HESE R % Medicines Classification Committee &35 DiE Rk & W 9 T Medsafe 7
=7 YA MIAKRTD (ZOBEHLAEK),
d
(6) BFEH LT
FE AR C)iﬁﬁﬁ) BGENE. FORFBORME Medsafe 7V =7 A N TREND Elﬁi
WIRHT 2 ((B8LZ2 10 BUUW), BEN Lon) LRI TRINEZHEITIE, £
UDF‘nﬁE_ﬁlﬁ]ﬁrﬂ%éﬁ’Léi’C Za—U—F 2 FERIZITAEK L7V, Medsafe &j:,\n &
XE LTI SN AFELIZ DWW TRET L, BIRED MCC ICEfIRE a2 T uidZe b 22n
DE D NRD B, B BRI T HITMET 28 LOGEILY H 2 FFZ1 | BEFid MCC
IZHRES L5,
l
(7) AR
I
(8) &Han
SESER D Medsafe UV = 79 A MaREINTEBLZ 4 HERIC, BEORARIC
WT, =a—Y—=J FERIZARSND,
)
9

=

(9) #
®O0TC EHELEE

Medicines Classification Committee (MCC) 1%, {REREITS L THERIT S, D,
Medsafe |2 & o THRHSDED DL, REREIIZ X > TRERIRER R EIND,

A1 v FALDEMY

WMFIENHOT CERB~DERZEET D7 HDEMEF

- H7p & H 3FLUE, TIBICHTWDZ L

- FORBICHTWAHIRIZBWT, JELFEREN TSI &

- BERBEZOFBEAPIEFICHTHY . BWEFAMEEREFRMLTHY . OTC EREGLIRTEIC
WMLTWBZ &

QA1 v TR L CEETEIEA
- &= (Toxicity)

- FEOABENE (Abuse Potential)

- R 7 (Inappropriate use)
- #£45 (Precautions)

< fEE~EEM (Communal Harm)
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« ¥[fE4  (Convenience)
« 71ffi (Potency)
- BIEEDO B (Current Availability)
- VRIE¥E% (Therapeutic Index)
O HE
HETHHE
QEGRRID/NNT 2 A
ZERT, FREBHHAT RIS, —BEPo0a A MEZITIT 5,
& EHBAR
ZESOARIE, BRI, —RIARSND, (BEFE. PHEAE. #E5H)
A Fivt ot
2L
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4 F—RMSYFE=a—D—SUFEO OTC EXRICET2#AEE
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TR, #—ARF U7, 22—V —F3V RHO NI VAR « ATV a—
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® [EHRLEFEMIETIRAFEORF a—D T
AR a—) I b OEARNANE L THD Z &
HEOEFRL, AT Va— ) TOREME A RIABNHDHI L
RV a— Y v T EMEO—F LI fiER
EIRG &Y~ 2 BOEMMAEEHND
AV a—VNTIE, Y= v 7EER, BOLECMO— R R0E~
OIBOHALHEHT S

e TAULFEIR, mlE, TAMEME, EEFHE, NALEOHICET 57
2. Za—U—F U REA—ANT U THTHEREER EFBRDORA T Va—V  ZICELT
B 25810, UTORBERIND :

e NHIZEL L, HBOBRPGBOLNIHAANLDL, BDERLE ATV a—

Vo TR ANCHFHMISNARETHD
® EAMLFANT, ARfL, BEMOMESCEEORE~O+o2EEE L
72 ET, ZOHKIBOBRESNEZA Ca—VE2RMTHLTHSD
3. BEEMEBYOAR TV a— Y U7 EFTNT 2IBBIZIBNT, oMkkz & TR Ebi
TWAHRHIGUEEERTIMNERD Y, £, ATV a—/LOFMIC X o THEEER RN X
DVEAI LD LR LI NI ICERTHILERD D
MEE Bz, ERBAICOVWTEEMIZERA SN TV —B4AEZRAWAI LB NT5HZ L,
ZOEENILRTA KT A F P ETIIERICR o7 OTC EIEMm ORI BEd 2 1 7
REAFHELLBRESDOTHD, LW o RIIEBHICERENITFETHD, =
DA RTA VTR EWETEINEHEICEASING e X 2R LTEY, ThEho
SRS 72 EREHAIC BT, LW T OB Z~DHA FELTHWLNERETHD, FE
7T 312h20 . WEIORBETITBRICE L TN L7270, BE->TIRHESNSH
FEUETDHILOTEXIMETHD, RITTHIHIEY., BIEOTA FIA4 TR EN
TWAREMN R AGAIE, BRFREXEDIZRD1EA9,
TDHA RTAETFH LT o AOBEMMNRETEZEL T, LETHOIIER, BIEX
s,
HFLTaeA T, OTC EEROFENCELCY 7 ICESS FEZHAVTEY, UTF
OREBEFEE LTS :
IV BEREL . BRADROE OTC ERHOFEZZ(TT 5
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K7 o2 0FAMEE FRIFTREZ LV E<T5

