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Overview N Z&BNH

Topics we’ll cover in this presentation include:
AR R EL N SR FE
e Basic background on drug registration & listing 5 yEM AR K LS 5
 Things that are new in the amended regulations
o BATRENF RS
e How does electronic submission work? LA/ 1T -FHERL?
e Compliance deadlines for the new requirements
o MUSFEHTESR AR H A
 Topics of special interest: J-4& 3= i i) P &
— Private Label Distributors (PLDs) Wi#x 4744 i
— Unique Facility Identifiers (UFIs) M —4 iR 565
— “No changes” certifications “ A5 7 {iF- B
— NDCs on drug labels 25 i #r%% FHINDC




Basic background on drug registration & listing:

ZmEMSIRE FAH

What is drug establishment registration and what does it involve?
’rl‘/éxy%ﬂip%ﬁik&ﬂﬂ, 2y A EME XA WA
Statutory obligation dating back to 1962

o 19627F KT K
e What triggers the establishment registration obligation?
o ANVYEMN BT DNART A Y ?
e Who is exempt from drug establishment registration?
o WER] DL ER i AN AT 25 AR MY ?
 What information is submitted to FDA to register a drug establishment?
o VEMZG R AT E IR FDATR AT AR
e How often does the information get updated or renewed?
o 5 EEFAE A ?

— Annual registration T & 73 it

— Updates when information changes U145 {5 &A% 58 i3:47 1A 58 35

e Who is exempt from drug establishment registration?
o WER] DL ER i AN AT 25 AR MY ?
e How does establishment registration apply to foreign drug establishments?

o ANVIEMINATE AT SR E BL A 24 Al ?



“Importers” and Foreign Establishment Registration

“BEOR” MSEE SRS L

Note the distinction: 57+ & [X 7 :

— Importer means . .. a person in the United States that is an owner, consignee, or recipient, at
the time of entry, of a foreign establishment's drug, or an animal feed bearing or containing a
new animal drug, that is imported into the United States.

— HOERAREEEAMANI 2y, B S A SR O B E N, P B
A TSR BT N iz B A AL Wi A

— Person who imports or offers for import means . . . the owner or exporter of a drug who
consigns and ships a drug from a foreign country to the United States. This includes persons
who send a drug to the United States by international mail or other private delivery service, but
it does not include carriers who merely transport the drug.

— B EG I HE N R R 2 — 2 I\ 3 [ B [ 5Ok TR BE A1 38 [ iz 25 W R T A
BCH RS, ARG E PR s a7 e AR AR S B A Mk 558 25 it AR SR E N, (EAE S
A ST is iz 2 s KB 7
e When registering, foreign establishments identify each importer of drugs manufactured,
repacked, relabeled, or salvaged at the establishment that is known to the establishment
anng with each person who imports or offers for import such drugs into the U.S.

o JEME, SRESSMEVFTESA M CRET) A B FRT
*TJZEIEI’J%F%E%&DFE?, PASCREAS HY H it S iz g i RIS R AN .




What is drug listing and what does it involve?

HHarZimFlR (%5 , BHEHAER?

Statutory obligation dating back to 1973
5 E BT AR T19734F
What triggers the drug listing obligation? 114 /& 1 254553 TAT =4 2
What information is submitted to FDA to list a drug?
ZimAR (%) N HERZEFDAT A5 B
How often does the information get updated or renewed?

&S T AR N ?

— June and December listing updates 6 5 f112 A 515 5 #r

— Updates when information changes 75 15 =28 5 i [ 55 3t

Who is exempt from drug listing? #E 1] A ES o AN 3E4T 24 5 51| 36 2
How does the listing obligation apply to foreign drug establishments?
2y AR STAR AT & A T E A2 ?

How does FDA use the information?

