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579403: Teriparatide 750 mcg/3 mL solution for injection, 3 mL prefilled pen

1. Aauantanaly

L.l
1.2
13
1.4

JULUY uansazanela Uamenide (solution for injection) drnsudadlafoms

ddseneu w1 dw Uszneudhe Teriparatide 750 mcg in 3.0 ml U359 3 ml

mMaugussy  ussgludnndmsundeudn

287N UUMTUEUIIY: a8 9oedBIsEyTenmletoniamsmn daulssnausaen

ddgguarAIL Tunds ufuey wuiindn

UUUTIIIE: sEylieen daudnlseneusiendfyuazaanuuse Sundn Su

duany NG wazvsilouisuen 1o

2. pusuUANIuALiA

Namwmﬁmﬁ’lzﬁﬂmmmﬂuiﬂm’m finished product specification wag Specification of Active

pharmaceutical ingredient (API) fi919899 1L n&ud1SuatuLRsIRy Faldaanzidourad1dnauy

AMZNIIUNTDIMIIUALYN NTENTNATITUEY MatnduirTualdsrededoaduatuiieuwimdalvs

nnsgIundssulasmsunis AUTENANTENIIEAISITUAY 1509 TEyr1TI8n WA, 2561 aiuil

6 SunAu w.A. 2561 (asuseniAlusvRianunuiuil 12 NUAMIUS 2562) ua seysmen @) ne.

2562 ariuil 3 N3N{AN 2562 (awizmﬂiuiwﬁ%@mmﬂwﬁuﬁ' 26 NINYIAU 2562)

2.1 Finished product specification

W’a Test Items Acceptance criteria
USP43 In house
1 | Identification 5IURAINTITEYlY
Finished product
specification
A. HPLC The ratio of the retention time of
the teriparatide peak of the sample
solution to that of the Standard
solution, as obtained in the assay, is
1.00 + 0.03
B. Bioidentification 75%-125% of the relative
(eniuly USP39) potency to USP teriparatide
RS on the as-is basis
2 Assay 90.0 %- 105.0% 90.0 %- 110.0% B

18488 ...
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9 | Test ltems Acceptance criteria O
USP43 In house
3 | Product related substance
and impurities
- thPTH (1-30) NMT 1.2%
- Teriparatidesuccinimide (30) NMT 1.2%
- Largest other individual NMT 1.0%
related impurities ‘
- Total impurities NMT 7.0%
4 | pH 3.8-4.5 4.0-5.0
5 Bacterial Endotoxins NMT 100 USP Endotoxin NMT 1 EU/Mem of
units/mg of Teriparatide peptide
(NMT 1 EU/Mgm of
peptide)
6 | Sterility Meet the requirement No evidence of growth
should be observed after
14 days of incubation
7| Particulate matter in Meet the requirements for | Meet the requirements
injections small volume injections | for small volume
injections
8 | Purity by HPLC NLT 98%
9 | Peptide Concentration Not less than 0.25 mg/ml
10 | Biological Activity Not less than 1x10*
IU/mg of peptide

2.2 Specification of Active pharmaceutical ingredient (API):

(A) Teriparatide

L

DNA

U9 Test Items Acceptance criteria
In house
| Defintion | g LA
o re[a o prOtemS 1 At
Host cell and vector related 100 ng/mgd _ 100 ng/mg