BB L > THEIIH R 72, BETHRNL: OTC ERHOFMAZMHET D
FT—=A TV T b=ma—U—F 0 Fo OTC ERGFTM 7 02 X 2/fnd 5

OTC ERMLBEAOEZM LTS

OTC EEHOARBIZE L CGlEl <R 7 4 v NI RAZETARHANLND Z & ZHER
75

OTC EELHH O 2 E& AR A ETT 5

Y AT IZHESWEER L
BrEdOBEAIZBI LT N1 2 S N5 D 5 BFED U 27 L~ Lindh 5, OTC EFEMDER =
HWHT 251, Cl b C4AD4BHEDY 27 L_ARHh 5,
BEAL VLT, TGA OV =T7H A FTEDH LN TWARRSI, OTC application
categorization framework & OTC dossier documents matrix TE®D H IV TV DI EHEN
HD, TOIRASINIZHEIRD EEA TS OTC EFEFRC, BEFO OTC EEHDHER
IR Y 27 LAUICEE T D, BTLOWEDRSZ B0 ORH LVBEIROH 5 b DidR
VAT LANVZEES L, BRAPEHTH D, K A7 UNLVOEEGOHFETIE, &L
NOEFELEY, BEHZRDONDEHRP D2, ELFRLZIUIEPNLR,
BAL~SVIUTORZET

N1. BERSEEER, &Y. A%l

N2. BEDOTCE/ 777 L—Rr2EFGe2 T Lz =3 ) v 7 EZH

N3. B®EOREMEIIIHEIEEIFTHT —F20BLE LN Y2 v V7 ER

A

N4. DTFov=xY v I7EELEET

> REMEIFEDEDT —%, HBENIZENLOT —F R LRWZ & OFEH

N5 Bl EYMFHREEOT—F . HLWRNAOZEMEICET LT —4.
FANEROF LVAFICET 57 —F)

> down-scheduling {Z/h > CTLRMZ OTC EIES & LTRME Sz Z & 2370

> HWREAOAFENRENICLY, BV TOFMBELELT S

N5, V=3V w7 TIERVEEE (Bl FLVMEFHE. 3 LWEIGEE)

Cl. F¥MICBId 24T (BOFHMMOFRERE R, ZEMICEE LZER) Falic

ARGOM IZ L Bi@Hm & LTHESNTWZH D

C2. HMFEITEMNTRVWERICETAIERE (ZeMEIdGoMEcET27 — 45

MBI G D)

C3. HWRAOER (AFENRT TV RREIZEVE V-V TCOFMAKE) HRTR

WHAEDERE (C4LANT, —HIXREEEIIEIEICET AT — 2 2 0B LT 5)

C4. BREETITAEICETIEE (REMECHEIEICET2T — 42 0ELT5)
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OTC application placement flowchart

Yes

New or change application?
Is this an application for a new OTC medicine or
a change to a registered OTC medicine?

Change

New

v

Generic?
Is the proposed new medicine a ‘generic’?

(Refer ARGOM Appendix 1, Section 6)

»

Refer ‘Guidelines

No

Yes

A4

Umbrella branding issue?
Does the product include an umbrella segment
that requires a higher level of assessment?
(Refer QTC application route for umbrella
! jed medicines).

Yes

No

v

Yes

Clone or variant of a
fragrance/flavour/colour (‘FFC’)?
Is the application for either:
1. aclone of a fully evaluated parent; or
2.  fora FFC variant of a fully evaluated
parent (where the total content of the FFC
agent(s) is present at <2%)?

