comment
Number
Title Study Report 3
211 [Element |m4-2-3-4-2-short-or-medium-term-studies
File m4/42-stud-rep/423-tox/4234-carcigen/42342-smt-stud/stuady-report-3.pdf
Comment
Number |(4.2.3.4.3
Title Other studies

212 [Element |m4-2-3-4-3-other-studies

Directory |m4/42-stud-rep/423-tox/4234-carcigen/42343-other-stud

Comment

Number

Title Study Report 1

213 [Element |m4-2-3-4-3-other-studies

File m4/42 -stud-rep/423-tox/4234-carcigen/42343-other-stud/study-report- 1.pdf

Comment

Number

Title Study Report 2

214 [Element |m4-2-3-4-3-other-studies

File m4/42-stud-rep/423-tox/4234-carcigen/42343-other-stud/study-report-2.pdf

Comment

Number

215 [Title Study Report 3

Element |m4-2-3-4-3-other-studies
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File m4/42-stud-rep/423-tox/4234-carcigen/42343-other-stud/study-report-3.pdf

Comment

Number [4.2.35

itle Reproductive and Developmental Toxicity (including range-finding studies and supportive toxicokinetics evaluations) (If modified study
designs are used, the following subheadings should be modified accordingly)

216
Element |m4-2-3-5-reproductive-and-developmental-toxicity

Directory |m4/42-stud-rep/423-tox/4235-repro-dev-tox

Comment
Number [4.2.35.1
Title Fertility and early embryonic development

217 |Element |m4-2-3-5-1-fertility-and-early-embryonic-development

Directory |m4/42-stud-rep/423-tox/4235-repro-dev-tox/42351-fert-embryo-dev

Comment
218 [Number
Title Study Report 1
Element |m4-2-3-5-1-fertility-and-early-embryonic-development
File m4/42-stud-rep/423-tox/4235-repro-dev-tox/42351-fert-embryo-dev/study-report- 1.pdf
Comment
Number
Title Study Report 2
219 [Element |m4-2-3-5-1-fertility-and-early-embryonic-development
File m4/42-stud-rep/423-tox/4235-repro-dev-tox/42351-fert-embryo-dev/study-report-2.pdf
Comment
Number
220 Title Study Report 3
Element |m4-2-3-5-1-fertility-and-early-embryonic-development
File m4/42-stud-rep/423-tox/4235-repro-dev-tox/42351-fert-embryo-dev/study-report-3.pdf
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Comment
Number [4.2.3.5.2
Title Embryo-fetal development
221 [Element |m4-2-3-5-2-embryo-fetal-development
Directory |m4/42-stud-rep/423-tox/4235-repro-dev-tox/42352-embryo-fetal-dev
Comment
Number
Title Study Report 1
222 |Element  |m4-2-3-5-2-embryo-fetal-development
File m4/42-stud-rep/423-tox/4235-repro-dev-tox/42352-embryo-fetal-dev/study-report-1.pdf
Comment
Number
Title Study Report 2
223 [Element  [m4-2-3-5-2-embryo-fetal-development
File m4/42-stud-rep/423-tox/4235-repro-dev-tox/42352-embryo-fetal-dev/study-report-2.pdf
Comment
Number
Title Study Report 3
224 [Element |m4-2-3-5-2-embryo-fetal-development
File m4/42-stud-rep/423-tox/4235-repro-dev-tox/42352-embryo-fetal-dev/study-report-3.pdf
Comment
Number [4.2.3.5.3
Title Prenatal and postnatal development, including maternal function
225 [Element  |m4-2-3-5-3-prenatal-and-postnatal-development-including-maternal-function
Directory |m4/42-stud-rep/423-tox/4235-repro-dev-tox/42353-pre-postnatal-dev
Comment
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Number
Title Study Report 1
226 |Element |m4-2-3-5-3-prenatal-and-postnatal-development-including-maternal-function
File m4/42-stud-rep/423-tox/4235-repro-dev-tox/42353-pre-postnatal-dev/study-report-1.pdf
Comment
Number
Title Study Report 2
227 [Element |m4-2-3-5-3-prenatal-and-postnatal-development-including-maternal-function
File m4/42-stud-rep/423-tox/4235-repro-dev-tox/42353-pre-postnatal-dev/study-report-2.pdf
Comment
Number
Title Study Report 3
228 [Element |m4-2-3-5-3-prenatal-and-postnatal-development-including-maternal-function
File m4/42-stud-rep/423-tox/4235-repro-dev-tox/42353-pre-postnatal-dev/study-report-3.pdf
Comment
Number 4.23.54
Title Studies in which the offspring (juvenile animals) are dosed and/or further evaluated
229 [Element  |m4-2-3-5-4-studies-in-which-the-offspring-juvenile-animals-are-dosed-and-or-further-evaluated
Directory |[m4/42-stud-rep/423-tox/4235-repro-dev-tox/42354-juv
Comment
Number
Title Study Report 1
230 [Element  |m4-2-3-5-4-studies-in-which-the-offspring-juvenile-animals-are-dosed-and-or-further-evaluated
File m4/42-stud-rep/423-tox/4235-repro-dev-tox/42354-juv/study-report-1.pdf
Comment
231 [Number
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Title Study Report 2
Element |m4-2-3-5-4-studies-in-which-the-offspring-juvenile-animals-are-dosed-and-or-further-evaluated
File m4/42-stud-rep/423-tox/4235-repro-dev-tox/42354-juv/study-report-2.pdf
Comment
Number
Title Study Report 3
232 [Element |m4-2-3-5-4-studies-in-which-the-offspring-juvenile-animals-are-dosed-and-or-further-evaluated
File m4/42-stud-rep/423-tox/4235-repro-dev-tox/42354 -juv/study-report-3.pdf
Comment
Number [4.2.3.6
Title Local Tolerance

233 [Element |m4-2-3-6-local-tolerance

Directory |m4/42-stud-rep/423-tox/4236-loc-tol

Comment
Number
Title Study Report 1
234 [Element |[m4-2-3-6-local-tolerance
File m4/42-stud-rep/423-tox/4236-loc-tol/study-report-1.pdf
Comment
Number
Title Study Report 2
235 [Element  |[m4-2-3-6-local-tolerance
File m4/42-stud-rep/423-tox/4236-loc-tol/study-report-2 pdf
Comment
236 Number
Title Study Report 3
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Element

m4-2-3-6-local-tolerance

File

m4/42-stud-rep/423-tox/4236-loc-tol/study-report-3.pdf

Comment

237

Number

4.2.3.7

Title

Other Toxicity Studies (if available)

Element

m4-2-3-7-other-toxicity-studies

Directory

m4/42-stud-rep/423-tox/4237-other-tox-stud

Comment

238

Number

4.2.3.7.1

Title

Antigenicity

Element

m4-2-3-7-1-antigenicity

Directory

m4/42-stud-rep/423-tox/4237-other-tox-stud/42371-antigen

Comment

239

Number

Title

Study Report 1

Element

m4-2-3-7-1-antigenicity

File

m4/42-stud-rep/423-tox/4237-other-tox-stud/42371-antigen/study-report-1.pdf

Comment

240

Number

Title

Study Report 2

Element

m4-2-3-7-1-antigenicity

File

m4/42-stud-rep/423-tox/4237-other-tox-stud/42371-antigen/study-report-2.pdf

Comment

241

Number

Title

Study Report 3

Element

m4-2-3-7-1-antigenicity
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File m4/42-stud-rep/423-tox/4237-other-tox-stud/42371-antigen/study-report-3.pdf

Comment

Number [4.2.3.7.2

Title Immunotoxicity

242 |[Element  |m4-2-3-7-2-immunotoxicity

Directory |m4/42-stud-rep/423-tox/4237-other-tox-stud/42372-immunotox

Comment

Number

Title Study Report 1

243 |Element  |m4-2-3-7-2-immunotoxicity

File m4/42-stud-rep/423-tox/4237-other-tox-stud/42372-immunotox/study-report- 1.pdf

Comment

Number

Title Study Report 2

244 [Element  |m4-2-3-7-2-immunotoxicity

File m4/42-stud-rep/423-tox/4237-other-tox-stud/42372-immunotox/study-report-2.pdf

Comment

Number

Title Study Report 3

245 [Element  |[m4-2-3-7-2-immunotoxicity

File m4/42-stud-rep/423-tox/4237-other-tox-stud/42372-immunotox/study-report-3.pdf

Comment

Number [4.2.3.7.3

Title Mechanistic studies (if not included elsewhere)

246
Element [m4-2-3-7-3-mechanistic-studies

Directory |m4/42-stud-rep/423-tox/4237-other-tox-stud/42373-mechan-stud
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Comment
Number
Title Study Report 1
247 [Element  |[m4-2-3-7-3-mechanistic-studies
File m4/42-stud-rep/423-tox/4237-other-tox-stud/42373-mechan-stud/study-report-1.pdf
Comment
Number
Title Study Report 2
248 [Element  |[m4-2-3-7-3-mechanistic-studies
File m4/42-stud-rep/423-tox/4237-other-tox-stud/42373-mechan-stud/study-report-2.pdf
Comment
Number
Title Study Report 3
249 [Element  |[m4-2-3-7-3-mechanistic-studies
File m4/42-stud-rep/423-tox/4237-other-tox-stud/42373-mechan-stud/study-report-3.pdf
Comment
Number [4.2.3.7.4
Title Dependence
250 [Element  |[m4-2-3-7-4-dependence
Directory |m4/42-stud-rep/423-tox/4237-other-tox-stud/42374-dep
Comment
Number
Title Study Report 1
251 [Element |m4-2-3-7-4-dependence
File m4/42-stud-rep/423-tox/4237-other-tox-stud/42374-dep/study-report-1.pdf
Comment
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Number
Title Study Report 2
252 |Element |m4-2-3-7-4-dependence
File m4/42-stud-rep/423-tox/4237-other-tox-stud/42374-dep/study-report-2.pdf
Comment
Number
Title Study Report 3
253 [Element |m4-2-3-7-4-dependence
File m4/42-stud-rep/423-tox/4237-other-tox-stud/42374-dep/study-report-3.pdf
Comment
Number [4.2.3.7.5
Title Metabolites