AUENITUMII MUATIgaUSuauas ALEN YTIaNNS
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b Test Items Acceptance criteria
USP43 In house
2 Identification
A HPLC The ratio of the retention time of the The ratio of the retention time of the '
' teriparatide peak of the sample teriperatide peak of the sample
solution to that of the Standard solution to that of the Standard
solution, as obtained in the assay, is solution, as obtained in the assay, is
1.00 + 0.03 1.00 + 0.03
B. Peptide mapping The chromatographic profile of the The chromatographic profile of the
sample solution corresponds to that of | sample solution corresponds to that
the standard solution. All five of the standard solution. All five
fragments, |, Il, lll, IV, and V, must be fragments, I, I, Ill, IV, and V, must be
present. The fragment retention time | present, The fragment retention time
ratio is 1.00 + 0.03 for all five ratio is 1.00 + 0.03 for all five
fragments fragments
C. Bioidentity (@nviuns 60%-120% of the relative
nr3slu USP3) potency to USP teriparatide
RS on the as-is basis
3 | Assay 95 - 105% on an anhydrous, | 95 - 105% on an
acetic acid-free, and anhydrous, acetic acid-free,
chloride-free basis and chloride-free basis
4 Acetate content NMT 5.0% NMT 5.0%
5 Chloride content NMT 4.0% NMT 4.0%
6 Product related substance
and impurities
- Total of methionyl NMT 0.5% NMT 0.5%
sulfoxides of Teriparatide
- Largest other individual NMT 0.5% NMT 0.5%
related impurities
- Total impurities NMT 2.5% NMT 2.5%
7 Bacterial endotoxins test NMT 50 USP Endotoxin NMT 50 USP Endotoxin
units/mg of Teriparatide units/mg of Teriparatide
8 Microkial enumeration test The total microbial account | The total microbial account
is NMT 100 cfu/s. is NMT 100 cfu/s.
9 Water determination NMT 10.0% NMT 10.0%
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NG NMT = NMT

* 1o Dissolution wag Uniformity of dosage units lluULENESHARITIBAZ T ANANTS

132990598 ndliudemeasdoniidusaan3lulu coa

- nsdiflanzfsundansiiy (waive) N13057980UAT Iz 8015l IFdunanaanals
vanguisnanlisueusince

- Drug substance specdification s nluiiaseivesinan drug substance 3o lu
ATILY drug substance vosnane @ wso3U atulaatunis %@ﬁmimuﬁm‘swﬁmunﬂ

WA NAMUR

3. miUssiliuaUszansnndesiaa (Price Performance)

$18azBUARUENETT 1589 nsUsgliuaUsednininsasian (Price Performance)

4. wnansitldlunisionsan
Laﬂaﬁiﬁiﬁﬁumsﬁmimammwaﬂﬁﬁf&maﬁﬁ’maﬂa'ﬁw%'amxwmaLamaﬂa'ﬁmmﬁwﬁu Fasaluil
1) d@wwnenarsmiuen sl Wway/M30019199n8
vague: lunsdlifile s Luuszdeionarsuansdesldvasefiiiunisiusesain
dinnunaEnINNITe MUY fuansieduiideudld demssete taviltifisuminfue
Fuuuulumneeiililunissnuiwhiu uaziimsszydonnuieunisldolluwenarsiiuen
2) éhLmLaﬂa'n'LLam%’@mmvuamﬂwamwuaﬁmsfq (weuaznaoenn) sudldgunsdouly
3) duwndetunsdeuinue (wu ne.1 vie v.1) Avunnuih wisuuaziduanuanuuzIane
vosednsIgUlas e unNInIgLIa3ENsiAsEYien (Finished Product Specification and
Analytical Procedures) fitunzidouly Iﬂaﬁaqé"wSqﬁw%mﬁﬂszmﬂﬂizmwmﬁﬂﬁmq%%’ma\3
vsolmininszma
VUBLG): ﬂ‘ifﬁ'ﬁagjsswjﬂa‘uaLﬂf?feluLLUmLLﬁlﬁufi%'fjmmﬁuazﬁi’faﬁmummmg'luiﬁaamﬂé’m
mmﬁ5181ﬁﬂ33mﬁ%’maw'§aﬁﬁwwa'we;[mﬁiaa“wﬁ’mmﬂmzﬂﬁumsmmmazm Tuuudnund
veutluvFsumasenmsluvsdeusiue (wu ne. 9) e duwdveudluAsuulasenis
lunzidyusi$uen (wuu o.5) umdeuiusie
1) dunluddymstunadeusdue (wu vie.2 e ve.3 wie 8.4 v139 8.2 ULduensl)
4.1.1.ns8iewanlussmelng (ne.2)
-4.1.2.ﬂ'§€ﬁﬁ8’1ﬁ’]L’ET’ILﬁ:EJﬂ’]‘SLLU&USiﬂUUWL‘Wﬂl’VIEJ (ne.3)