No
\4

Appendix X or safety/efficacy data
required?
Is the product included in Appendix X or are
data required to support the safety and/or
efficacy of the product?

Yes

No

v

Monograph?
Does the product fully meet all the
requirements of an OTC Medicines Monograph?

N1

N2

No

v

N3

N4

N5

(http://www.tga.gov.au/pdfiotc-tools-ap-flowchart.pdf X V)
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5. XKEICEIT5—RAEESRBIVRATLOHE
1. BELSE
@ [E 35 DO RRFE I EE

EHE AR BRIEERE MRFE R

L5 6 A 3Ry R FEHRIRMLC X 5 %t
(prescription medicine)

IR TTE VEFE S /NEARGE NS LG HIRR 2 M B & L7220
(nonprescription medicine) (RA=r—=—04 > FTHH])

QI FHEAE (—MEREM, OTC EHEM)

- Nonprescription

7 AU 71 Prescription medicine ([ERiDEE N M E723K) (&% L C. Nonprescription

medicine D 5EE L3720, 1951 R MEFEKMEVERIEIZ Y T -7 U —BIERIZ LD,

HASHIE 2 LB & LW ES T IE, Nonprescription IZLTHEXWEWS Z LiZZzoTW 5,

EFERIZE > TE, BERLEETRITTRIETE RN S O, IRFEFREHEREFFE S RITER

LRNWb D, REORBTHEEZZITOLORH 2,

¢ BAHEEMT. UTORIELTRLEAIEELEELRD

- RN ERPAFEMOERICEAEMB TRV e, OTC EEMITEFRMAEIK

EZHEAT, KD REAOR SN A ZEE T HLER D D,
TN FRR ERICEZ Y, OTC BEMD TV RRNEI—RHEEE P HL 2 LD DOFEY
FICRIAT 2720 D& TOFERE & ERITITR L2,

Bin: EREAEELOERIIFDA OHERTHD, —FH T, OTC BEFERDOEMRICEL TIL,
flho>H#E S LA L < U.S. Federal Trade Commission(FTOUWZHERRD & %,

X4yt KETIE OTC EFEHDIEE A EI3H 750,000 & 2 RFEIE CORTENFARETH D (X
— =y b KBUNEE, R Y, ERMERMITE 55,000 DFEFTO
BRFEIZIR BTV D,

2. FNHEAEDKBT vk R

STEIT

FDA EZREFHMEWIEE > % — (The FDA Center for Drug Evaluation and Research)

HHEER
OTC EFE 5 FEMZEE 2L (The Nonprescription Drugs Advisory Committee, NDAC)

¢ NDAC fERIZEE oEH
NDAC ZELITEELZ ST 14 A\OFREEENOR D, A A \—LERT, MRS E R
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(NE. FRERE., BIRFEZ, BREHEY, K2 HRZ0HEM) obrbaIyvis
=itk oTHRAE SN D,

Rxto OTC A4 v FOFIEHFEWNDA) 7' a2t X%, A U EAEIRES (Prescription drug)
DHFECH L CERIND T B A>T B,

(1) FDA EFEGFHmIIEE ¥ —BHHEEZBET D,
)

(2) FEUFHAIE, OTC EZEMLEH Rx to OTC DA A » FOHWr :

AT AFKFBMZEESINDAC) 23472< &b 1 DOMOIRRESEHNEES & —
7o T, OTCARIZXH T 2 8ZERMFE (NDAs) oW TH#E L., FDA IZKRIZSW
THEEE T 5,

N
(3) FDAIZL K- THEFEREIN D,

®O0TC EHEMLDFE
FDA EFESFHEITIE Y > & —IC X > THE SN FHEMZEZRSD FDA 23 L, AREIZDOW
THBETD

L ik
FETHA (TR

L 4
ZEZORNEIT, mmEESh, —RICARS D,

\ i i
34EM CREEMEMERMUERE 272506 HE)

QO0TC EFELOWBFBIZNERT —4

AFREEDORA > MM, EFEHO Rxto OTC AA v F 23, OTC EEMIIBWT, &, »»
OFMAERAEINDEDE D NThhoTWD, ZO7HIliE, HEENEH TE L B
L. SIS TEDNEI D, FRCHBEEPHGE T VOERE, @A, E52HETE 0
L, HWERBEORNCETIZBENUELR>TND,