254 [Element |m4-2-3-7-5-metabolites

Directory |m4/42-stud-rep/423-tox/4237-other-tox-stud/42375-metab

Comment
Number
Title Study Report 1
255 |[Element  |m4-2-3-7-5-metabolites
File m4/42-stud-rep/423-tox/4237-other-tox-stud/42375-metab/study-report- 1.pdf
Comment
Number
Title Study Report 2
256 |[Element |m4-2-3-7-5-metabolites
File m4/42-stud-rep/423-tox/4237-other-tox-stud/42375-metab/study-report-2 pdf
Comment
257 [Number
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Title Study Report 3
Element |m4-2-3-7-5-metabolites
File m4/42-stud-rep/423-tox/4237-other-tox-stud/42375-metab/study-report-3.pdf
Comment
Number [4.2.3.7.6
Title Impurities
258 |Element  |m4-2-3-7-6-impurities
Directory |m4/42-stud-rep/423-tox/4237-other-tox-stud/42376-imp
Comment
Number
Title Study Report 1
259 |[Element  |m4-2-3-7-6-impurities
File m4/42-stud-rep/423-tox/4237-other-tox-stud/42376-imp/study-report-1.pdf
Comment
Number
Title Study Report 2
260 [Element  [m4-2-3-7-6-impurities
File m4/42-stud-rep/423-tox/4237-other-tox-stud/42376-imp/study-report-2.pdf
Comment
Number
Title Study Report 3
261 [Element |[m4-2-3-7-6-impurities
File m4/42-stud-rep/423-tox/4237-other-tox-stud/42376-imp/study-report-3.pdf
Comment
262 Number 4.2.3.7.7
Title Other
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Element |m4-2-3-7-7-other
Directory |m4/42-stud-rep/423-tox/4237-other-tox-stud/42377-other
Comment
Number
Title Study Report 1
263 [Element [m4-2-3-7-7-other
File m4/42-stud-rep/423-tox/4237-other-tox-stud/42377-other/study-report-1.pdf
Comment
Number
Title Study Report 2
264 [Element [m4-2-3-7-7-other
File m4/42-stud-rep/423-tox/4237-other-tox-stud/42377-other/study-report-2.pdf
Comment
Number
Title Study Report 3
265 [Element  [m4-2-3-7-7-other
File m4/42-stud-rep/423-tox/4237-other-tox-stud/42377 - other/study-report-3.pdf
Comment
Number (4.3
Title Literature References
266 [Element |m4-3-literature-references
Directory |m4/43-lit-ref
Comment [Copies of literature references should ordinarily be submitted as individual files (i.e., one for each reference).
Number
267 [Title Reference 1
Element |m4-3-literature-references
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File m4/43-lit-ref/ reference-1.pdf
Comment
Number
Title Reference 2
268 [Element  [m4-3-literature-references
File m4/43-lit-ref/ reference-2 pdf
Comment
Number
Title Reference 3
269 [Element  |[m4-3-literature-references
File m4/43-lit-ref/ reference-3.pdf
Comment
Number |5
Title Clinical Study Reports
270 [Element  |[m5-clinical-study-reports
Directory [m5
Comment
Number [5.2
Title Tabular Listing of all Clinical Studies
271 [Element  |m5-2-tabular-listing-of-all-clinical-studies
Directory |[m5/52-tab-list
Comment
Number [5.2
975 Title Tabular Listing of all Clinical Studies
Element |m5-2-tabular-listing-of-all-clinical-studies
File m5/52-tab-list/tabular-listing.pdf
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Comment
Number [5.3
Title Clinical Study Reports
273 [Element  |[m5-3-clinical-study-reports
Directory |[m5/53-clin-stud-rep
Comment
Number [5.3.1
Title Reports of Biopharmaceutic Studies
274 |Element |m5-3-1-reports-of-biopharmaceutic-studies
Directory |m5/53-clin-stud-rep/531-rep-biopharm-stud
Comment
Number [5.3.1.1
Title Bioavailability (BA) Study Reports
275 |Element  |m5-3-1-1-bioavailability-study-reports
Directory |m5/53-clin-stud-rep/531-rep-biopharm-stud/5311-ba-stud-rep
Comment
Number
Title Study Report 1
Element |m5-3-1-1-bioavailability-study-reports
Directory |m5/53-clin-stud-rep/531-rep-biopharm-stud/5311-ba-stud-rep/study-report-1
This comment is applicable to all study reports in Module 5.
216 The applicants should ordinarily provide the study reports as multiple files (a synopsis, a main body and appropriate appendices).
Appendices should be organized in accordance with the ICH E3 guideline, which describes the content and format of the clinical study report.
Comment [In choosing the level of granularity for reports the applicant should consider that, when relevant information is changed at any point in the

product's life cycle, replacements of complete files should be provided. A directory should be created for each study and the files associated
with the study report should be organized within the directory.
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Individual studies and files do not have specific CTD numbers.

Number
Title Study Report 2
277 |Element |m5-3-1-1-bioavailability-study-reports
Directory |m5/53-clin-stud-rep/531-rep-biopharm-stud/5311-ba-stud-rep/study-report-2
Comment
Number
Title Study Report 3
278 [Element [m5-3-1-1-bioavailability-study-reports
Directory |m5/53-clin-stud-rep/531-rep-biopharm-stud/5311-ba-stud-rep/study-report-3
Comment
Number |5.3.1.2
Title Comparative BA and Bioequivalence (BE) Study Reports
279 [Element |m5-3-1-2-comparative-ba-and-bioequivalence-study-reports
Directory |m5/53-clin-stud-rep/531-rep-biopharm-stud/5312-compar-ba-be-stud-rep
Comment
Number
Title Study Report 1
280 [Element |m5-3-1-2-comparative-ba-and-bioequivalence-study-reports
Directory |m5/53-clin-stud-rep/531-rep-biopharm-stud/5312-compar-ba-be-stud-rep/study-report-1
Comment
281 [Number
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Title Study Report 2

Element |m5-3-1-2-comparative-ba-and-bioequivalence-study-reports

Directory |m5/53-clin-stud-rep/531-rep-biopharm-stud/5312-compar-ba-be-stud-rep/study-report-2

Comment

Number

Title Study Report 3

282 |[Element |m5-3-1-2-comparative-ba-and-bioequivalence-study-reports

Directory |m5/53-clin-stud-rep/531-rep-biopharm-stud/5312-compar-ba-be-stud-rep/study-report-3

Comment
Number [5.3.1.3
Title In vitro — In vivo Correlation Study Reports

283 |Element  |m5-3-1-3-in-vitro-in-vivo-correlation-study-reports

Directory |m5/53-clin-stud-rep/531-rep-biopharm-stud/5313-in-vitro-in-vivo-corr-stud-rep

Comment

Number

Title Study Report 1

284 [Element |m5-3-1-3-in-vitro-in-vivo-correlation-study-reports

Directory |[m5/53-clin-stud-rep/531-rep-biopharm-stud/5313-in-vitro-in-vivo-corr-stud-rep/study-report-1

Comment

Number

Title Study Report 2

285 [Element  |m5-3-1-3-in-vitro-in-vivo-correlation-study-reports

Directory |[m5/53-clin-stud-rep/531-rep-biopharm-stud/5313-in-vitro-in-vivo-corr-stud-rep/study-report-2

Comment

Number
286

Title Study Report 3
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Element |m5-3-1-3-in-vitro-in-vivo-correlation-study-reports

Directory |[m5/53-clin-stud-rep/531-rep-biopharm-stud/5313-in-vitro-in-vivo-corr-stud-rep/study-report-3

Comment
Number [5.3.14
Title Reports of Bioanalytical and Analytical Methods for Human Studies

287 [Element |m5-3-1-4-reports-of-bioanalytical-and-analytical-methods-for-human-studies

Directory |m5/53-clin-stud-rep/531-rep-biopharm-stud/5314-bioanalyt-analyt-met

Comment

Number

Title Study Report 1

288 [Element |m5-3-1-4-reports-of-bioanalytical-and-analytical-methods-for-human-studies

Directory [m5/53-clin-stud-rep/531-rep-biopharm-stud/5314-bioanalyt-analyt-met/study-report-1

Comment

Number

Title Study Report 2

289 [Element |m5-3-1-4-reports-of-bioanalytical-and-analytical-methods-for-human-studies

Directory |m5/53-clin-stud-rep/531-rep-biopharm-stud/5314-bioanalyt-analyt-met/study-report-2

Comment

Number

Title Study Report 3

290 [Element |m5-3-1-4-reports-of-bioanalytical-and-analytical-methods-for-human-studies

Directory [m5/53-clin-stud-rep/531-rep-biopharm-stud/5314-bioanalyt-analyt-met/study-report-3

Comment
Number [5.3.2
291 [Title Reports of Studies Pertinent to Pharmacokinetics using Human Biomaterials

Element |m5-3-2-reports-of-studies-pertinent-to-pharmacokinetics-using-human-biomaterials
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Directory [m5/53-clin-stud-rep/532-rep-stud-pk-human-biomat

Comment
Number [5.3.2.1
Title Plasma Protein Binding Study Reports

292 |[Element |m5-3-2-1-plasma-protein-binding-study-reports

Directory |m5/53-clin-stud-rep/532-rep-stud-pk-human-biomat/5321-plasma-prot-bind-stud-rep

Comment

Number

Title Study Report 1

293 |[Element  |m5-3-2-1-plasma-protein-binding-study-reports

Directory |[m5/53-clin-stud-rep/532-rep-stud-pk-human-biomat/5321-plasma-prot-bind-stud-rep/study-report-1

Comment

Number

Title Study Report 2

294 [Element [m5-3-2-1-plasma-protein-binding-study-reports

Directory |m5/53-clin-stud-rep/532-rep-stud-pk-human-biomat/5321-plasma-prot-bind-stud-rep/study-report-2

Comment

Number

Title Study Report 3

295 [Element  [m5-3-2-1-plasma-protein-binding-study-reports

Directory |m5/53-clin-stud-rep/532-rep-stud-pk-human-biomat/5321-plasma-prot-bind-stud-rep/study-report-3

Comment
Number [5.3.2.2
206 Title Reports of Hepatic Metabolism and Drug Interaction Studies

Element |m5-3-2-2-reports-of-hepatic-metabolism-and-drug-interaction-studies

Directory |[m5/53-clin-stud-rep/532-rep-stud-pk-human-biomat/5322-rep-hep-metab-interact-stud
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Comment

Number

Title Study Report 1

297 [Element |m5-3-2-2-reports-of-hepatic-metabolism-and-drug-interaction-studies

Directory |[m5/53-clin-stud-rep/532-rep-stud-pk-human-biomat/5322-rep-hep-metab-interact-stud/study-report-1

Comment

Number

Title Study Report 2

298 |[Element |m5-3-2-2-reports-of-hepatic-metabolism-and-drug-interaction-studies

Directory |m5/53-clin-stud-rep/532-rep-stud-pk-human-biomat/5322-rep-hep-metab-interact-stud/study-report-2

Comment

Number

Title Study Report 3

299 |[Element |m5-3-2-2-reports-of-hepatic-metabolism-and-drug-interaction-studies

Directory |[m5/53-clin-stud-rep/532-rep-stud-pk-human-biomat/5322-rep-hep-metab-interact-stud/study-report-3

Comment
Number [5.3.2.3
Title Reports of Studies Using Other Human Biomaterials

300 [Element  [m5-3-2-3-reports-of-studies-using-other-human-biomaterials

Directory [m5/53-clin-stud-rep/532-rep-stud-pk-human-biomat/5323-stud-other-human-biomat

Comment

Number

Title Study Report 1

301 |[Element  [m5-3-2-3-reports-of-studies-using-other-human-biomaterials

Directory |[m5/53-clin-stud-rep/532-rep-stud-pk-human-biomat/5323-stud-other-human-biomat/study-report-1

Comment
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Number

Title Study Report 2

302 |[Element  |m5-3-2-3-reports-of-studies-using-other-human-biomaterials

Directory |m5/53-clin-stud-rep/532-rep-stud-pk-human-biomat/5323-stud-other-human-biomat/study-report-2

Comment

Number

Title Study Report 3

303 |[Element  [m5-3-2-3-reports-of-studies-using-other-human-biomaterials

Directory |m5/53-clin-stud-rep/532-rep-stud-pk-human-biomat/5323-stud-other-human-biomat/study-report-3

Comment
Number |5.3.3
Title Reports of Human Pharmacokinetic (PK) Studies

304 [Element  [m5-3-3-reports-of-human-pharmacokinetics-pk-studies

Directory |m5/53-clin-stud-rep/533-rep-human-pk-stud

Comment
Number |[5.3.3.1
Title Healthy Subject PK and Initial Tolerability Study Reports

305 |[Element  [m5-3-3-1-healthy-subject-pk-and-initial-tolerability-study-reports

Directory [m5/53-clin-stud-rep/533-rep-human-pk-stud/5331-healthy-subj-pk-init-tol-stud-rep

Comment

Number

Title Study Report 1

306 |[Element  [m5-3-3-1-healthy-subject-pk-and-initial-tolerability-study-reports

Directory |[m5/53-clin-stud-rep/533-rep-human-pk-stud/5331-healthy-subj-pk-init-tol-stud-rep/study-report-1