4.1.3.n3enenindnnsaUssme (me.q)
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wuee: nsdiinsdsuuvaudleffueygauaraniuiindn Wauuduidvouile
wWasuwvassenislunsfoumdue (Lo ne. 9) 30 duwrmvsudludsunlassienislu
nerdouhiuenisfuliueyyauasanuiingn Wy #.0)

5) duumiliEesuseannsgiunisudneinundninasissnsinlun1snane Good Manufacturing
Practices (GMP)) /PICs (Pharmaceutical Inspection Co-operation Science) Tngnua841u PIC/S
participating authorities atuagAnINTOUNINTINEBY TNANITTUTDIRTTUUSENIAYSENIRSIAN
aidnvsaing lumneiiisdostuenfilaus Usznoude

o

5L a?wLumﬁaﬁa%’uiaammgmm'mﬁmmmwé’ﬂLﬂm%%miﬁﬁluﬂﬁmﬁmi’mqﬁuﬁ}”;mﬁmmv
(Certificate of GMP Active Pharmaceutical Ingredient (API))

52, ﬁwmmﬂf’aﬁa%’maammigmmwﬁmmmwé’ﬂmmﬁ%‘ﬂﬂﬁﬁluﬂﬁwﬁmwﬁmﬁ’mﬁﬁmﬁﬁ%‘gﬂ
(Certificate of GMP Finished Product)

6) lunsaifugrdudrainsrauseing Ardndosidnumisdoiusondndng (Certificate of
pharmaceutical products, CPP) n3antladasusaan1ssiming (Certificate of free sales, CFS) Tu
vanailaue e atuagamusounInsaeulneiinasusesfeiulseneUseninsian

7) wnasgruveserimunnuningiuiendiiy (Active Pharmaceutical Ingredient Specification)
uaznansusied15a3U (Finished Product Specification)

7.1 @Nuinnsguingfudieddey (Active Pharmaceutical Ingredient Specification) Wag
wnIgruninfudiand1i5a3y (Finished Product Specification) lagsgyiignen
(Pharmacopoeia) l4818amsAinssilasuasgusdneosdondvlunudofmunuas
WIn3gIUTBINITIATIEAlumsenTadsends MUUTEAANTENTIEGISEY 1509 T2y
F51E

s

7.2. @1 drug monograph maqﬁ@ﬁiﬂﬂﬁﬂﬂm (Active Pharmaceutical Ingredient) uwagHan Andi
EJWE?WL%Q;JU (Finished Product)

7.5, ﬂiﬂjﬁ’ﬁ'ﬁlqﬁuﬁ’smﬁ’]ﬁm (Active Pharmaceutical Ingredient Specification) WSananSaaion
d1593U (Finished Product Specification) Livsinglusisen (Non-official pharmacopoeia)
dosuanmdnguheniininsguresmsieseiiulumudonisslaselui
7.3.1 fevuanazim sjruresnsieilusiseesssmeiiuaginves The

| International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) #33
7.3.2. Fa M MuALazIMS LIRS AT IEAENER (In-house process) faanadadiu ICH

U

Guidelines %39
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7.3.3 o vunuazinnsgiluresmsTas gt mualiTusse dsenle srnemis
AUUIENIANTENTIEIGITAY (589 Syssnen dmsugluuveniug (General
requirement for dosage form)

= o

nureng: et ivunnuniningiudiendidy (Active Pharmaceutical Ingredient

a4

Specification) wasnanAaua81d1.595U (Finished Product Specification) A15814893116157