Rx to OTC ZA wFIZHf T 2 HEAFFENDA)DEA :
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- AV T NLOUFEAEIES DR EBIMET —

- (FEE LTHEA SN E0) BIERTER

- fOETOTCHEE LTELLTWIUL., ZOFH

- HEBEOITENCET 2% T —% (T-VVCET 28K, B OBREN. EEREOFEM
K (ZHHDT —FITEICERIADRTIERVA, ZOFEYD OTC IZikoizd
FNZRENPOEMMERENDNE 5 1 ETRIT D DITELD)

O A ASE & IR A SR DK X AR

T EARIT, REMELAIEOML ORLNG, MIBHMIT oD 2L (FTITil
HECOBRTORVERRBREH 20T, Themlil ARt E ZeEIcEREZEV TR
WY 52 L ALETHD)

S I AIEDHHT— 5 -

C Y UF A DS TR S - ROT BB — ¥

- RGBT — 5

R ST B BE

s b L. OTC TOMEALHRR LN (ZOMFEY) BiroT DEAIE. i iAME
L BRI B BRI T — & BN

S0TC ORET CHANEE, M OBEMERIND Z LN TEE0E I M2V TL,

TROT—2BReENLRHIND :

- OTC R T CTEDRBDOENIM L ZEMICET 5 2 Lid. HEHEICEDIZIBESND D
DTHDN? (T2& 2 MNEFIZLDHAR VR TS)

- Z OB FE S THEA S D ATREMES, HEEDPEIC L D FREIIMEVWE S 2200

- ZDORED OTC {hid, HEEN 7 VCEPNTERESCEEIZED R WIEER. N
U2 BOBRE LIZGAICE IV 2 2FEBLY, MECHHZLLEZLDHD

- ZORPIE, TRICECRBRTEDZLDOTHEMN?

- HEEE, BEOTSLERT, TOBEBEELIERL, HHTLZENTEE0?

INOLORBIL, BEICL->TIThhb ¢

- T YLHfRERER (Label Comprehension Studies)

- B OGERGRER (Self-selection Studies)

- VHEETE : EEFE ARER(Consumer Behavior: Consumer Actual Use Studies)

B, FORENHF LWEAICE LT the first-in-class TH-o77=0 ., FTILVERAA =X
LEFLTWEY | FBRREENLHETH H5E11E, Advisory Committee DRTIZ FDA

26



CRBIAEND, ZOFERFE S o AT, oL < O OTC #ETOHMI T oz X LITE
RoTebDOTH D72 & 21X, 7 A Y VI FDA T, OTC Drug Monograph system (1972
FEREINTZ OTC B TOFEDESCE L TOHET AT L) THEZZIT T35, ZL
C. Generally Recognized As Safe and Effective (GRASE) & L TEH LN TV A

S OTC EHM DA - R5CHIE

KETIE, FIAREZ TR CHRERTETE 2 OTCERKOERE (£ /757 7) &
ERLLCWaAR, BAEERLESDET ) 77 7T HIlhbl-o Tk, AREZEEL TE
T AR L T2 o TG, FORERIZOVWTHIERRE LI A Y M 2BENEX BN,
BEFF 2 H LB b EFERIZRIERE N2 P OBMAEZ1T-oC, EXAhE/ /5744
LTI 10 FILVFRE ZRDOBEBETH D
OTC EFHK L ORFRIZICIX, 1) OTC EIEHKT / 7' 7 (OTC Drug monographs, LU FE
J T 7) RS NIFRICE S CHEEE L, ARBFE T 0 X 2R TICRET S
2) FDA 0 EZRKLFHMIEE v % — (Center for Drug Evaluation and Research : CDER)
WCHTEEAGR R EE (NDA) 217 CHRRBEXZIT 20 2FEEN H 5, OTC EFEKDOKESH 1)
DIRFEIZ LV IRFE SN TN D
1) OTCEERMET/ VT 7cE SRR

B 7T 70E, TREOEEFRBORILL 2550 T, OTC EFEMLL LTHAEINDH
sy, AE. FEB LT NVERIZOVDTOFERBPEENTNDE, T/ 7T 712U
SNEHFRICHE-> THEINTZEELIT., BN EZE2LO>FUL2WE (generally
recognized as safe and effective. GRAS/GRAE) ] & R7e&iv. FDA ~OAGEHFELZITO
el RETHIENHRETH D, F/ 7771, CDER WOTHIRIEH RIS EH M