Comment

307 [INumber

55 4-65 T



Title Study Report 2
Element |m5-3-3-1-healthy-subject-pk-and-initial-tolerability-study-reports
Directory |m5/53-clin-stud-rep/533-rep-human-pk-stud/5331-healthy-subj-pk-init-tol-stud-rep/study-report-2
Comment
Number
Title Study Report 3
308 |[Element  |m5-3-3-1-healthy-subject-pk-and-initial-tolerability-study-reports
Directory |[m5/53-clin-stud-rep/533-rep-human-pk-stud/5331-healthy-subj-pk-init-tol-stud-rep/study-report-3
Comment
Number [5.3.3.2
Title Patient PK and Initial Tolerability Study Reports
309 |Element |m5-3-3-2-patient-pk-and-initial-tolerability-study-reports
Directory [m5/53-clin-stud-rep/533-rep-human-pk-stud/5332-patient-pk-init-tol-stud-rep
Comment
Number
Title Study Report 1
310 [Element  [m5-3-3-2-patient-pk-and-initial-tolerability-study-reports
Directory |[m5/53-clin-stud-rep/533-rep-human-pk-stud/5332-patient-pk-init-tol-stud-rep/study-report-1
Comment
Number
Title Study Report 2
311 |[Element [m5-3-3-2-patient-pk-and-initial-tolerability-study-reports
Directory |[m5/53-clin-stud-rep/533-rep-human-pk-stud/5332-patient-pk-init-tol-stud-rep/study-report-2
Comment
31 Number
Title Study Report 3
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Element |m5-3-3-2-patient-pk-and-initial-tolerability-study-reports
Directory |[m5/53-clin-stud-rep/533-rep-human-pk-stud/5332-patient-pk-init-tol-stud-rep/study-report-3
Comment
Number 15.3.3.3
Title Intrinsic Factor PK Study Reports
313 |[Element  [m5-3-3-3-intrinsic-factor-pk-study-reports
Directory |[m5/53-clin-stud-rep/533-rep-human-pk-stud/5333-intrin-factor-pk-stud-rep
Comment
Number
Title Study Report 1
314 |[Element  [m5-3-3-3-intrinsic-factor-pk-study-reports
Directory [m5/53-clin-stud-rep/533-rep-human-pk-stud/5333-intrin-factor-pk-stud-rep/study-report-1
Comment
Number
Title Study Report 2
315 |[Element  [m5-3-3-3-intrinsic-factor-pk-study-reports
Directory |m5/53-clin-stud-rep/533-rep-human-pk-stud/5333-intrin-factor-pk-stud-rep/study-report-2
Comment
Number
Title Study Report 3
316 |[Element  [m5-3-3-3-intrinsic-factor-pk-study-reports
Directory |[m5/53-clin-stud-rep/533-rep-human-pk-stud/5333-intrin-factor-pk-stud-rep/study-report-3
Comment
Number |5.3.34
317 [Title Extrinsic Factor PK Study Reports
Element |m5-3-3-4-extrinsic-factor-pk-study-reports

%5 4-67 1




Directory |[m5/53-clin-stud-rep/533-rep-human-pk-stud/5334-extrin-factor-pk-stud-rep

Comment

Number

Title Study Report 1

318 |[Element |m5-3-3-4-extrinsic-factor-pk-study-reports

Directory |[m5/53-clin-stud-rep/533-rep-human-pk-stud/5334-extrin-factor-pk-stud-rep/study-report-1

Comment

Number

Title Study Report 2

319 |Element  |m5-3-3-4-extrinsic-factor-pk-study-reports

Directory |m5/53-clin-stud-rep/533-rep-human-pk-stud/5334-extrin-factor-pk-stud-rep/study-report-2

Comment

Number

Title Study Report 3

320 [Element  |m5-3-3-4-extrinsic-factor-pk-study-reports

Directory |[m5/53-clin-stud-rep/533-rep-human-pk-stud/5334-extrin-factor-pk-stud-rep/study-report-3

Comment
Number |5.3.3.5
Title Population PK Study Reports

321 |[Element  [m5-3-3-5-population-pk-study-reports

Directory |[m5/53-clin-stud-rep/533-rep-human-pk-stud/5335-popul -pk-stud-rep

Comment

Number

Title Study Report 1
322 v Ep

Element |m5-3-3-5-population-pk-study-reports

Directory |[m5/53-clin-stud-rep/533-rep-human-pk-stud/5335-popul -pk-stud-rep/study-report-1
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Comment
Number
Title Study Report 2
323 |Element  |m5-3-3-5-population-pk-study-reports
Directory |m5/53-clin-stud-rep/533-rep-human-pk-stud/5335-popul-pk-stud-rep/study-report-2
Comment
Number
Title Study Report 3
324 |Element  |m5-3-3-5-population-pk-study-reports
Directory |m5/53-clin-stud-rep/533-rep-human-pk-stud/5335-popul -pk-stud-rep/study-report-3
Comment
Number [5.34
Title Reports of Human Pharmacodynamic (PD) Studies
325 |Element  |m5-3-4-reports-of-human-pharmacodynamics-pd-studies
Directory |m5/53-clin-stud-rep/534-rep-human-pd-stud
Comment
Number |5.34.1
Title Healthy Subject PD and PK/PD Study Reports
326 [Element  [m5-3-4-1-healthy-subject-pd-and-pk-pd-study-reports
Directory |m5/53-clin-stud-rep/534-rep-human-pd-stud/5341-healthy-subj-pd-stud-rep
Comment
Number
Title Study Report 1
327 |[Element  [m5-3-4-1-healthy-subject-pd-and-pk-pd-study-reports
Directory |m5/53-clin-stud-rep/534-rep-human-pd-stud/5341-healthy-subj-pd-stud-rep/study-report-1
Comment
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Number

Title Study Report 2

328 [Element  [m5-3-4-1-healthy-subject-pd-and-pk-pd-study-reports

Directory |m5/53-clin-stud-rep/534-rep-human-pd-stud/5341-healthy-subj-pd-stud-rep/study-report-2

Comment

Number

Title Study Report 3

329 [Element  [m5-3-4-1-healthy-subject-pd-and-pk-pd-study-reports

Directory |[m5/53-clin-stud-rep/534-rep-human-pd-stud/5341-healthy-subj-pd-stud-rep/study-report-3

Comment
Number [5.3.4.2
Title Patient PD and PK/PD Study Reports

330 |[Element  [m5-3-4-2-patient-pd-and-pk-pd-study-reports

Directory |m5/53-clin-stud-rep/534-rep-human-pd-stud/5342-patient-pd-stud-rep

Comment

Number

Title Study Report 1

331 [Element [m5-3-4-2-patient-pd-and-pk-pd-study-reports

Directory |m5/53-clin-stud-rep/534-rep-human-pd-stud/5342-patient-pd-stud-rep/study-report-1

Comment

Number

Title Study Report 2

332 |[Element  [m5-3-4-2-patient-pd-and-pk-pd-study-reports

Directory |m5/53-clin-stud-rep/534-rep-human-pd-stud/5342-patient-pd-stud-rep/study-report-2

Comment

333 [Number
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Title Study Report 3
Element |m5-3-4-2-patient-pd-and-pk-pd-study-reports
Directory |m5/53-clin-stud-rep/534-rep-human-pd-stud/5342-patient-pd-stud-rep/study-report-3
Comment
Number [5.3.5
Title Reports of Efficacy and Safety Studies
334 |[Element |m5-3-5-reports-of-efficacy-and-safety-studies
Directory |[m5/53-clin-stud-rep/535-rep-effic-safety-stud
Comment
Number [5.3.5
Title Reports of Efficacy and Safety Studies - /ndication Name
Element |m5-3-5-reports-of-efficacy-and-safety-studies
Directory |m5/53-clin-stud-rep/535-rep-effic-safety-stud//ndication-1
The folder name should always include the indication being claimed, for example, 'asthma’ (abbreviated if appropriate). Where there is more
than one indication (e.g., asthma and migraine), then the first indication has a folder 'asthma’ and the second 'migraine’.
335
The ‘indication’ attribute in the backbone should be consistent with that used in the folder name but can be different. For example, an
Comment [indication’ attribute value of ‘Non-Small Cell Lung Cancer’ could be expressed as ‘NSCLC' in the folder name. There is currently no standard
terminology list for ‘indication” and applicants should choose the ‘indication’ attributes carefully as they can not be easily changed during the
life cycle of the application. The only way this can be accomplished currently is to delete all the leaf elements with the incorrect attribute
value and provide new leaf elements for those files with the modified attribute value. Applicants should consult with the regional authority
before attempting to modify these attributes to discuss the appropriateness of, and approach to be taken for, this type of change.
Number [5.35.1
Title Study Reports of Controlled Clinical Studies Pertinent to the Claimed Indication
336 |[Element  [m5-3-5-1-study-reports-of-controlled-clinical-studies-pertinent-to-the-claimed-indication
Directory |m5/53-clin-stud-rep/535-rep-effic-safety-stud//ndication-1/5351-stud-rep-contr
Comment
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Number
Title Study Report 1

337 |Element  |m5-3-5-1-study-reports-of-controlled-clinical-studies-pertinent-to-the-claimed-indication
Directory |[m5/53-clin-stud-rep/535-rep-effic-safety-stud//ndication-1/5351-stud-rep-contr/study-report-1
Comment
Number
Title Study Report 2

338 [Element  [m5-3-5-1-study-reports-of-controlled-clinical-studies- pertinent-to-the-claimed-indication
Directory |m5/53-clin-stud-rep/535-rep-effic-safety-stud//ndication-1/5351-stud-rep-contr/study-report-2
Comment
Number
Title Study Report 3

339 [Element  [m5-3-5-1-study-reports-of-controlled-clinical-studies- pertinent-to-the-claimed-indication
Directory |m5/53-clin-stud-rep/535-rep-effic-safety-stud//ndication-1/5351-stud-rep-contr/study-report-3
Comment
Number |5.35.2
Title Study Reports of Uncontrolled Clinical Studies

340 [Element  [m5-3-5-2-study-reports-of-uncontrolled-clinical-studies
Directory |m5/53-clin-stud-rep/535-rep-effic-safety-stud//ndication-1/5352-stud-rep-uncontr
Comment
Number
Title Study Report 1

341 [Element [m5-3-5-2-study-reports-of-uncontrolled-clinical-studies
Directory |m5/53-clin-stud-rep/535-rep-effic-safety-stud//ndication-1/5352-stud-rep-uncontr/study-report-1
Comment

342 |Number
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Title Study Report 2

Element |m5-3-5-2-study-reports-of-uncontrolled-clinical-studies

Directory |m5/53-clin-stud-rep/535-rep-effic-safety-stud//ndication-1/5352-stud-rep-uncontr/study-report-2

Comment

Number

Title Study Report 3

343 |Element  |m5-3-5-2-study-reports-of-uncontrolled-clinical-studies

Directory |m5/53-clin-stud-rep/535-rep-effic-safety-stud//ndication-1/5352-stud-rep-uncontr/study-report-3

Comment
Number |[5.3.5.3
Title Reports of Analyses of Data from More than One Study

344 [Element  [m5-3-5-3-reports-of-analyses-of-data-from-more-than-one-study

Directory |[m5/53-clin-stud-rep/535-rep-effic-safety-stud//ndication-1/5353-rep-analys-data-more-one-stud

Comment

Number

Title Study Report 1

345 [Element  [m5-3-5-3-reports-of-analyses-of-data-from-more-than-one-study

Directory |[m5/53-clin-stud-rep/535-rep-effic-safety-stud//ndication-1/5353-rep-analys-data-more-one-stud/study-report-1

Comment

Number

Title Study Report 2

346 |[Element  [m5-3-5-3-reports-of-analyses-of-data-from-more-than-one-study

Directory |m5/53-clin-stud-rep/535-rep-effic-safety-stud//ndication-1/5353-rep-analys-data-more-one-stud/study-report-2

Comment

Number
347

Title Study Report 3
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Element |m5-3-5-3-reports-of-analyses-of-data-from-more-than-one-study
Directory |m5/53-clin-stud-rep/535-rep-effic-safety-stud//ndication-1/5353-rep-analys-data-more-one-stud/study-report-3
Comment
Number [5.3.54
Title Other Study Reports
348 |Element  |m5-3-5-4-other-study-reports
Directory |[m5/53-clin-stud-rep/535-rep-effic-safety-stud//ndication-1/5354-other-stud-rep
Comment
Number
Title Study Report 1
349 [Element  [m5-3-5-4-other-study-reports
Directory |[m5/53-clin-stud-rep/535-rep-effic-safety-stud//ndication-1/5354-other-stud-rep/study-report-1
Comment
Number
Title Study Report 2
350 |[Element  [m5-3-5-4-other-study-reports
Directory [m5/53-clin-stud-rep/535-rep-effic-safety-stud//ndication-1/5354-other-stud-rep/study-report-2
Comment
Number
Title Study Report 3
351 |[Element  [m5-3-5-4-other-study-reports
Directory [m5/53-clin-stud-rep/535-rep-effic-safety-stud//ndication-1/5354-other-stud-rep/study-report-3
Comment
Number |5.3.6
352 [Title Reports of Postmarketing Experience
Element |m5-3-6-reports-of-postmarketing-experience
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Directory |m5/53-clin-stud-rep/536-postmark-exp
Comment
Number [5.3.7
Title Case Report Forms and Individual Patient Listings

353 |[Element  [m5-3-7-case-report-forms-and-individual-patient-listings
Directory |m5/53-clin-stud-rep/537-crf-ipl
Comment
Number
Title Study 1