FDALRA] i X 2615 5, 2



Basic background on drug registration & listing

ZmEMMIRE RAHA

National Drug Code (NDC) & X %5 A AS
e The NDC is a unigue number assigned to drug products
o NDCAZZIHCE 25 ) — A~ ME—Jwhil
* Three segments identify: (5.3 =>4, FEAFRME S
— Thecompany  12345-6789-0 (the Labelercode) ] K5 (IitriE 5)
— The product 12345-6789-0 (formulation, dosage form, physical form)
— s (BT AL AR
— The package 12345-6789- O (size and type of package)
— RIS (EEEW RS
e Two main configurations: Wﬁ*f%ﬁﬁﬁ%éﬁ/\ffgf
— 5-4-1 example £ %: 12345-6789-0
— 5-3-2 example £/ %: 12345-678-90
* FDA assigns the labeler code, Firm assigns the rest.
o | ZSHFDARRML, HAhSIGH) KM

— All numeric Zmhg 43 N E
— 10 digits total (will expand to 11 digits when 10-digit combinations are exhausted)

— JR100i 8y (H10AL B & g Al e R 38 21146780




Basic background on drug registration & listing

i mEMMPRE FAHA

National Drug Code (NDC) [ K % A0S

e Changes to a listed drug that require a new NDC
o HIRZ AN LU AR B TR U NDCAAY
New strength or new active ingredient 37 H0A% B85 75 TR 25
— New Dosage form 3 17174
— Any change in physical appearance (size, shape, color, scoring, imprint, etc.)
— AMMBEMERAE N CR/N TBIAR, Bt ZIJR. RED, 56
— Changes to inactive ingredients do not require a new NDC
—  XFAEIEYE AT B AR AN 7 T INDC Y A
e Unless it affects one of the above attributes

o« BRARERZm LI AR TEAR

* NDCs should not appear on the labels of non-drug products

o JARZGE RS EANN A NDCH Y



Public availability of drug establishment registration and listing
information

2y ARNEMANE P REB AT

|34

Establishment registration information is generally available to the public
Drug listing information is generally available to the public with certain

exceptions 2 ARG B — WX INATFR], JURE R

information submitted as the basis upon which a registrant has determined that a particular
drug is not subject to premarket approval

— AERTEM N e Fe— 24 AN TR AT B an s iR dE e ss i1E B
— inactive ingredients that are confidential {&%%5 [ AEvE M il )
— information that reveals certain business relationships ‘.7~ F- L5 Vo< R FME B

NDC Directory

NDC H %
Drug Establishments Current Registration Site (DECRS)

FDAZ ANy MHE B N TR



What'’s new? 5 B3 A A ?

Things that are new in the amended regulations include:

WLTF IR D5 A A 9

Required electronic submission of drug establishment and listing
information

o EORA IR mANIEMNIIREE

 Unique Facility Identifiers (UFIs) ME—{ kiR i A

* “No changes” certifications for drug listing information
* %nnﬂ%fgﬁ “315’}5%” E‘ﬁﬁ%

e |dentification of inactive ingredients in listed drugs

o BIRZy ARG TR Ui




How does electronic submission work?

WA AT TFIRA?

2009 Guidance for Industry: Providing Regulatory Submissions in Electronic
Format — Drug Establishment Registration and Drug Listing

2009 FATNVAE TG : LA A TR TVIERS H iE= 2 i 12 ML TR 2 vy D1 26

De5|gnates Structured Product Labeling (SPL) as the format for submissions

—T SE ARG SRR (SPL) 99 58 75 22 R FH B 4% 2

— Paper forms are no longer accepted, even for updates and discontinuances of existing
product listings

— A2 HIE, BEE SR AR &L
What is Structured Product Labeling (SPL)? 114 /& Z5 M4k 7= i AR R (SPL) ?

— Structured Product Labeling (SPL) is a document markup standard approved by Health Level
Seven (HL7) and adopted by FDA as a mechanism for exchanging product and facility
information. SPL files employ extensible markup language (XML)

— SR AR (SPL) AEHL7 DAAE B AT #ebn i Prftb #E i SO AR iR, SPLIFDASR H
VE NS He 7 b AARAS B BIALH] . SPLSCAE F AT B AR 10 1E 5 (XML)

— SPL files feature standardized terminology and codes, allowing for faster and more efficient
automated validation of files

—  SPLICAFRYRF RSB ARTE RN gAY, LA HEXS SO EAT 58 BR BE v 24 E Bl 38k

10



How does electronic submission work?

ARl BEAT L FIRAT ?