( Division of Nonprescription Regulation Development : DNRD) 2L > TEHIN T
Wo, FHRICBMENDEBHHSRT NV OFRR L, REITECTE/ 7T 7I13MRE
HansZ LitzoTWs, BUEKETRICIE, 30 FFEMHLL LD OTC ERMNFEL T

BIRY 7 AT 80 LA EIC RS, £/ 7T 7, KRR 7 AT EIER S . BER

BILOEKIRDE 77 708 ERER (Federal Register) (¥R IND, £/ 777 D%
ITEFHE] (Code of Federal Regulation : CFR) # 21 4% (21 CFR) ®»% 7 < = > 300
ICEENTWD,
2) NDA FutRiZk BHR5E

NDA /%, CDER W& AT IRFEEIRFEMMEF (Division of Nonprescription Clinical
Evaluation : DNCE) 23%#& 3%, NDA et XiX, €/ 777 Lﬂyﬁéﬂflﬂfoﬁb\%ﬁfﬁ
DEIRKGC, WHFEEERLNLO OTC ERGH~OLEERER SRS, BFEICIE 7+
wAEmw%h%ﬂmféoNDALka\ﬁm¢A§T~&(%fﬁ@%)i\%Oﬂz
EIREMZ Lo TR o TWD,
O NERZEAE (FrAVE - LYRZ Y MEE)
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FxANE - LTRZ N (CR) B FRIEEE bbb d) X, AENIND 5 AIRENE
DHDLIWE (BEFRMELITOTC EREM, B, REMEFRLZRE) ZFHIRAT Z
ka3 EHEOIV R 7 2EOTEOICHERAINS, US. Consumer Product Safety
Commission(CPSC) &, 1972 > b ifafT &7 TV 5 Poison Prevention Packaging
Act1(PPPA)IZESWC CREEZEFEHL TV,

ESpASTE T 27

TEMTI )72y, TAYY Y, P72 R34 707z, $hEEHESR
E T IEREMEBER, A XV FUFABATFL, T axkr A1 vF OTC
EFES

®O0TC Edn T ~NVRR
OTC EHEmD T ~IVERIT, HEE L OFBERIFHREEFETH S, OTC Drug Facts @
EHE SN T+ — vy MIE> T, BHRCEEMEICET 5. EERIFROEMERE L,
VR OP CHHRMLERLOLELZTREL L, HEE R LE L2 ZRIRT 5
HOTIZe D, Drug Facts D/A—MZiX, JB/INDOXFYA X7+ —< v b, TEOHHE
FERLY A ol ECHMPWRERS S, EREDT U T4 L ERODAN—DVIT
~ LT,
BH LY, T RRIE, BMAOOBERNELEAE, AL, AT RICH 2 —RE
ADFED, B CEXAEETERLRITNERLZ2VWEEINTWD, TNHDTVITHE
BMEBEELZHELE LTWA=HD, NDA RR P —L& FDA iZv-o, E0k HIcEE 4
LN OWTHLDOER A>TV 5, HEEICHBIMZRIERERET 572012, "Hao
BEEIZILEMD T AR ERMT SN T 256 bH 5, ZOX 2 2E#H S FDA 12 XV it
RRENTVA,
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WHAT'S ON THE NEW

LABEL

Al nonnrescription, over-the-counter (OTC) medicine labels

have detailed usage and warnin

properly choose and use the products.

information so consumers can

Below is an example of what the new OTC medicine label looks like.

ACTIVE INGREDIENT @
Therapeutic substance
in product; amount of %
active ingredient per

unit

Pehs————

Symptoms or diseases

the product will treat gt
e Prottem
or prevent 3 ;*:‘?a&"‘"'":_“ s o v
d g s o e e e .
o e Product st 1Y -
F R et g

WARNINGS @
When not to use the
product; conditions
that may require advice
from a doctor before
taking the product;
possible interactions or

side effects; when o

stop taking the product
and when to contact a
doctor; if you are
pregnant or breastfeeding,
seek guidance from a
health care professional;
keep product out of
children’s reach

@ INACTIVE INGREDIENTS
Substances such as colors or
flavors

The new Drug Facts labeling requirements do not apply to

@ PURPOSE

Product action or cate-
gory (such as an anti-

¢ histamine, antacid, or

.+ cough suppressant)

@ DIRECTIONS

i Specific age cate-
gories, how much to

i take, how to take, and
.¢ how often and how

long to take

@® OTHER

: INFORMATION
How to store the
product properly and

=+ required information

about certain
ingredients (such

as the amount of
calcium, potassium,
or sodium the product
contains)

dietary supplements, which are requlated as food products,

and are labeled with a Supplement Facts panel.