354 [Element  [m5-3-7-case-report-forms-and-individual-patient-listings
Directory |m5/53-clin-stud-rep/537-crf-ipl/study-1
Comment
Number
Title Document/Dataset 1

ase Element |m5-3-7-case-report-forms-and-individual-patient-listings
File m5/53-clin-stud-rep/537-crf-ipl/study- 1/ filename-1.pdf
Comment The filename and extension should include the description of the file and appropriate file extension according to Appendix 2. Reference

should be made to regional guidance for the acceptability of submission of datasets

Number
Title Document/Dataset 2

356 |[Element  [m5-3-7-case-report-forms-and-individual-patient-listings
File m5/53-clin-stud-rep/537-crf-ipl/study-1/filename-2 pdf
Comment
Number

357 [Title Document/Dataset 3
Element |mb5-3-7-case-report-forms-and-individual-patient-listings
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File m5/53-clin-stud-rep/537-crf-ipl/study- 1/ filename-3,pdf
Comment
Number
Title Stuady 2

358 |[Element  |m5-3-7-case-report-forms-and-individual-patient-listings
Directory |m5/53-clin-stud-rep/537-crf-ipl/study-2
Comment [define element
Number
Title Document/Dataset 1

359 |Element  |m5-3-7-case-report-forms-and-individual-patient-listings
File m5/53-clin-stud-rep/537 -crf-ipl/study-2/filename-1.pdf
Comment
Number
Title Document/Dataset 2

360 |[Element  [m5-3-7-case-report-forms-and-individual-patient-listings
File m5/53-clin-stud-rep/537-crf-ipl/study-2/filename-2 pdf
Comment
Number
Title Document/Dataset 3

361 |[Element [m5-3-7-case-report-forms-and-individual-patient-listings
File m5/53-clin-stud-rep/537-crf-ipl/study-2/filename-3.pdf
Comment
Number

362 Title Study 3
Element |m5-3-7-case-report-forms-and-individual-patient-listings
Directory |m5/53-clin-stud-rep/537-crf-ipl/study-3
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Comment |define element

Number

Title Document/Dataset 1

363 |[Element |m5-3-7-case-report-forms-and-individual-patient-listings

File m5/53-clin-stud-rep/537-crf-ipl/study-3/filename-1.pdf
Comment
Number
Title Document/Dataset 2

364 [Element |m5-3-7-case-report-forms-and-individual-patient-listings
File m5/53-clin-stud-rep/537-crf-ipl/study-3/filename-2 pdf
Comment
Number
Title Document/Dataset 3

365 |[Element  [m5-3-7-case-report-forms-and-individual-patient-listings

File m5/53-clin-stud-rep/537-crf-ipl/study-3/filename-3.pdf
Comment

Number [5.4

Title Literature References

366 |Element |m5-4-literature-references

Directory |m5/54-lit-ref

Comment [Copies of literature references should ordinarily be submitted as individual files (i.e,. one for each reference).

Number

Title Reference 1

367 |[Element |m5-4-literature-references

File m5/54-lit-ref/ reference-1.pdf

Comment
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Number
Title Reference 2
368 [Element  |m5-4-literature-references
File m5/54-lit-ref/ reference-2 pdf
Comment
Number
Title Reference 3
369 [Element |m5-4-literature-references
File m5/54-lit-ref/ reference-3.pdf
Comment
Number
Title
370 Elément .
Directory |util
Comment |utilities
Number
Title
Element
371 Directory |util/dtd
DTDs/Schemas — it is not necessary to include regional DTDs/Schemas other than the one for the region to which the application is being
Comment [made.
File names in rows 372 - 379 are illustrative only. Please consult regional guidance for the current name and version of the files.
Number
Title
372 [Element
File util/dtd/ich-ectd-n.dtd
Comment [DTD for the instance — the version used to create the eCTD submission must be included. “n” denotes the specific version (e.g., 3-2).
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373

Number

Title

Element

File

util/dtd/eu-regional-n.dtd

Comment

DTD for the EU specific documentation. “n” denotes the specific version (e.g., 1-1).

374

Number

Title

Element

File

util/dtd/jp-regional-n.xsd

Comment

Schema for the Japan specific documentation. “n” denotes the specific version (e.g., 1-0).

375

Number

Title

Element

File

util/dtd/us-regional-n.dtd

Comment

DTD for the US specific documentation. “n” denotes the specific version (e.g., 1-0).

376

Number

Title

Element

File

util/dtd/xx-regional-n.dtd

Comment

DTD for the xx specific documentation, where xx is a two character country code from ISO-3166-1. “n” denotes the specific version (e.g., 1-0).

377

Number

Title

Element

Directory

util/style

Comment

Directory for style sheets — ICH and regional stylesheets

378

Number
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Title

Element

File util/style/ectd-n.xsl

Comment The specific version of the eCTD stylesheet used by the applicant as a reference during the creation of the submission should be included. “n”
denotes the specific version (e.g., 1-0).

Number

Title

379 Element

File util/style/xx-regional-n.xsl

Comment Stylesheet for the xx specific documentation, where xx is a two character country code from ISO-3166-1. “n” denotes the specific version (e.g.,
1-0).
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Example 6-1: Instructions for a Simple New Submission’
The following XML fragment demonstrates the submission of a clinical overview of efficacy as a single
PDF document.

<7xml version ="1.0" encoding = "UTF-8"7=>
<IDOCTYPE ectd:ectd SYSTEM "util/dtd/ich-ectd-3-x.did">
<7xml-stylesheet type="text/xsl" href="util/style/ectd-2-1-x xsl"?=>
<ectd-ectd xmlns-ectd = "http:/www ich org/ectd” xmlns:xlink = "http:/www wic org/1999/xlink"=
<m2-common-technical-document-summaries=
=m2-5-clinical-overview xml:lang = "en">=
<leaf ID="5123456" operation = "new" xlink:type = "simple” checksum-type="md5~
checksum = "e854d3002c02a61{e5cbed261d973401" xlink:href = "m2/25-clin-
over/clinical-overview pdf" application-version = "PDF 1.4"=
<title=Clinical Overview=/title>
</leaf=
</m2-5-climcal-overview=
</m2-common-technical-document-summaries™>
</ectd:ectd=

This submission mcludes the file “clinical-overview pdf” in the relative directory “m2/25-clin-over/” (1e.
the one starting below the dossier number directory). The file 1s “new™ and has a descriptive name of
“Clinical Overview”

The regional review application should treat this as a new subnussion to be associated with the submission
identified in CTD module 1. which 1s region specific.

" Note that these XML examples are examples only and do not necessarily contain all of the elements and
attributes that you should use when preparing an eCTD submission.
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If this is the first submission for Dossier CTD 123456, all the files in this submission would typically be in
the ctd-123456'0000 directory and below.

Example 6-2: Instructions for an Amendment, Supplement, or
Variation

In the previous example, a clinical overview was subnutted. In this example, 1t 1s replaced by an updated
Version.

To replace a file, add the replacement <leaf> element under the same element as the original file.

If this 15 the second subnussion for Dossier CTD 123456, all the files i this submmussion would typically be
in the ctd-123456'0001 directory and below.

“7xml version ="1.0" encoding = "UTF-8"7=
<IDOCTYPE ecid:ectd SYSTEM "util/dtd/1ich-ectd-3-x did"=
<Txml-stylesheet type="text/xsl" href="util/style/ectd-2-1-x.xs1"7>
“ectd:ectd xmlns:ectd = "http://www.ich.org/ectd” xmlns:xlink = "http://www w3c.org/199%/xlink">
=m?2-common-technical-document-summaries=
<m2-5-climical-overview xml:lang = "en">
<leaf ID="a123457" operation = "replace” xlink:type = "simple"” checksum-type="md5" checksum =
"502e9ab58274311077340ceadbsed65a" xlink href = "m2/25-clin-over/clinical-overview-revised. pdf"
application-version = "PDF 1.4" modified-file = "../0000/index xml#s123456">
<title>Climical Overview=/title>
</leaf>
=/m2-5-climcal-overview=
</m2-common-technical-document-summaries=
</ectd:ectd=

Example 6-3: Instructions for Multiple Indications
Multiple therapeutic indications use an additional attribute associated with the <m2-7-3-summary-of-
clinical-efficacy™ and the <m5-3-5-reports-of-efficacy-and-safety-studies™ elements to allow multiple
indications to be submutted. There 1s currently no standard terminology list for “indication’. Applicants
should choose these attributes carefully as the‘. can not be easily changed during the life cycle of the
application. The only way this can be accompllshed currently is to delete all the leaf elements with the
incorrect attribute value and provide new leaf elements for those files with the modified attribute value.
Applicants should consult with the regional authority before attempting to modify these attributes to

discuss the appropriateness of, and approach to be taken for, this type of change. The following table shows
the use of these attributes.

Table 6-9
Element Attribute Description/Instructions |Example
<m2-7-3-summary-of-clinical-efficacy= mdication Name of the indication Pain
<m5-3-5-reports-of-efficacy-and-safety- mdication Name of the indication. Pain
studies>

Note that the mdication attribute is used by the regulatory authority to applv to all the table of contents
elements beneath the <m?2-7-3-summary-of-clinical-efficacy™ and <mS5-3-5-reports-of-efficacy-and-safety-

studies> elements. The following example expands on the instance showing the submission of information
about two indications (pain and nausea).

<%xml version ="1.0" encoding = "UTF-§"7>

<IDOCTYPE ectd:ectd SYSTEM "util/dtd/ich-ectd-3-x. dtd™>
<Txml-stylesheet type="text/xsl" href="util/style/ectd-2-1-x.xs1"7>

i 06-11 71



<ectd-ectd xmlns-ectd = "http:/"www ich org/ectd” xmlns: xlink = "http-/"www w3c.org/1999/xlink">
<m2-common-technical-document-snmmarnies=
<m2-7-clinical-summary=
=m?2-7-3-summary-of-clinical-efficacy indication = "pain™=
<leaf ID="5123456 "operation = "new" xlmk:type = "simple" checksum-type="md5" checksum =
"5aa5c0e630a700af869e4c 7253510922 xlink href = "m2/27-clin-sum/summary-clin-efficacy-
pain_pdf"=
<title>pain efficacy summary</title>
</leaf=
</m2-7-3-summary-of-clinical-efficacy=
=m?2-7-3-summary-of-clinical-efficacy indication = "nausea™=
<leaf ID="a123457" operation = "new" xlink type = "simple" checksum-type="md5" checksum =
"bde4d34dcB0678a266352daf45003962" xlink href = "m2/27-clin-summ/summary-clin-efficacy-
nausea pdf"=
<trifle>nausea efficacy summary</title>
</leaf~
</m2-7-3-summary-of-clinical-efficacy=
</m2-7-clinical-summary™
=/m2-common-technical-document-summaries=>
=m5-clinical-study-reports=
<m5-3-climical-study-reports=
<m5-3-5-reports-of-efficacy-and-safety-studies indication = "pain"=
<m3-3-5-1-study-reports-of-controlled-clinical-studies-pertinent-to-the-claimed-indication=
<leaf ID="al23458" operation = "new" xlink:type = "sumple" checksum-type="md5" checksum =
"a4529c4a257f07f8a0ec391dde854578" xlink href = "m5/53-clin-stud-rep/535-rep-eff-safety-
stud/pain/pain-srl pdf"=
<title=pain study report 1=/title>
<{leaf>
</m3-3-5-1-study-reports-of-controlled-clinical-studies-pertent-to-the-claimed-indication™
</m5-3-5-reports-of-efficacy-and-safety-studies=
<m5-3-5-reports-of-efficacy-and-safety-studies mdication = "nausea">
<m3-3-5-1-study-reports-of-controlled-clinical-studies-pertinent-to-the-claimed-indication=
<leaf ID="a123459" operation = "new" xlink type = "simple" checksum-type="md5" checksum =
"c5c391594b2070a5 Theatte 58860efcf" xlink-href = "m5/53-clin-stud-rep/535-rep-eff-safety-
stud/nansea’nansea-srls pdf" =
“title>nausea study report 15</title>
=/leaf>
<leaf ID = "a123460" operation = "new" xlink:type = "simple"” checksum-type = "md5" checksum
="15faf198015f3599acabb7755c2d6b0c” xlink href = "m5/53-clin-stud-rep/53 5-rep-eff-
safety-stud/nausea/53 51-stud-rep-contr/xyz0015/nausea-sr1 5 pdf"=
<title=nausea study report 15</title=
=/leaf>
</m5-3-5-1-study-reports-of-controlled-clinical-studies-pertment-to-the-claimed-indication=
</m5-3-5-reponts-of-efficacy-and-safety-studies™
=/m5-3-clinical-study-reports=
={m5-clinical-study-reports=
=fectd:ectd>