Creating and submitting SPL files Gl 3/ FI$E A SPLIC A

Any SPL authoring tool/software may be used to create files. Once created, the XML file and

accompanying jpg files must be appropriately zipped into a folder and uploaded to FDA through the
Electronic Systems Gateway (ESG).

AJ s AT SPLEIE LB/ B R B e — BN, XML S BT It jog SCAF 06 2003 24 15 46 3]
— AR, FRE R RS R (ESG) AL A FDA

* If any particular SPL tool does not offer submit capabilities, an ESG WebTrader account is required to upload
submissions.

o WRFEASPLLHKA R ERAIIRE, T #HESG WebTraderk 1 3H47T AR

FDA offers two such authoring tools:
FDASZ PR AP GIME LA

XForm Offers the ability to create nearly any SPL document type the FDA accepts, but still requires the use of
an ESG WebTrader account to submit files.

«  XForm n] G JL-TALATFDASE 2 ISPLICAE SRR, {BA)) 75 24 HIESG WebTraderli 7 $2A2 3 A

* CDER Direct Features a capability to submit files without the need of a WebTrader account, but is limited to
Registration and Listing related SPL files.

 CDER Direct 7] LA F WebTraderfk J* 3258 S04, (5 PR T3 E M A1 51 R AH e SPLICA:

If using a third party tool to create files, make sure it follows the most up-to-date SPL Schema
standards and code sets and 207 data elements.

R A S =7 THEIE M, R I 5oe FISPLIR MR HE . dmbD 20 A1207 25045 B 77

11



How does electronic submission work?

AT REAT B IRAL?

Three basic types of files: = Fji & A< 1) VA28 1

Labeler Code SPL: [file types: NDC LABLER CODE FORM, NDC LABLER CODE INACTIVATION] Used to request
an NDC Labeler code and maintain company and contact data associated with a particular labeler code.
Also used during registration renewal to certify no changes to product listings not otherwise updated within
the year. (See Topics of Special Interest later in this presentation)

JEEREFSSPL: [SCAFZEAL: NDC AR 5 3844 NDCIibR i 545 R A SR R UENDCI AR 5, R
B IR 7R 5% N FR A W AT 28 07 SCBOH o 7 BEHr v S 1) 048 P SRR S A 24 i A B X 7 i B 3R I
BEAT SO EE T (LS AT A AR EREANE” D

Establishment Registration SPL: [file types: ESTABLISHMENT REGISTRATION, ESTABLISHMENT
DEREGISTRATION, NO CHANGES NOTIFICATION, OUT OF BUSINESS NOTIFICATION] Used to submit initial
registration for an establishment as well as updates to registration. An updated establishment registration
SPL may be used to satisfy the annual reregistration requirement if it is submitted during the annual
registration renewal period (Oct 1 — Dec 31).

BWERFSPL: SO APy VG RS A EN RS SE Ak O,
AR S5 S0 TR B o A SRAE AR VR BT IR (10 H 1 H - 12 31 HARAS, BRI A byd i SPLAT
e FH SR i F A TR R K

Product Listing SPL: [many file types, including but not limited to: HUMAN PRESCRIPTION DRUG LABEL,
HUMAN OTC DRUG LABEL, BULK INGREDIENT, DRUG FOR FURTHER PROCESSING] Used to submit initial
product listings and update product listing data and labeling. Product listings that are not required to be
updated within the year must be certified that no change has occurred. (See Topics of Special Interest)

FERFIFESPL: AL O, AFSERRT: AT 258%. AOTCA MRS . Ko RHR
DI T A28 PR KR A B Y W B S S i B R B RTRR A . A R4 P o 2 S
P2 U AT R AT A L ML RN )

12



Compliance deadlines for the new requirements

RF &3 E R AU R

Effective Date = November 29, 2016
AR HBA: 20164E11H29H

Registrants should continue to submit electronically under part
207.

VEA NN 4k 2242 20758 0 B SR IE N T 5 IR AL

By approximately the end of 2018, FDA intends to purge drug
registration and listing information submitted in the past on
paper and not yet migrated to electronic submission.