(Consumer Healthcare Products Association, Regulatory
Committee Subcommittee on Advisory Committee Processes,

the Rx-to-OTC Switch Process £ )
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S HBEEITHME

AA »F OTC O =—7 IpilflE, EZFEMD OTC L7a-7BIC, HEENED X 5128l
AT ONEEMEL TE L THD, FiZ, ZOoBEBIZFERBRFEREEL TN
RWEATH D, OTC EFEMICET 2HEEITEZ TS S72DicffEbins 320V —)L
VDb, T~VOEMES, BERER, EARECHD. ZNLOMAETHESE D OTC 7
~OVOEBREEES) . FOPEREERTRE N, EFERTRE TRV OEE) TN T
50, HED “OTC BE “ICBWTELLLEEFERTE D0, KOWTFHMET 5, Zh
LOT—21X, EERAPL OTCIZETETH I L, HEBEED T XNVOEMERECHE-S T
EELOFRIZL D BELBUERIZ OB L2V NEH O bOTHD,

A, SOVEBEERE

FTAOVHBEREIZ T VOB BRICBWTEELERTHY, 7NV EOEERA v
- VOHEEREMEIZLOWCEERARNEOND, ZOFEITEE. EEMIFE
2—MBIEE D, 100 ROERM % E0MEREEMRAENTONL., ZhbOBEERI Y IKE
N5, ZOYIELFEE L FDAIC L AERIEMHRICE Y, HERE L OFEA, B EERIGEE
DITHSL S T2 T~V DO EBIE R RE L 72 5,

Z~OLHREFHA L. OTC Drug Facts 7 ~VVIZEPNTWDIANREZ ., HEE LB L TV
B EEIRTEDIZTONDE, F1DIZ, SNV EDX vE—UEBFEIZL, o001z n
BT OEE, SESTA VEBEBIDREE Vo, BHRELZITY, 74 —H AT
—FERT—H DA U F Ea—FERXRNH B, AEICRE L TITHPNS (n=20-40),
EVEL DAERHBIATONDEEN M 0y MRAETIR, EENFERELZRCHES
Nz, T-VLOBEBIZOWTHRESZTTY . RBEITOhNIERNT “BEL” HEDOBR
i3, A vy NAEOKREZMNDDZ & T, HEEEAREKRT D, bz KT
CINERBIITD, TNHOREOY A XITHEFHEREREIEDLND,
INHOREL, WEREO T NVERREEMFTIRNERS. TV EOERE, HHW
BIEPEEA R AR &L U U A OB RO NIER TE D EFRD DR
BChd, ZOMEZITHITIL. Drug Facts 7~ULZE#H SN TV IRELR YIRS Z &
FERTHEVG, MERMBELELT D, TVVERERECT —X1L, HEEOHR
REOEIEL D0, Ave—UE2R0WHT) (BETORRER). BEBR (BEEIXA
EREMORZK L2 5T, ZEOBERRIZZRY), REOERZEICET 27— #7135
SRRV, DEV ., TAOVEHMERETIX, HEESHGE O X DICERT B0 EHER
FTHZLIIRAETHD, TNHORMICOVWTIE, BT b5 HDRR, ERFEE
DS TE]Y BT 5,

B. BOBIHAE

W e B EIROFHEL, EEAND OTC EEH~D A A v FLOFHIIZ BV TR R
B ThD, WBEHFOHMBOERZES | ~NRFTHNEDNLERAEIRELS L ITER
D.OTCEXERLTHIGE. HEFIZIESBE CHIT2Z LR TE 5, B BEIRFAEIL,
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3) HEENERTIROL M

HEE AL T, BN OTC Lo EBICZ e >H AR Sh s »hE PRl
HIODEBRT —FEBDHIENTE D,

HEEREOEIIL FIORTEHFICBWTREL S5

® OTC EIKMHOmEISAE BN
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& LHEAFEEL OTC EHEMITRD bivD &M

Table 1: The Switch Considerations List

Considerations for Rx-to-Nonprescription Switch *

Derived from Selected Post-2002 First-in-Class Switches, FDA 1990 and 1998 Switch Principles
and an Analysis of Naloxone as a Switch for Novel Conditions of Use

Overarching Consideration:
1. Because of the nature of the active ingredient or its formulation, does the drug application for the switch
candidate need all or some of the following components?