Example 6-4: Instructions for Multiple Drug Substances,

Manufacturers, and Products

Multiple diug substances use additional attributes associated with the <m3-2-s-drug-substance™ element to
allow unique combinations of the drug substance name and manufacturer to be subnutted. There are
currently no standard terminology lists for these attributes. Applicants should choose these attributes
carefully as they can not be easily changed during the life cycle of the application. The only way this can be
accomplished currently is to delete all the leaf elements with the incorrect attribute value and provide new
leaf elements for those files with the modified attribute value Applicants should consult with the regional
authority before attempting to modify these attributes to discuss the appropriateness of, and approach to be
taken for, this type of change. The following table shows the use of these attributes in 3.2.5.
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Table 6-10
Element Attribute Description/Instructions Example
=m3-2-s-drug-substance= |substance Name of one of the drug substances Acetaminophen
manufacturer  [Name of the manufacturer of the drug substance |y Supplier

Example 6-4A:

This 1s an example of a section of the mstance showmg the subnussion of information about two drug
substances (acetominophen and codeine), one of which 1s supplied by two manufacturers:

<m3-2-body-of-data=
=m3-2-s-dmg-substance substance = "Acetaminophen"” manufacturer = "My Supplier"=
<leaf ID="al23456" operation = "new" xlink:type = "simple" checksum-type="md5" checksum =
"b002e4544c02361fe54be926ae777012" xlink:href = "m3/32-body-data/32s-dmg-
sub/acetaminophen-my-supplier/acetamimophen pdf"=
<trtle=Acetammophen - My Supplier Data</title>
</leaf~
</m3-2-s-dmg-substance>=
=m3-2-s-drug-substance substance = "Acetaminophen" manufacturer = "Bulk Company 2"=
<leaf ID="3123457" operation = "new" xlink:type = "simple” checksum-type="md35" checksum =
"0000cdfa05b1e995f88057150414a783" xlink href = "m3/32-body-data/32s-drug-
sub/acetaminophen-bulk-company-2/acetaminophen? pdf*=
<title=Acetammophen - bulk company 2 data</title=
=/leaf=
</m3-2-s-dmg-substance=
<m3-2-s-drg-substance substance = "Codeine" manufacturer = "Drug company 2>
<leaf ID="a123458" operation = "new" xlink-type = "simple" checksum-type="md35" checksum =
"f555a3234£65623fe54bed26ee435354" xlink href = "m3/32-body-data/32s-dmg-sub/codeine-
drug-company-2/codeine-quality-data pdf"=
<title=codeine - drug company 2 data</title=
</leaf>
</m3-2-s-dmg-substance>=
</m3-2-body-of-data=

Multiple diug products use additional attributes associated with the <m3-2-p-drg-product™> element to
allow unique combinations of the drug product name and dosage form to be submuitted. Applicants should
choose these attributes carefully as they can not be easily changed during the life cycle of the application.
The only way this can be accomplished currently 1s to delete all the leaf elements with the incorrect
attribute value and provide new leaf elements for those files with the modified attribute value. Applicants
should consult with the regional authority before attempting to modify these attributes to discuss the
appropriateness of, and approach to be taken for, this type of change. The following table shows the use of

these attributes in 3.2.P.
Table 6-11

Element Attribute Description/Instructions Example

<m3-2-p-drug-product>|product-name Name of one of the drug products| Wonder drug

dosageform |Dosage form Capsule

manufacturer | Manufacturer of the drug product Company A

Example 6-4B

This 1s an example of a section of the instance showing the submission of information about two drug
products (a capsule and a tablet):

=<m3-2-body-of-data=

<m3-2-p-drug-product product-name = “Wonder drug” dosageform="Capsule” manufacturer="Company
A=
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<leaf ID="2123456" operation = "new" xlink type = "simple" checksum-type="md5~ checksum =
"f27cd9e659d8acfThaab10cc753d733c” xlink href = "m3/32-body-data/32p-drug-prod/capsule-
5mg/32pl-desc-comp/description-and-composition pdf"=
<title=Wonder drug capsule product information=/title=
</leaf>
</m3-2-p-drug-product>
<m3-2-p-drug-product product-name = “Wonder drug” dosageform="Tablet” manufacture="Company A"
<leaf ID="al23457" operation = "new" xlink:type = "sumple” checksum-type="md5" checksum =
"7490d74c3d5e442ad57daal 55253eb16” xlink-href = "m3/32-body-data/32p-drug-prod/tablet-
5mg/32pl-desc-comp/description-and-composition pdf"=
<title=Wonder drug tablet product data=/title=
</leaf>
</m3-2-p-drug-product=
=/m3-2-body-of-data=

Example 6-5: Instructions for Extending XML eCTD DTD Elements

An applicant can extend the definition of an element by creating node extensions beneath a defined table of
contents element. Using node extensions is dlSCD‘LlI'"tEE‘Cl and should be done only when unavoidable. Please
refer to regional Ellld"illf.‘e before using node extensions. The child element <node-extension™ should be
used for each new table of contents node created. The <title element value is inherited from the parent
element. You should only extend the lowest level of defined elements. For example you can extend the
<m2-3-r-regional-information™ element but not the <m?2-3-quality-overall-summary™ element since the
latter 1s not the lowest element defined in the table of contents.

The following is an example of a section of an eCTD instance in which the applicant extends the <m?2-3-1r-
regional- information™ to provide specific regional information as requested by a regulatory authority. The
title element associated with the <node-extension™ describes the extension. Alfernativ ely, the regional
information in this example could have been provided as a <leaf*> element under the <m2-3-r-regional-
information™> element without the use of a “node extension”.

=m?2-common-technical-document-summaries>
m?2-3-quality-overall-summary=
2-3-r-regional-information™
<node-extension=
<title=special-summary=/title=
<leaf ID="2123456" operation = "new" xlink:type = "simple" xlink href = "m?2/23-qos/extra-
quality-sum pdf" checksum-type="md5~ checksum = "7490d74c3d5e442ad57daal55253eb16"=
=title=Extra Quality Summary </title>
</leaf>
</node-extension=
2-3-r-regional-information™
‘m2-3-quality-overall-summary=
</m2-common-technical-document-summaries=>

To update a file that has been submitted as an extended node, you should submit the replacement file using
exactly the same element and “node extension™ mformation, including the <title> element for the <node-
extension™ This makes 1t possible for the regulatory authority to locate the original file and update its
status.

Example 6-6: Instructions for Submitting Sections as Paper
During the transition to fully electronic submissions of the CTD, some regions will accept that some
sections can be submitted as paper only. Please refer to regional guidance. These sections should be
identified in the XML eCTD instance by including a PDF file in the instance that describes the content and
location of the paper section. For example, the PDF file might consist of only one page with the name of
the CTD document and the physical volume number and tab identifier. The <title> element i the XML
eCTD instance could indicate that this 15 a paper subnussion.
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This is an example of the instance showing the submission of a paper efficacy overview document.

<m?2-common-technical-document-summaries=
=m?2-5-clinical-overview xml:lang = "en">
~leaf ID="2123456" operation = "new" xlink-type = "simple” checksum-type="md5” checksum =
"e854d3002c02a61fe5cbe926fd973401" xlink-href = "m?2/25-clin-over/clinical-overview pdf” application-
version = "PDF 1.4"=
~title=Paper Submission =/title>

</leaf=
</m2-3-chmcal-overview=
</m2-common-technical-document-summaries™
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Appendix 8: XML ¢CTD DTD

<7xml version="1.0" encoding="UTF-8"7=>

<1-- Changes prior to Version 1.00 captured in file
"Historical Changes. txt

ICH eCTD DTD

Version 1.0 - March 6, 2002

Version 3.0 - Sept 11, 2002

Version 3.0 - Oct 1, 2002

Version 3.0 - Oct 8, 2002

Version 3.1 - Nov 11, 2003
Version 3.2 - Mov 21, 2003

Changes in version 3.1
- ID was changed to REQUIRED in the following four locations:
<IENTITY % att " ID ID #REQUIRED
xmllang CDATA #IMPLIED"=

<IELEMENT leaf (title. link-text?)=
<IATTLIST leaf
ID ID #REQUIRED -=attlist continues™=

<|ELEMENT xref EMPTY =
<IATTLIST xref
ID ID #REQUIRED =attlist continues™

<IELEMENT node-extension (iitle, (leaf | node-extension)+)=
<IATTLIST node-extension
ID ID #REQUIRED
xml:lang CDATA #IMPLIED:=

Changes in version 3.2

- Indication attribute was changed to REQUIRED 1in the following two locations:
<IATTLIST m2-7-3-summary-of-clinical-efficacy
Coatt;
indication CDATA #REQUIRED

<IATTLIST m5-3-5-reports-of-efficacy-and-safety-studies
Coatt;
indication CDATA #REQUIRED

- Since ID 1s only needed for files referenced 1n a LEAF. changed ID back to IMPLIED for:
<IENTITY % att " ID ID #REQUIRED
xml:lang CDATA #IMPLIED"=

<|ELEMENT node-extension (iitle, (leaf | node-extension)+)=
<IATTLIST node-extension

ID ID #REQUIRED

xml:lang CDATA #IMPLIED=>

End of changes
<IENTITY % att " ID ID #MPLIED
xml:lang CDATA #IMPLIED"=

<!-- Top-level element --=
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<!ELEMENT ectd:ectd (ml-admimstrative-information-and-prescribing-information?, m2-common-technical-
document-summaries?, m3-quality?, m4-nonclinical-study-reports?, m5-clinical-study-reports?)=

<IATTLIST ectd-ectd

xmlns:ectd CDATA #FIXED "http:/www.ich.org/ectd"”

xmlns:xlink CDATA #FIXED "hitp:/fwww. wi3c.org/1999/xlink"

xml:lang CDATA #IMPLIED

dtd-version CDATA #FIXED "3 2"

<!-- Leaf content --=
<IELEMENT leaf (title, link-text?)=

<IATTLIST leaf

ID ID #REQUIRED

application-version CDATA #IMPLIED

version CDATA #IMPLIED

font-library CDATA #IMPLIED

operation (new | append | replace | delete) #REQUIRED
modified-file CDATA #IMPLIED

checksum CDATA #REQUIRED

checksum-type CDATA #REQUIRED

kevwords CDATA #IMPLIED

xmlns:xlink CDATA #FIXED "http:/fwww. wic.org/1999/xlink"
xlink-tvpe CDATA #FIXED "simple"

xlink-role CDATA #IMPLIED

xlink-href CDATA #IMPLIED

xlink:show (new | replace | embed | other | none) #IMPLIED
xlink-acmate {onLoad | onRequest | other | none) FIMPLIED
xmllang CDATA 2IMPLIED

<|ELEMENT title (#PCDATA)=
<IATTLIST title
ID ID #IMPLIED

<|ELEMENT link-text (FPCDATA | xref)*=
<IATTLIST link-text
ID ID #IMPLIED

<IELEMENT xref EMPTY =
<IATTLIST =ref
ID ID #REQUIRED
xminsxlink CDATA #FIXED "http-/savarw wic org/ 1999/ xlink"
xlink:type CDATA #FIXED "simple”
xlink-role CDATA #IMPLIED
xlink:title CDATA #REQUIRED
xlink-href CDATA #REQUIRED
xlink-show (new | replace | embed | other | none) #EIMPLIED
xlink-actuate (onLoad | onRequest | other | none) #KIMPLIED

<!ELEMENT node-extension (title, (leaf | node-extension)+)=
<IATTLIST node-extension

ID ID #IMPLIED

xml:lang CDATA #IMPLIED

<1-- CTD Backbone structures --=

<IELEMENT ml-administrative-information-and-prescnbing-information (leaf* )=
<!ATTLIST ml-admimistrative-information-and-prescribing-information
Baatt;
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<!IELEMENT m2-commeon-technical-document-summaries (leaf®, m2-2-introduction?, m2-3-quality-overall-
summary?, m2-4-nonclinical-overview?, m2-5-chinical-overview?, m2-6-nonclinical-written-and-tabulated-
summaries?, m2-7-clinical-summary7?)=
<IATTLIST m2-common-technical-document-summarnies

0 .