KZIR2018F K, FDATRITE BRI 2: AR $2 28 H b R
2 TR EM ARG R

13



Compliance deadlines for the new requirements

RFE 3T R AU FR

Regarding establishment registration: <24 S MV

Registrants are required to submit and update establishment registration information in
accordance with amended subpart B of part 207 no later than the time when
registration information is due after the first anniversary of the effective date of this
final rule. If the effective date falls between October 1 and December 31, registrants
must submit information required by amended subpart B no later than the next October
through December annual review and update period.

M N AR HE 20738 31207 J5 130 20 Bl 7 23K, 328 FF B A yEHE 2,

H A IRAE A2 [ e A2 30— 4 Ja T IS B3R A8 B g ek 1k H A2 BT S8 il )
ARHIAEIOH 1 H 12 31 H 22 [8], DA N A0AE R — > 10-12 F 4F B B A% AT B2
i Bz BB IR A2 BT o 11373 BHER 0 BRI AE B

However, registrants must comply with new § 207.29(a) (expedited updates when
certain establishment registration information changes) upon the effective date of the
final rule.

IR, ARRIE 2B R, TEM IR A AE S8 1§ 207.29(a)  CRREEAVIEMHE B
KA JE BINEREHT ) o I ZER

14



Compliance deadlines for the new requirements

RFE 3T R AU FR

Regarding drug listing information: = T2 7R E B :

Registrants are required to submit and update drug listing information in
accordance with amended subpart D of part 207 (including the submission of
NDCs that are formatted in accordance with subpart C of part 207) no later
than the time when listing information is due after the first anniversary of
the effective date of this final rule [i.e., in December 2017].

M N AR 2075 018 1T Ja B 130 DEB 75K, $A8 I B g 24 i 4
w5 R (EFAEERRZ207H 7 C1 50 FrZsk kg A RINDCHAY) , HAAiHE
AEFOE A —FG (W20174E12H) F3FRA5 BIRAZSE Hrvaib H
HHZ R 58 Ao

15



Additional Topics HAh A&

e Unique Facility Identifiers (UFIs) ME— A ACHY

— Current Guidance: Specification of the Unique Facility Identifier (UFI) System
for Drug Establishment Registration establishes the DUNS number as the UFI
required for Registration and Listing submissions.

— BUATTERS: 25 dh AR O ME— A ARAS R G E R XS E RS 1 Dy dR
AR AN A1 2R B B RAEFH A M — b [ ACAS

 FDA Establishment Identifiers (FEI)
. FDAIF Az,

The FEl is a number assigned by FDA upon initial registration and is used in
certain submissions and communications with FDA.

— FEI S 1B B IV EHITFDA 9 B 77 Pl I 1S, FEI -5-7E FEXS TRELE i ig i 7T
SFDA {7748 1 53/ F

16



Additional Topics HAh A&

 Private Label Distributors (PLDs) 457345 1

The 2016 version of 21 CFR 207 continues the longstanding requirement that the ultimate
responsibility for a PLD’s product listing lies with the registered manufacturing establishment.
However, a PLD may still choose to submit its own product listing, acting as an agent for the
registered manufacturer.
20165F- KR 192152073853 4k S 2 AT EER, RV A5 7085 B 100 i 1) 3R 54 e 2% B I Y
A AR . (B2, WEbRI 8 B IR AT DAE D9 ik AR A B DB~ mdl 3R .
Regardless of which party submits the PLD’s listing data, the registered manufacturer is still
obligated to list the product under its own NDC as well.
ANEWEFEAC WG FR 735 B 107 i P R B VRN AR P Al ATy D A AR AR H CUNDCI T $258
PR

e These manufacturer listings should employ one of the MANUFACTURED EXCLUSIVELY FOR PRIVATE

LABEL DISTRIBUTOR marketing categories.

o IRECA PNV PR N ZIE R OYMEBR R A T

* Listings under these categories are not published. 7EIXELT0 | B 5= 5 31 R A1 A FF

* If a manufacturer makes an identical product for multiple PLDs, it need only list the product once under

a single NDC with its own labeler code. However, we expect a unique NDC from each PLD for their
version of the product.