Rx Fundamentals
Safety
2. Has the Rx product been on the market for a sufficient time and extent to enable full characterization
of the drug’s safety profile, including:
a) Margin of safety;
b) Safety across the drug’s therapeutic range and at high doses;
¢) Potential masking of serious disease by short or long term use;
d) Potential for genotoxicity, tumorigenicity, and fetal and developmental toxicity;
e) Any known special toxicity with discontinuation of therapy;
f) Drug-drug interactions;
g) Safety in special populations (e.g., women of child-bearing age, children, elderly)
h) Other special conditions or toxicity in its class that may be associated with the acute, chronic or chronic
intermittent use;
3. Can the condition be adequately self-diagnosed, or is there a need for physician diagnosis?
a) To what extent is misdiagnosis associated with current Rx practices relating to the intended OTC use of
the product?

Efficacy
4. s the minimally effective dose known?
5. Are there efficacy studies needed to support the intended OTC use of the switch candidate?

Rx Use Pattern
6. What are the patterns of diagnosing, prescribing and patient use in the Rx setting related to OTC intended use?

OTCness
General
7. Are the studies supporting OTCness generalizable to the intended OTC target population?

Human Factors Studies
8. Are human factors studies needed to determine if laypersons can properly prepare or use the product (e.g.,
syringe; monitoring meter, etc.) based upon the directions?

Label Comprehension:

9. Would all important information necessary for effective and safe use of OTC product be able to be contained in
the nonprescription Drug Facts Label?

10. Do consumers understand key communication objectives of the label, relating to directions of use,
contraindications, in-use warnings and precautions?

11. Do consumers show they would be likely to be able to assess and take action on the treatment effect
(e.g., take appropriate action if the drug is not working, serious side effects emerge, or self-monitoring
is needed)?

12. Would a consumer leaflet be needed for nonprescription drug use?

Actual Use:
13. Do consumers demonstrate successful self-selection and de-selection of the product under conditions (or
simulated conditions) of actual use?
14. Does the pattern of actual use support that the label can be successfully used in practice? That is, does the
pattern of use show that consumers will likely:
a) Know when they should see a physician before using the product and once they have begun using the
product.
b) Use the drug on an acute or chronic basis for conditions other than that intended by labeling;
¢) Use the correct dosage for the period of time specified in the label;
d) Evaluate response(s) to treatment and successfully monitor progress with therapy, including identifying
serious adverse events symptomatically or, for example, with periodic lab tests;
e) Or other actions, as specific to the switch candidate.

Overall
15. Do the benefits of OTC availability outweigh the risks?

Regulatory Considerations
16. Would a clinically meaningful difference exist between the Rx product and the proposed OTC product so that
the Rx product(s) would remain on the market after OTC switch (e.g., difference in dosage form)?

*SOURCES: (1) Soller RW, Chan PV, Shaheen C. OTC considerations for expanding access to nonprescription medicines: A
critical synthesis of questions from the Food and Drug Administration to its advisory committees on Rx-to-OTC switch.
SelfCare. 2011:2(3);117~138. Reprinted with permission of Se/fCare. (2) Soller RW, Shaheen C. SelfCare. 2012:3(6);121-137
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Issues to consider and address by pharmaceutical entrepreneurs when filing an
Rx-to-OTC switch application (based on CHPA 2000)

Fulfillment of regulatory switch criteria: toxicology, clinical pharmacoelogy and epidemiology

1. Potential safety issues:
* toxicity:
- carcinogenicity
- reproductive toxicity
- side effects

» therapeutic hazards:

misdiagnosis (self-selection, self-diagnosis)

treatment failure (delayed professional treatment)

incorrect use (long-term self-monitoring, overdose, misuse)
- drug interactions

2. Potential effectiveness issues, based on nature/severity of condition:
« choice of dose, dose interval, age restrictions, etc.