Yoatt:

<IELEMENT m2-2-mtroduction ((leaf | node-extension)*)=
<IATTLIST m2-2-introduction
Coatt;

<IELEMENT m?2-3-quality-overall-summary (leaf*, m2-3-introduction?. m2-3-s-drug-substance® m?2-3-p-dmg-
product® m2-3-a-appendices?, m2-3-r-regional-information?)=
<IATTLIST m2-3-quality-overall-summary

Coatt;

<IELEMENT m2-3-mtroduction ((leaf | node-extension)*)=
<IATTLIST m2-3-ntroduction
Yeatt;

<IELEMENT m2-3-s-drug-substance ((leaf | node-extension)*)=
<IATTLIST m2-3-s-drug-substance

Coatt;

substance CDATA #REQUIRED

manufacturer CDATA #REQUIRED

<IELEMENT m?2-3-p-drug-product ((leaf | node-extension)*)=
<IATTLIST m2-3-p-drug-product

Coatt;

product-name CDATA #IMPLIED

dosageform CDATA #IMPLIED

manufacturer CDATA #IMPLIED

<IELEMENT m2-3-a-appendices ({leaf | node-extension)*)=
<IATTLIST m2-3-a-appendices
Chatt:

<IELEMENT m?2-3-r-regional-information ((leaf | node-extension)* )=
<IATTLIST m2-3-r-regional-information
Coatt;

<IELEMENT m2-4-nonclimical-overview ((leaf | node-extension)* )=
<IATTLIST m2-4-nonclinical-overview
Chatt;

<IELEMENT m2-5-clinical-overview ((leaf | node-extension)*)=
<IATTLIST m2-5-climical-overview
Boatt;

<IELEMENT m2-6-nonclinical-written-and-tabulated-summaries (leaf®, m2-6-1-mntroduction?. m?2-6-2-pharmacology-
written-summary?, m2-6-3-pharmacology-tabulated-summary?, m2-6-4-pharmacokinetics-written-summary?, m2-6-5-
pharmacokinetics-tabulated-summary?, m2-6-6-toxicology-wntten-summary?, m2-6-7-toxicology-tabulated-
summary? )=
<IATTLIST m2-6-nonclinical-written-and-tabulated-summaries

oatt;

<IELEMENT m2-6-1-introduction ((leaf | node-extension)*)=
<IATTLIST m2-6-1-infroduction
Saatt:

<IELEMENT m?2-6-2-pharmacology-wntten-summary ((leaf | node-extension)* )=

<IATTLIST m2-6-2-pharmacology-wrtten-summary
oatt;
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<IELEMENT m2-6-3-pharmacology-tabulated-summary ((leaf | node-extension)* )=
<IATTLIST m2-6-3-pharmacology-tabulated-summary
Lpatt;

<IELEMENT m?2-§-4-pharmacokinetics-written-summary ((leaf | node-extension)* )=
<IATTLIST m2-6-4-pharmacokinetics-written-summary
Yoatt;

<IELEMENT m2-3-5-pharmacokinetics-tabulated-summary ((leaf | node-extension)* )=
<IATTLIST m2-6-5-pharmacokinetics-tabulated-summary
eatt;

<IELEMENT m?2-6-6-toxicology-written-summary ({leaf | node-extension)*)=
<IATTLIST m2-6-6-toxicology-written-summary
Lpatt;

<IELEMENT m?2-§-7-toxicology-tabulated-summary ((leaf | node-extension)* )=
<IATTLIST m2-6-7-toxicology-tabulated-summary
Yoatt;

<IELEMENT m2-7-clinical-summary (leaf*, m2-7-1-summary-of-biopharmaceutic-studies-and-associated-analytical-
methods?, m2-7-2-summary-of-clinical-pharmacology-studies?, m2-7-3-summary-of-climcal-efficacy®, m2-7-4-
summary-of-clinical-safety?, m2-7-5-literature-references?, m2-7-6-synopses-of-individual-studies?)=
<IATTLIST m2-7-clinical-summary

Yoatt;

<IELEMENT m2-7-1-summary-of-biopharmaceutic-studies-and-associated-analytical-methods ({leaf | node-
extension)*)=
<IATTLIST m2-7-1-summary-of-biopharmaceutic-studies-and-associated-analytical-methods

Yoatt;

<IELEMENT m2-7-2-summary-of-clinical-pharmacology-studies ((leaf | node-extension)*)=
<IATTLIST m2-7-2-summary-of-climical-pharmacology-studies
Lpatt;

<IELEMENT m?2-7-3-summary-of-clinical-efficacy ((leaf | node-extension)* )=
<IATTLIST m2-7-3-summary-of-clinical-efficacy

Yoatt;

indication CDATA #REQUIRED

<IELEMENT m2-7-4-summary-of-clinical-safety ((leaf | node-extension)*)=
<IATTLIST m2-7-4-summary-of-clinical-safety
Lpatt;

<IELEMENT m?2-7-5-literature-references ((leaf | node-extension)*)>
<IATTLIST m2-7-5-literature-references
Yoatt;

<IELEMENT m2-7-6-synopses-of-individual-studies ((leaf | node-extension)*)=
<IATTLIST m2-7-6-synopses-of-individual-studies
Loatt;

<IELEMENT m3-quality (leaf*, m3-2-body-of-data?, m3-3-literature-references?)>
<IATTLIST m3-quality
Yoatt;

<IELEMENT m3-2-body-of-data (leaf* m3-2-s-drug-substance®, m3-2-p-drug-product* m3-2-a-appendices?. m3-2-1-
regional-information?)=
<IATTLIST m3-2-body-of-data

Yoatt;
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<IELEMENT m3-2-s-drug-substance (leaf* m3-2-s-1-general-information?, m3-2-s-2-manufacture?, m3-2-s-3-
characterisation?, m3-2-s-4-control-of-drug-substance?, m3-2-s-5-reference-standards-or-materials?, m3-2-s-6-
container-closure-system?, m3-2-s-7-stability?)>
<IATTLIST m3-2-s-drug-substance

Yeatt;

substance CDATA #REQUIRED

manufacturer CDATA #REQUIRED

<IELEMENT m3-2-s-1-general-information (leaf* m3-2-s-1-1-nomenclature?, m3-2-s-1-2-structure?, m3-2-s-1-3-
general-properties?)=
<IATTLIST m3-2-5-1-general-information

Coatt;

<IELEMENT m3-2-s-1-1-nomenclature ((leaf | node-extension)* )=
<IATTLIST m3-2-5-1-1-nomenclature
Doatt;

<IELEMENT m3-2-s-1-2-structure ({leaf | node-extension)*)=
<!ATTLIST m3-2-3-1-2-structure
Yeatt;

<IELEMENT m3-2-5-1-3-general-properties ((leaf | node-extension)*)=
<IATTLIST m3-2-s-1-3-general-properties

Coatt;
<IELEMENT m3-2-s-2-manufacture (leaf* m3-2-s-2-1-manufacturer?, m3-2-s-2-2-description-of-manufacturing-
process-and-process-controls?, m3-2-s-2-3-control-of-materials?, m3-2-s-2-4-controls-of-critical-steps-and-
intermediates?, m3-2-s-2-5-process-validation-and-or-evaluation?. m3-2-s-2-6-manufacturing-process-development?)=
<IATTLIST m3-2-s-2-manufacture

Yoatt;

<IELEMENT m3-2-s-2-1-manufacturer ((leaf | node-extension)* )=
<IATTLIST m3-2-s-2-1-manufacturer
Coatt;

<IELEMENT m3-2-5-2-2-description-of-manufacturing-process-and-process-controls ((leaf | node-extension)*)=
<IATTLIST m3-2-5-2-2-description-of-manufacturing-process-and-process-controls
Yeatt;

<IELEMENT m3-2-5-2-3-control-of-materials ((leaf | node-extension)*)=
<IATTLIST m3-2-5-2-3-control-of-materials
Coatt;

<IELEMENT m3-2-5-2-4-controls-of-critical-steps-and-intermediates ((leaf | node-extension)*)=
<IATTLIST m3-2-5-2-4-controls-of-critical-steps-and-intermediates
Coatt;

<IELEMENT m3-2-5-2-5-process-validation-and-or-evaluation ((leaf | node-extension)* )=
<IATTLIST m3-2-5-2-5-process-validation-and-or-evaluation
Yeatt;

<IELEMENT m3-2-s-2-6-manufacturing-process-development ((leaf | node-extension)*)=
<IATTLIST m3-2-5-2-6-manufacturing-process-development
Coatt;

=<IELEMENT m3-2-s-3-characterisation (leaf®, m3-2-s-3-1-elucidation-of-structure-and-other-characteristics?, m3-2-s-
3-Z2-impurities?)=
<IATTLIST m3-2-5-3-characterisation

Coatt;

=<IELEMENT m3-2-5-3-1-elucidation-of-structure-and-other-characteristics {(leaf | node-extension)*)=
<IATTLIST m3-2-5-3-1-elucidation-of-structure-and-other-charactenstics
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Loatt;

<|ELEMENT m3-2-s-3-2-impurities ((leaf | node-extension)*)=
<IATTLIST m3-2-5-3-2-impurities
Coatt;

<IELEMENT m3-2-s-4-control-of-drug-substance (leaf*, m3-2-s-4-1-specification?, m3-2-s-4-2-analytical-
procedures?, m3-2-s-4-3-validation-of-analvtical-procedures?, m3-2-s-4-4-batch-analyses?, m3-2-s-4-5justification-of-
specification?)=
<IATTLIST m3-2-s-4-control-of-drug-substance

Ypatt;

<!ELEMENT m3-2-s-4-1-specification ((leaf | node-extension)*)=
<IATTLIST m3-2-s-4-1-specification
Coatt;

<IELEMENT m3-2-s-4-2-analytical-procedures ((leaf | node-extension)*)=
<IATTLIST m3-2-5-4-2-analytical-procedures
Coatt:

<IELEMENT m3-2-s-4-3-validation-of-analytical-procedures ((leaf | node-extension)* )=
<IATTLIST m3-2-5-4-3-validation-of-analytical-procedures
Coatt:

<!ELEMENT m3-2-s-4-4-batch-analyses ((leaf | node-extension)*)=
<IATTLIST m3-2-s-4-4-batch-analyses
Coatt;

<IELEMENT m3-2-s-4-5-justification-of-specification ({leaf | node-extension)*)=
<IATTLIST m3-2-5-4-5-justification-of-specification
Ceatt:

<IELEMENT m3-2-s-5-reference-standards-or-materials ((leaf | node-extension)*)=
<IATTLIST m3-2-s-5-reference-standards-or-materials
Coatt:

<|IELEMENT m3-2-s-6-contaimer-closure-system ((leaf | node-extension)*)=
<IATTLIST m3-2-s-6-container-closure-system
Coatt:

=]

<|ELEMENT m3-2-5-7-stability (leaf®, m3-2-s-7-1-stability-summary-and-conclusions?, m3-2-5-7-
stability-protocol-and-stability-commitment?, m3-2-5-7-3-stability-data?)=
<IATTLIST m3-2-s-7-stability

Coatt;

-post-approval-

<IELEMENT m3-2-5-7-1-stability-summary-and-conclusions ({leaf | node-extension)* )=
<IATTLIST m3-2-5-7-1-stability-summary-and-conclusions
Coatt:

<IELEMENT m3-2-5-7-2-post-approval-stability-protocol-and-stability-commitment ((leaf | node-extension)*)=
<IATTLIST m3-2-5-7-2-post-approval-stability-protocol-and-stability-commitment
Coatt:

<!ELEMENT m3-2-5-7-3-stability-data ((leaf | node-extension)*)=
<IATTLIST m3-2-5-7-3-stability-data
Coatt;

<IELEMENT m3-2-p-drug-product {leat®, m3-2-p-1-description-and-composition-of-the-dmg-product?. m3-2-p-2-
pharmaceutical-development?, m3-2-p-3-manufacture?, m3-2-p-4-control-of-excipients® m3-2-p-5-control-of-drug-
product?, m3-2-p-6-reference-standards-or-materials?, m3-2-p-7-contamner-closure-system?, m3-2-p-8-stability ?)=
<IATTLIST m3-2-p-drug-product

Yoatt:
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product-name CDATA #IMPLIED
dosageform CDATA #IMPLIED
manufacturer CDATA #IMPLIED