oI R ol R AR R A — AR, PR el R T
NDCH ™1 TKEIRT. AR, ok R 737 CLONDC 0 7 9

17



HAA R

Additional Topics

e Blanket “No Changes” Certifications to Product Listings

. ﬁnnﬂ% “ToAZFE” UEBH

At the time of reregistration, a registrant must certify that all product listings
which were not updated within the year have had no changes occur to the data

or labeling.
o EUFVEMHN, TN U T R0 OR BT i A1 2R A R
BUPR AR HAL B

* Requiring a separate submission for each SPL would be burdensome,
particularly for larger firms.

o FFANSPLICAFERERANBEAT — IRFEAS KR 1, JCHXT KB 2 =) 2K i
* |nstead, a registrant may certify all un-updated product listings with NDCs under
a specific labeler code with a single updated Labeler Code SPL submission.

o JEMA AT LIS A8 U0 B I bR B - SPLIC A UE WINDC e e — 3K A b
F‘ﬁﬁﬁ’]ﬁﬁﬁ%ﬁ%ﬁ’]ﬁnnﬂi@

Review all data on the Labeler Code SPL file, including contact information, and ensure it is
correct.

— RZSRNERRT S SPUCAFH I pT A HdE, BRI ER, #RME S IR .

— Receipt of a Labeler Code SPL during the annual reregistration period will satisfy the certification
requirement.

— (EERJE HURNE M B SR S AR 7 5 SPLICA - RE i A IE B 1) 225K

18



NDCs on Drug Labels Zj 154 _EHFINDCIRFT LR

FDA’s bar code regulation (21 CFR 201.25) has long required NDCs in bar codes on the labels of human
drug products.

FDAI 25 TRV (21 CFR 201.25) — B B SR AN H 2 hnds | 75 BANDC S )26 TG .

Additionally, 21 CFR 201.2 currently states that NDCs are "requested but not required" to appear on all
drug labels.

FAh, 21 CFR 201.2 #84) H BT BN € 72 BEsKk BT 2 b2 B A NDCYRAE, (HAZ B,

The 2006 proposed rule to amend part 207 included a requirement that the NDC appear in human-
readable form on the label of each listed drug and provisions that would have defined the appropriate NDC
for that purpose. These aspects of the proposed rule were not finalized.

200642112078 73 HHE S FE ZLR BFAN B R 24 i (AR 25 B BB T HHRIPINDCE S, DLLGE X EiE
[FINDCHmAD 1) S5k B S8 I LU I I8 I A B 48 R AT

The Drug Supply Chain Security Act (DSCSA) (2013) now requires drug manufacturers and repackagers to
affix or imprint a “product identifier” on packages for certain prescription drugs for human use. The
“product identifier” is in human and machine readable form and includes the NDC as one component.
20134 (24 i DS 2 ik 5 ) BB SR 24 it AR e A b AT B R Aol AR N FH I 328 4 T 25 fu ke BN |
RN B ARG o AR REANWIRATHRR, JRRIHLE, H A FENDCHAY .

19



21 CFR part 207 vs. 607 vs. 1271
2155207584 BR 60738 2 F1127138 434 L B

This presentation has focused on registration and listing for
human drugs under 21 CFR part 207.

AR S F B 55215 2075873 1N FH 24 Sy A g 2=
See appropriate regulations for different product types:

ANE] = S SRR A VAR AN F -

— Part 207: human and animal drugs, including human drugs regulated
under a biologics license application (BLA)

— 207#04r: ANHZ. B2y, SEEYH VRl g (BLA) I A H
24

— Part 607: blood and blood products

— 607777 HILIBOR I A 7y

— Part 1271: human cells, tissues, and cellular and tissue-based products
(HCT/Ps)

— 1271%845r: ANARGHRE. HBR R0 M 2H 2367 A 72 i (HCT/Ps)

20



Contact information BE R 5 R,

DRLS Helpdesk % 1]
e edrls@fda.hhs.gov
 www.fda.gov/edrls

SPL Helpdesk ¥ ifi
e spl@fda.hhs.gov

e http://www.fda.gov/Forindustry/DataStandards/StructuredProductLabeling/default
.htm

CDER Direct Helpdesk % 1f]
e cderdirect@fda.hhs.gov
* https://direct.fda.gov

Electronic Systems Gateway Helpdesk HT-#238 2240 & 1)
e ESGHelpDesk@fda.hhs.gov
e http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/ucm2005551.htm

21
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