U

=l = o

Weaiuuasaduie iy snviundnsdiidneidedmunuazinnsgruresn i fans
mgAueddYy vie nantuiendSagy
8) duumisdesusesmanisiesies (Certificate of Analysis (CoA)) Tnesiaslsenausineg
8.1. dmnmdsdeusemamslinszsiingiudiendfty (Certificate of Analysis of Active
Pharmaceutical Ingredient (AP)) lnssiaalsznausie
8.1.1dnumlsdesusesmanisiessiingumendiny URIKAR IR AUTIE A ARy
(Supplier)
8.1.2.dwwmtlidesusemansiaseiingausieddey vauHAnnGnToeigdS U
(Manufacturer)
8.2. dwumilvdeiusamanisinnesinandaniedniagy (Certificate of Analysis of Finished
Product) vesndnnan iusiendiiagu (Manufacturer)
8.3. wnansbudumsdiniussewirssumsnanvasingiuiend iy (drug substance) uas JUMS3
NanvesaniueidnTagy (finished product) f‘ﬂ%ﬂumswﬁmmﬁuﬁdmau
9) duwenETUARNANANWIAIMNAL (Stability data)
9.1 dnuEnAIHERINANIANYIANUAIISZEYEN (Long term stability data) 1wy 3 JUAS
WA
9.2. duwenasuanwan1sAnwANAIluaN 12159 (Accelerated stability data) $1u7u 3 U
N1IHEN
9.3. duuenasuanNan AN Ikanseamsavnudadingld 1 Y0 /dnunuanuszdnsug
msinw (nsdeifia) (63
9.4. nsdlllueniifesarans Afeveneuld Widiunenaisuanmsdnweunsanginisasans
uaz/ e 1Woan / naulald Tudvhazanesngg asudiunasaenndaatuienansiiduen (n
use stability data)
10) dunvidsdesusesnanimdiendniagu (Certificate of Pharmaceutical Product) awigentgiun
Tudszinalng
11) dunmingiuauauyavewdnseien (Bioequivalence) Iﬂsmamsﬁﬂmmmamgawmmﬁmﬁmﬁ
81 (Bioequivalence) 1ulunudariinun ASEAN Guidelines for the Conduct of Bioavailability

and Bioeguivalence Studies w3e filonsfnuTUsyavinauaziranyavesndnimuaien nsens

ﬂmxni‘mmﬁﬁ’wMu@qiﬂaaslﬁummsﬂmﬁmmzqu:
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aonanugy lesantunsembsanuinvdiauyadlisumsiusesann dnauamsnssunisemis
uazen atulagiu (nsalldlyenduwuy)

12) ﬁnumﬁﬁa%’U'ﬁaammgmmﬁuﬁﬂ’ﬁmmwé‘ﬂmmqﬁ%miﬁﬁluﬁawﬁﬂ'ﬁmi (Good Laboratory
Practices (GLP) ’lumaﬁ'ﬁ'ﬁﬂmsﬁﬂm%aamﬂaﬁmwizmﬂ

13) duummbdesusemnnsgiuniaifivsnewinasnssaneemamdninaeiisn s lunsiiusnwiuas
N3291881 (Good Storage Practice / Good Distribution Practice (GSP/GDP))

14) diauasimipsasiiegneetadadoy 3 miussysia

15) dwuwidlsdesusesnasgruiesUjiims 1SO/EC 17025 lusremssnitae (@G5

16) dwnenansuansdoyanslisunisussglu Green book sesnsuinenaansnisunng (&)

17) dnenansuansioyansliFunsussylu Orange book 483 US.FDA. w3 European Medicines
Agency (£1l)

18) n3ailallgmdunuudesuaninisfnuvenddn (Clinical trial) vesenlulsewrlneiuansianaa
AlinvasTuis Ui TuwuULaEARTluI A sIan suwng (i)