<IELEMENT m3-2-p-1-descrniption-and-composition-of-the-drug-product ((leaf | node-extension)* )=
<IATTLIST m3-2-p-1-description-and-composition-of-the-dmg-product
Seatt:

<IELEMENT m3-2-p-2-pharmaceutical-development ((leaf | node-extension)*)=
<IATTLIST m3-2-p-2-pharmaceutical-development
Boatt:

<IELEMENT m3-2-p-3-manufacture (leaf*, m3-2-p-3-1-manufacturers?, m3-2-p-3-2-batch-formula? m3-2-p-3-3-
description-of-manufacturing-process-and-process-controls?, m3-2-p-3-4-controls-of-critical-steps-and-intermediates?,
m3-2-p-3-5-process-validation-and-or-evaluation?)=
<IATTLIST m3-2-p-3-manufacture

Yoatt:

<|ELEMENT m3-2-p-3-1-manufacturers ({leaf | node-extension)*)=
<IATTLIST m3-2-p-3-1-manufacturers
Leatt;

<IELEMENT m3-2-p-3-2-batch-formula ({leaf | node-extension)* )=
<IATTLIST m3-2-p-3-2-batch-formula
Yaatt;

<IELEMENT m3-2-p-3-3-description-of-manufacturing-process-and-process-controls ((leaf | node-extension)*)=
<IATTLIST m3-2-p-3-3-description-of-manufacturing-process-and-process-controls
Seatt:

<IELEMENT m3-2-p-3-4-controls-of-critical-steps-and-intermediates ((leaf | node-extension)*)=
<IATTLIST m3-2-p-3-4-controls-of-critical-steps-and-intermediates
Boatt:

<IELEMENT m3-2-p-3-5-process-validation-and-or-evaluation ((leaf | node-extension)* )=
<IATTLIST m3-2-p-3-5-process-validation-and-or-evaluation
Seatt:

<|IELEMENT m3-2-p-4-control-of-excipients (leaf*, m3-2-p-4-1-specifications?, m3-2-p-4-2-analytical-procedures?,
m3-2-p-4-3-validation-of-analytical-procedures?, m3-2-p-4-4-justification-of-specifications?, m3-2-p-4-5-excipients-
of-human-or-animal-origin?, m3-2-p-4-6-novel-excipients?)=>
<IATTLIST m3-2-p-4-control-of-excipients

Yaatt;

excipient CDATA #IMPLIED

<IELEMENT m3-2-p-4-1-specifications ((leaf | node-extension)*)=
<IATTLIST m3-2-p-4-1-specifications
Leatt;

<|ELEMENT m3-2-p-4-2-analytical-procedures ((leaf | node-extension)*)=
<IATTLIST m3-2-p-4-2-analytical-procedures
Yaatt;

<IELEMENT m3-2-p-4-3-validation-of-analytical-procedures ((leaf | node-extension)*)=
<IATTLIST m3-2-p-4-3-validation-of-analytical-procedures

Seatt:
<IELEMENT m3-2-p-4-4-justification-of-specifications ((leaf | node-extension)*)=
<IATTLIST m3-2-p-4-4-justification-of-specifications

Boatt:

<IELEMENT m3-2-p-4-5-excipients-of-human-or-animal-origin ((leaf | node-extension)®)=

87



<IATTLIST m3-2-p-4-5-excipients-of-human-or-animal-origin
Coatt:

<|ELEMENT m3-2-p-4-6-novel-excipients ((leaf | node-extension)*)=
<IATTLIST m3-2-p-4-6-novel-excipients
Loatt:

<|ELEMENT m3-2-p-5-control-of-drug-product (leaf*, m3-2-p-5-1-specifications?, m3-2-p-5-2-analytical-
procedures?, m3-2-p-5-3-validation-of-analytical-procedures?, m3-2-p-5-4-batch-analyses?, m3-2-p-5-5-
characterisation-of-impurities?, m3-2-p-5-6-justification-of-specifications?)=
<IATTLIST m3-2-p-5-control-of-dmug-product

Yoatt:

<IELEMENT m3-2-p-5-1-specifications ((leaf | node-extension)* )=
<IATTLIST m3-2-p-5-1-specifications
Yaatt;

<IELEMENT m3-2-p-5-2-analytical-procedures ((leaf | node-extension)*)=
<IATTLIST m3-2-p-5-2-analytical-procedures
Coatt:

<IELEMENT m3-2-p-3-3-validation-of-analytical-procedures ((leaf | node-extension)*)=
<IATTLIST m3-2-p-5-3-validation-of-analytical-procedures
Ceatt:

<IELEMENT m3-2-p-5-4-batch-analyses ((leaf | node-extension)*)=
<IATTLIST m3-2-p-5-4-batch-analyses
Uoatt:

<IELEMENT m3-2-p-5-5-characterisation-of-impurities ((leaf | node-extension)*)=
<IATTLIST m3-2-p-5-5-characterisation-of-impurities
Yaatt;

<!ELEMENT m3-2-p-5-6-justification-of-specifications ((leaf | node-extension)*)=
<IATTLIST m3-2-p-5-6-justification-of-specifications
Coatt:

<|ELEMENT m3-2-p-6-reference-standards-or-materials ((leaf | node-extension)*)=
<IATTLIST m3-2-p-6-reference-standards-or-materials
Ceatt:

<|IELEMENT m3-2-p-7-container-closure-system ({leaf | node-extension)*)=
<IATTLIST m3-2-p-7-container-closure-system
Uoatt:

<IELEMENT m3-2-p-8-stability (leaf*, m3-2-p-8-1-stability-summary-and-conclusion?, m3-2-p-8-2-post-approval-
stability-protocol-and-stability-commitment?, m3-2-p-8-3-stability-data?)>
<IATTLIST m3-2-p-8-stability

Yeatt;

<IELEMENT m3-2-p-8-1-stability-summary-and-conclusion ((leaf | node-extension)*)=
<IATTLIST m3-2-p-8-1-stability-snmmary-and-conclusion
Coatt:

<|ELEMENT m3-2-p-8-2-post-approval-stability-protocol-and-stability-commitment ((leaf | node-extension)*)=
<IATTLIST m3-2-p-8-2-post-approval-stability-protocol-and-stability-commitment
Leatt;

<!ELEMENT m3-2-p-8-3-stability-data ({leaf | node-extension)*)=

<IATTLIST m3-2-p-8-3-stability-data
Yaatt;
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<IELEMENT m3-2-a-appendices (leaf* m3-2-a-1-facilities-and-equipment®, m3-2-a-2-adventitious-agents-safety-
evaluation®, m3-2-a-3-excipients?)>
<IATTLIST m3-2-a-appendices

Coatt:

<|IELEMENT m3-2-a-1-facilities-and-equipment {(leaf | node-extension)*)=
<IATTLIST m3-2-a-1-facilities-and-equipment

Yuatt;

manufacturer CDATA #IMPLIED

substance CDATA #IMPLIED

dosageform CDATA #IMPLIED

product-name CDATA #IMPLIED

<IELEMENT m3-2-a-2-adventitions-agents-safety-evaluation ((leaf | node-extension)*)=>
<IATTLIST m3-2-a-2-adventitious-agents-safety-evaluation

Yoatt;

mamufacturer CDATA #IMPLIED

substance CDATA #IMPLIED

dosageform CDATA #IMPLIED

product-name CDATA #IMPLIED

<IELEMENT m3-2-a-3-excipients ((leaf | node-extension)® )=
<IATTLIST m3-2-a-3-excipients
Leatt;

<IELEMENT m3-2-r-regional-information ((leaf | node-extension)®)=
<IATTLIST m3-2-r-regional-information
Yeatt;

<IELEMENT m3-3-literature-references ((leaf | node-extension)*)=
<IATTLIST m3-3-literature-references
Coatt;

<|ELEMENT m4-nonclinical-study-reports (leaf®, m4-2-study-reports?, m4-3-literature-references?)=
<IATTLIST m4-nonclinical-study-reports
Coatt:

<IELEMENT m4-2-study-reports (leaf® m4-2-1-pharmacology?, m4-2-2-pharmacokinetics?, m4-2-3-toxicology? )=
<IATTLIST m4-2-study-reports
Loatt:

<IELEMENT m4-2-1-pharmacology (leaf*, m4-2-1-1-primary-pharmacodynamics?, m4-2-1-2-secondary-
pharmacodynamics?, m4-2-1-3-safety-pharmacology?, m4-2-1-4-pharmacedynamic-drg-interactions?)>
<IATTLIST m4-2-1-pharmacology

Yaatt;

<IELEMENT m4-2-1-1-primary-pharmacodynamics ((leaf | node-extension)*)=
<IATTLIST m4-2-1-1-primary-pharmacodynamics
Coatt:

<IELEMENT m4-2-1-2-secondary-pharmacodynamics ((leaf | node-extension)*)=
<IATTLIST m4-2-1-2-secondary-pharmacodynamics
Doatt:

<|ELEMENT m4-2-1-3-safety-pharmacology ((leaf | node-extension)* )=
<IATTLIST m4-2-1-3-safety-pharmacology
oatt:

<|ELEMENT m#-2-1-4-pharmacodynamic-drug-interactions ((leaf | node-extension)*)=

<IATTLIST m4-2-1-4-pharmacodynamic-dmg-interactions
Yaatt;
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<IELEMENT m4-2-2-pharmacokinetics (leaf®, m4-2-2-1-analytical-methods-and-validation-reports?, m4-2-2-2-
absorption?, m4-2-2-3-distribution?, m4-2-2-4-metabolism?. m4-2-2-5-excretion?, m4-2-2-6-pharmacokinetic-drug-
interactions?, md-2-2-7-other-pharmacokinetic-studies?)=
<IATTLIST m4-2-2-pharmacokinetics

Suatt;

<IELEMENT m4-2-2-1-analytical-methods-and-validation-reports ((leaf | node-extension)*)=
<IATTLIST m4-2-2-1-analytical-methods-and-validation-reports
Yeatt;

<IELEMENT m4-2-2-2-absorption {(leaf | node-extension)* )=
<IATTLIST m4-2-2-2-absorption
Uoatt;

<IELEMENT m4-2-2-3-distribution ({leaf | node-extension)*)=
<IATTLIST m4-2-2-3-distnibution
Coatt:

<IELEMENT m4-2-2-4-metabolism ((leaf | node-extension)*)=
<IATTLIST m4-2-2-4-metabaolism
Coatt;

<IELEMENT m4-2-2-5-excretion ({leaf | node-extension)*)=
<IATTLIST m4-2-2-5-excretion
Yeatt;

<IELEMENT m4-2-2-6-pharmacokinetic-drug-interactions ((leaf | node-extension)*)=
<IATTLIST m4-2-2-6-pharmacokinetic-drug-interactions
Uoatt;

<IELEMENT m4-2-2-7-other-pharmacokinetic-studies ((leaf | node-extension)*)=
<IATTLIST m4-2-2-7-other-pharmacokinetic-studies
Coatt:

<IELEMENT m4-2-3-toxicology (leaf*. m4-2-3-1-zingle-dose-toxicity?, m4-2-3-2-repeat-dose-toxicity?, m4-2-3-3-
genotoxicity?, m4-2-3-4-carcinogenicity?, m4-2-3-5-reproductive-and-developmental -toxicity?, m4-2-3-6-local-
tolerance?, m4-2-3-7-other-toxicity-studies?)=
<IATTLIST m4-2-3-toxicology

Yuatt;

<IELEMENT m4-2-3-1-single-dose-toxicity ((leaf | node-extension)* )=
<IATTLIST m4-2-3-1-single-dose-toxicity
Coatt:

<IELEMENT m4-2-3-2-repeat-dose-toxicity ((leaf | node-extension)*)=
<IATTLIST m4-2-3-2-repeat-dose-toxicity
Yeatt;

<IELEMENT m4-2-3-3-genotoxicity (leaf*, m4-2-3-3-1-in-vitro?, m4-2-3-3-2-n-vivo?)=
<IATTLIST m4-2-3-3-genotoxicity
Toatt:

<IELEMENT m4-2-3-3-1-in-vitro ((leaf | node-extension)*)=
<IATTLIST m4-2-3-3-1-in-vitro
Coatt:

<IELEMENT m4-2-3-3-2-in-vivo {{leaf | node-extension)®)=
<IATTLIST m#-2-3-3-2-in-vivo

Coatt:

<IELEMENT m4-2-3-4-carcinogenicity (leaf®, m4-2-3-4-1-long-term-studies?, m4-2-3-4-2-short-or-medium-term-
studies?, m4-2-3-4-3-other-studies?)=
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<IATTLIST m4-2-3-4-carcinogemcity
Coatt;

<IELEMENT m4-2-3-4-1-long-term-studies ((leaf | node-extension)* )=
<IATTLIST m#4-2-3-4-1-long-term-studies
Dhatt:

<IELEMENT m4-2-3-4-2-short-or-medmum-term-studies ((leaf | node-extension)*)=
<IATTLIST m4-2-3-4-2-short-or-medium-term-studies
Boatt;

<IELEMENT m#4-2-3-4-3-other-studies ((leaf | node-extension)*)=
<IATTLIST m4-2-3-4-3-other-studies
Coatt;

<IELEMENT m4-2-3-5-reproductive-and-developmental-toxicity (leat®. m4-2-3-5-1-fertility-and-early-embryonic-
development?, m4-2-3-5-2-embryo-fetal-development?, m4-2-3-5-3-prenatal-and-postnatal-development-mcluding-
maternal-function?, m4-2-3-5-4-studies-in-which-the-offspring-juvenile-animals-are-dosed-and-or-further-evaluated?)=
<IATTLIST m4-2-3-5-reproductive-and-developmental-toxicity

Yoatt;

<IELEMENT m4-2-3-5-1-fertility-and-early-embryonic-development ((leaf | node-extension)*)=
<IATTLIST m4-2-3-5-1-fertility-and-early-embryonic-development
Yeatt;

<IELEMENT m4-2-3-5-2-embryo-fetal-development ((leaf | node-extension)*)=
<IATTLIST m4-2-3-5-2-embryo-fetal-development
Coatt;

<IELEMENT m4-2-3-5-3-prenatal-and-postnatal-development-including-matemal-function ((leaf | node-extension)*)=
<IATTLIST m#-2-3-5-3-prenatal-and-postnatal-development-including-maternal-function
Yeatt:

<IELEMENT m4-2-3-5-4-studies-in-which-the-offspring-juvenile-animals-are-dosed-and-or-further-evaluated ((leaf
node-extension)*)=
<IATTLIST m4-2-3-5-4-studies-m-wlich-the-offspring-juvemle-animals-are-dosed-and-or-further-evaluated

Coatt;

<IELEMENT m4-2-3-6-local-tolerance ((leaf | node-extension)*)=
<IATTLIST m#4-2-3-6-local-tolerance
Boatt;

<IELEMENT m4-2-3-7-other-toxicity-studies (leaf*, m4-2-3-7-1-antigenicity?, m4-2-3-7-2-immunotoxicity?, m4-2-3-
7-3-mechamstic-studies?, m4-2-3-7-4-dependence?. m4-2-3-7-5-metabolites?, m4-2-3-7-6-impurnities?, m4-2-3-7-7-
other?)=
<IATTLIST m4-2-3-T-other-toxicity-studies

Yeatt;

<IELEMENT m4-2-3-7-1-antigenicity ((leaf | node-extension)*)=
<IATTLIST m#4-2-3-7-1-antigenicity
Coatt;

<IELEMENT m#4-2-3-7-2-immunctoxicity ((leaf | node-extension)* )=
<IATTLIST m4-2-3-7-2-immunotoxicity
Yeatt;

<IELEMENT m4-2-3-7-3-mechanistic-studies ({leaf | node-extension)*)=
<IATTLIST m#-2-3-7-3-mechanistic-studies

Coatt;

<IELEMENT m4-2-3-7-4-dependence ((leaf | node-extension)*)=
<IATTLIST m4-2-3-7-4-dependence
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Soatt;

<IELEMENT m4-2-3-7-5-metabolites ((leaf | node-extension)*)=
<IATTLIST m4-2-3-7-5-metabolites
Toatt;

<IELEMENT m4-2-3-7-6-mmpurities ((leaf | node-extension)*)=
<IATTLIST m4-2-3-7-6-1mpurities
Soatt;

<IELEMENT m4-2-3-7-7-other ({leaf | node-extension)*)=
<IATTLIST m4-2-3-7-7-other
Toatt;

<IELEMENT m4-3-literature-references ((leaf | node-extension)*)=
<IATTLIST m4-3-literature-references
Soatt;

<IELEMENT m5-clinical-study-reports {leaf* m5-2-tabular-listing-of-all-clinical-studies?. m5-3-clinical-study-
reports?, m5-4-literature-references?)=
<IATTLIST mS5-clinical-study-reports

Coatt;

<IELEMENT m3-2-tabular-listing-of-all-clinical-studies ({leaf | node-extension)*)=
<IATTLIST m5-2-tabular-listing-of-all-cliucal-studies
Soatt;

<IELEMENT m5-3-climcal-study-reports (leaf* m5-3-1-reports-of-biopharmaceutic-studies?, m5-3-2-reports-of-
studies-pertinent-to-pharmacokinetics-using-human-biomaterials?, m5-3-3-reports-of-human-pharmacokinetics-pk-
studies?, m5-3-4-reports-of-human-pharmacodynamics-pd-studies?, m5-3-5-reports-of-efficacy-and-safety-studies®,
m5-3-6-reports-of-postmarketing-experience?, m5-3-7-case-report-forms-and-individual-patient-listings7)=
<IATTLIST m5-3-clinical-study-reports

Yoatt;

<IELEMENT m5-3-1-reports-of-biopharmaceutic-studies (leaf* m5-3-1-1-bioavailability-study-reports?, m5-3-1-2-
comparative-ba-and-bioequivalence-study-reports?, m5-3-1-3-in-vitro-mn-vivo-correlation-study-reports?, m5-3-1-4-
reports-of-bioanalytical-and-analytical-methods-for-human-studies?)=
<IATTLIST mS5-3-1-reports-of-biopharmaceutic-studies

Yoatt;

<IELEMENT m3-3-1-1-bioavailability-study-reports ((leaf | node-extension)*)=
<IATTLIST m5-3-1-1-bioavailability-study-reports
Toatt;

<IELEMENT m5-3-1-2-comparative-ba-and-bicequivalence-study-reports ((leaf | node-extension)* )=
<IATTLIST mS5-3-1-2-comparative-ba-and-bioequivalence-study-reports
Soatt;

<IELEMENT m3-3-1-3-mn-vitro-in-vivo-correlation-study-reports ((leaf | node-extension)*)=
<IATTLIST m5-3-1-3-n-vitro-m-vivo-correlation-study-reports
Toatt;

<IELEMENT m5-3-1-4-reports-of-bioanalytical-and-analytical-methods-for-human-studies ((leaf | node-extension)*)=
<IATTLIST m5-3-1-4-reports-of-bicanalytical-and-analytical-methods-for-human-studies
Soatt;

<IELEMENT m3-3-2-reports-of-studies-pertinent-to-pharmacokmetics-using-human-biomatenals (leaf*, m5-3-2-1-
plasma-protein-bindmg-study-reports?, m5-3-2-2-reports-of-hepatic-metabolism-and-drug-interaction-studies?, m5-3-
2-3-reports-of-studies-using-other-human-biomaterials?)=
<IATTLIST mS5-3-2-reports-of-studies-pertinent-to-pharmacokinetics-using-human-biomatenals

Yoatt;
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<IELEMENT m5-3-2-1-plasma-protein-bindmg-study-reports ((leaf | node-extension)*)=
<IATTLIST m5-3-2-1-plasma-protein-binding-study-reports
Boatt;

<IELEMENT m5-3-2-2-reports-of-hepatic-metabolism-and-drug-interaction-studies ((leaf | node-extension)*)=
<IATTLIST mS5-3-2-2-reports-of-hepatic-metabolism-and-drug-interaction-studies
%oatt;

<IELEMENT m5-3-2-3-reports-of-studies-using-other-human-biomatenals ((leaf | node-extension)*)=
<IATTLIST m5-3-2-3-reports-of-studies-using-other-human-biomatenials
Toatt;

<IELEMENT m5-3-3-reports-of-human-pharmacokinetics-pk-studies (leat®, m5-3-3-1-healthy-subject-pk-and-initial-
tolerability-study-reports?, m5-3-3-2-patient-pk-and-initial-tolerability-study-reports?, m5-3-3-3-mtrinsic-factor-pk-
studv-reports?, m5-3-3-4-exirinsic-factor-pk-study-reports?, m5-3-3-5-population-pk-study-reports7)=
<IATTLIST m35-3-3-reports-of-human-pharmacokinetics-pk-studies

%oatt:

<IELEMENT m5-3-3-1-healthy-subject-pk-and-initial-tolerability-study-reports ((leaf | node-extension)* )=
<IATTLIST m5-3-3-1-healthy-subject-pk-and-initial-tolerability-study-reports
Coatt:

<IELEMENT m5-3-3-2-patient-pk-and-initial-tolerability-study-reports ((leaf | node-extension)*)=
<IATTLIST m5-3-3-2-patient-pk-and-initial-tolerability-study-reports
Coatt;

<IELEMENT m5-3-3-3-ntrinsic-factor-pk-study-reports ((leaf | node-extension)*)=
<IATTLIST m5-3-3-3-imntrinsic-factor-pk-study-reports
Coatt:

<IELEMENT m5-3-3-4-extrinsic-factor-pk-study-reports ((leaf | node-extension)®)=
<IATTLIST mS5-3-3-4-extrinsic-factor-pk-study-reports
Coatt:

<IELEMENT m5-3-3-5-population-pk-study-reports ((leaf | node-extension)* )=
<IATTLIST m5-3-3-3-population-pk-study-reports
Coatt;

<IELEMENT m5-3-4-reports-of-human-pharmacodynamics-pd-studies (leaf*, m5-3-4-1-healthy-subject-pd-and-pk-
pd-study-reports?, m5-3-4-2-patient-pd-and-pk-pd-study-reporis7)=
<IATTLIST mS5-3-4-reports-of-human-pharmacodynamics-pd-studies

oatt:

<IELEMENT m5-3-4-1-healthy-subject-pd-and-pl-pd-study-reports ((leaf | node-extension)*)=
<IATTLIST m5-3-4-1-healthy-subject-pd-and-pk-pd-study-reports
Coatt:

<IELEMENT m5-3-4-2-patient-pd-and-pk-pd-study-reports ((leaf | node-extension)* )=
<IATTLIST m35-3-4-2-patient-pd-and-pk-pd-study-reports
Coatt:

<IELEMENT m5-3-5-reports-of-efficacy-and-safety-studies (leaf*. m5-3-5-1-study-reports-of-controlled-clinical-
studies-pertinent-to-the-claimed-indication?, m5-3-5-2-study-reports-of-uncontrolled-clinical-studies?, m5-3-5-3-
reports-of-analyses-of-data-from-more-than-one-study?, m5-3-5-4-other-study-reports?)=
<IATTLIST m5-3-5-reports-of-efficacy-and-safety-studies

Boatt;

indication CDATA #REQUIRED

<IELEMENT m5-3-5-1-study-reports-of-controlled-clinical-studies-pertinent-to-the-claimed-indication ((leaf | node-
extension)*)=
<IATTLIST m5-3-5-1-study-reports-of-controlled-clinical-studies-pertinent-to-the-claimed-indication

Doatt;
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<IELEMENT m5-3-5-2-study-reports-of-uncontrolled-clinical-studies ({leaf | node-extension)*)=
<IATTLIST m35-3-5-2-study-reports-of-uncontrolled-clinical-studies
Coatt;

<|ELEMENT m3-3-5-3-reports-of-analyses-of-data-from-more-than-one-study ({leaf | node-extension)*)=
<IATTLIST m5-3-5-3-reports-of-analyses-of-data-from-more-than-one-study
Caatt:

<|ELEMENT m3-3-5-4-other-study-reports ((leaf | node-extension)*)=
<IATTLIST m5-3-5-4-other-study-reports
Caatt:

<|ELEMENT m3-3-6-reports-of-postmarketing-expenience ((leaf | node-extension)* )=
<IATTLIST m5-3-6-reports-of-postmarketing-experience
Caatt:

<|ELEMENT m3-3-7-case-report-forms-and-individual-patient-listings ((leaf | node-extension)*)=
<IATTLIST m35-3-7-case-report-forms-and-ndividual-patient-listings
Caatt:

<|ELEMENT m3-4-literature-references ((leaf | node-extension)®)=

<IATTLIST mS5-4-literature-references
Caatt;
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