3. Ability of label to convey core communication objectives
4. Benefit/Risk assessment

Switch principles elaborated by Robert DeLap, MD and Director of the Office of Drug
Evaluation V, at the 1998 CHPA Research and Scientific Development Conference (from
Soller, R, Drug Information Journal 36,309-318.2002)

DeLap’s “Switch Principles”

Fundamentals:

1. Can the condition be adequately self-diagnosed?
2. Can the condition be successfully self-treated?

Points to consider;

1. Is there a need for physician evaluation of the condition?

2. What is the nature and severity of adverse effects of consumer misdiagnosis and delay in correct
diagnosis?

. Regarding effective product use, what is the nature of consumer understanding of product use?

. What is the consumer understanding of the expected benefit?

. Does the consumer have the ability to assess treatment effect?

e b

Safe product use:

1. What is the consumer understanding of product directions for safe use?

2, What is the consumer understanding of what to do if the product isn’t working?

3. What is the consumer ability to identify adverse effects and the consumer ability to determine when
adverse events may require professional care?

4. What is the consumer expectation of safety?
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Table 1: Switch Submissions Reviewed by NDAC*: 1993-2011

Switch Ingredient | Indication Brand ACM/Yr" Comment

Approvals Requiring One NDAC Meeting

Naproxen Pain Aleve 06/93 | 2nd in classAA

Ketoconazole Dandruff Nizoral 02/94 | 1stinclass

Famotidine Heartburn PepcidAC 07/94 | 1stinclass

Ibuprofen Pediatric fever, pain Advil 03/95 | Product line extension

Ranitidine Heartburn Zantac 07/95 | 3rdin classAA

Ketoprofen Pain Orudis 07/95 | 3rdinclass

Nicotine Nicotine Replacement Therapy | Nicorette 09/95 | 1stinclass

Nizatidine Heartburn Axid 09/95 | 3rdin class

Triclosan Gingivitis Total 02/96 | 1stinclass

Nicotine (dermal) | Smoking cessation Nicotrol, 09/96 | 2nd and 3rd in class (n=2)
Nicoderm

Cromolyn sodium | Allergy prevention Nasalcrom 10/96 | 1stinclass

Minoxidil Hair regrowth Rogaine ES | 07/97 | Product line extension

Loratadine Claritin

Loratadine/PSE Claritin D 1stin class: non-sedating

Cetirizine Allergies Zyrtec 05/01 | antihistamines (n=3)AAA

Fexofenadine Allegra

Fexofenadine/PSE Allegra D

Loratadine Hives Claritin 04/02 | New indication for prior switch

Levonorgestrel Emergency Contraception PlanB 12/03 | 1stinclass

Orlistat Weight loss Alli 1/06 1stin class

Approvals Requiring More than One NDAC Meeting

09/93
Cimetidine Heartburn Tagamet 07/94 2nd in class***
03/95
Minoxidil Hair regrowth Rogaine 07/94 1stin class
11/95
Omeprazole Frequent heartburn Prilosec 10/00 1stin class
01/06
Not Approved
Acyclovir Cold sores (herpes) Zovirax 05/94 | 1stinclass
01/95
Cholestyramine Lipid lowering Questran 09/95 | 1stinclass
05/97 (bile acid sequestrant)
Dex-ibuprofen Pain, fever (noname) | 10/96 | 4thin classAA
Cyclobenzaprine Muscle relaxant Flexeril 07/99 | 1stinclass
Lovastatin Mevacor 07/00
Pravastatin Lipid lowering Pravachol | 01/05 | 1stin class (statin)
12/07

* “Switch” broadly defined, see Results; NDAC, FDA's Nonprescription Drug Advisory Committee; list derived from
NDAC meeting list provided by Consumer Healthcare Products Association

** AC Mo/Yr: month and year of the NDAC meeting

*** Although cimetidine was the ground breaker for H2 antagonists, it technically is a 2nd in class switch due its 1995
approval date being 2 months after that of famotidine.

AN Naproxen, 2nd in class post 1984 ibuprofen switch; ketoprofen, 3rd in class; Dex-ibuprofen 4th in class

AANA Switch submission by Blue Cross of California by Citizen Petition
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