19) MIDUTNRTHTIUWINNUAUTZAAANZNTSUN TRMUNTEUVEMITR BanneaSesssuinge

MIdaINNTNBEvRIUTINAlE el 2559 viealussiuduY fisanndasiusenias (G

5. Goulvdug

1) swesliogmielivesndt 1 T duaniufidwaven

2) swnavnsnanfidweuliuguinsumd ezdesd o fusamanisias vy (Certificate
of Analysis (CoA))

3) {j’mﬂf\]xﬁmﬁlv@uaam%’um?{aumLﬁaaﬂﬂﬁmmmqﬁmﬁaLﬁmﬂﬁlﬁammwﬁauﬁkuﬂmmﬁﬂmu
34

4) mﬂﬁusj‘mmwm?wwuﬂﬁuumammwmﬂmé‘mﬁmﬁmxﬁmmadamamﬁa%miwﬁﬂmmw AR VAIRE
nandnsie s lugiuinveudldtrslunsiinsissinmuaiwe wazdselusunuignayiiasied

ALLAAUENTSUANEY

NDUATUANUA AT

t

5) fauasinidus)Busenlionidndyan
5.1 miniinsguasndesisiannssineimansnisunmdudmanmsie el iulununnsgy
5.2. nadindndassinedatgniFondiuiuaniomainlned e uanenssunsensuaze
5.3, ﬂiﬂwuﬁmmﬂmmwmﬂmﬁmﬁmﬂﬁ‘ﬁawmwaﬁ@ﬂixﬁw%waLLasmmUaamﬁaﬁfaﬁﬂ'aaﬁlﬁ%’um
5.4, ﬂiﬂﬁﬂmxﬂﬁmﬂﬁl,ﬂé’sz;nﬁm,t,axmsﬂwﬁ’mﬁmmaaﬂmnﬂ’@%m AUdNITUANE o nENNS

&ifaenlundadaly

6) diuszaumsainisldlulsauluuunme (UHOSNET) uaefivszansammssnwnfuiivensuldshngi 2

Tuazdsndldoganiatioqiu

AMENTINNTAVUAT IS nUEs SN WY WL
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wuulsslivAussansninsasnan (Price Performance) Usznneadi(a13a)

s umtn (Seuas)
Launmuavnuaniinlulsslomisomensnis 70
2,571 30

v
asey =f

1. aummuazauaudAnludsslevddenssunis Geeaz 70)

i 1970 22

¥
8113A1

2

nasinsUsziiugnnTnEnAasiedaansiny AZLUY
n. inasinan Ly (General quality criteria) 20
1) wwsgrumssdaenuvdninasiisn i lunisuane 15
2) wmsguingAuiiendifny (Active Pharmaceutical Ingredient Specification) WagHATFIV
wansnusie@ 35U (Finished Product Specification) 2
3) RSN NBIURURS 2
4) wnsgumsiivinvikagnszangemurdninasiasn s lun s U TYLaEn Tz 18En (Good
Storage Practice / Good Distribution Practice ; GSP/GDP) 2
5) NI UNER TN =
6) naATFR %\@auuﬁiagdimﬁmg 4
. LnausiuAMIANTE (Specific quality criteria) 80
1) wefigalnanmmivdesusemantsdingieyt (Certificate of Analysis : CoA) 20
2) wafigadaaunimmsfinuaiunsih (Stability data) 7
3) wagaununMIeINYUEUTIYIAUTEEY UTIgiamilayaan (Package & Labeling) 3
4 anuindienlunmsiiasmuiuerduiuy (Therapeutic Equivalence) 15
5) mMsfAny/ATenisaadn 20
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. SE&@Eb‘_s&u_E (General quality criteria)

20

gt o

WINIFIUMIHAREAVANINANIIEN TR lUMSNAREN (AzUUUsIY = 99 1.1 + 1.241.3)

1.5

1.1 Certificate of GMP Active Pharmaceutical Ingredient (API) lunsinenfiauaie atuangn

= -7 =& ar (7] nm
auseumInsdeulneinasusesiviulsemedsemasa/faden (Fandeladanils)

0.5

1.1.1. l#Fums¥uses GMP-PIC/S 91n PIC/S participating authorities ¥iaa cGMP

0.5

1.1.2. 165ums5u584 WHO-GMP %38 %0 cGMP i3aifieuwin lununadiietasiu AP

0.1

1.1.3.15un15¥U503 WHO-GMP vi38 cGMP wifaifisumin usllissymnadaiou / liiflenans

LARINITIUTDS GMP (la/Wa158a47)

1.1.4.1i¥un1535us89 GMP-PIC/S %38 WHO-GMP %38 cGMP fivimognoutiusyniausznn

v wazhifllenansuaninisbuvedany uie luivdnguansiuaneny (Wifersa)

1.1.5. luilasuni1s§uses GMP-PIC/S win WHO-GMP (lsfiiarsasn)

1.2 Certificate of GMP Finished Product luvsnagnfileuse atuaganiuseunsnsaaasulag

= o o w =~ 2 2 =
UHATUTOINUsENMUsEniesan (Randalavanils)

0.5

1.2.1. lsifun13¥uses GMP-PIC/S 910 PIC/S participating authorities 1138 cGMP waz/ve
nthdesusenaniei (Certificate of pharmaceutical products) 290 PIC/S
participating authorities Tuvsnmendiiaueute (nsdlonhudin) wisldzunissuses GMP-

PIC/S 2108 UNauAMENSIUNTEINIS LazEN

05

1.2.2. lf§un155U589 WHO-GMP 38 cGMP 84 Useneinan Tusaiieadosiu Finished
Product waz/vie ilsdeiusaminiosi (Certificate of pharmaceutical products) Tu

MUNEEUDVY (NTMELLE)

0.1

1.2.3. l#§uns¥uses WHO-GMP usllsissymanadaiau (niorsas)
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1.2.4. 17Fun135uses GMP-PIC/S vide WHO-GMP %30 cGMP munegnoufulssmensenn

77 waghiflonansuansnsbuvedeay (luiiiersas)

0

1.3 nssiilugnindrandelssma desdidnumilidofusewdnsos (Certificate of
pharmaceutical products: CPP) Wiiawtisdasusasnissmie (Certificate of free sales: CFS)

luvsendiiausiy

0.5

13.1. CPP vi3e CFS aliuanan (musoumsesavseu) nsadilorgidorgnissusasioiutssnia

Usenasinr viseWusindalulsymalne

0.5

1.3.2. 4ifl CPP w3 CFS 3o I CPP / CFS fivuneny

wnsgIuingAudaendfny (Active Pharmaceutical Ingredient Specification) wag
wmsgrundnineierdniagu (Finished Product Specification)

- & =~
W50 10 130aNF15M TYUNSETEY (AZUUUSIY = T8 2.1 + 2.2)

2.1 nesgdngaviaendfny (Active Pharmaceutical Ingredient Specification) (iantalada
#ida)

2.1.1. nsdilasunsiuselusharen (Offical Pharmacopoeia) (tandaladanis)

173

1) &7984 USP, BP, Ph.Eur, IP, JP atfusan (mutenaisiiduneifould) wasmssnadecy

AesdiuAlalunzidenshiveuds @e.5 9 os.oulR)

1.5

1.5

2) 91983 USP, BP, Ph.Eur, IP, JP atuangn (mMutenanstdunzidoul?) veguwdluly

]
=

veiliwshiueud (@ o5 filu oo, melu 2 usdalailssunisews® uarduudludou

JUUsENIRTIAN)

0.75

3) 883 USP, BP, Ph.Eur, IP JP atulmindisznia seyshsmen wavudlalumedey

MsusnEeuSasun (.5 9 ou.oylR)
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1.1.1. COA Ingiiu &ivisvas Supplier uaz Manufacturer waziluingRuiinanguiAs i 25

1.1.2. fllawzaes Supplier uaz/vse Manufacturer %3e lalldjunsudnmeniu 0

1.2. nafiginunwrisdaiusainansiiasesisnendfey (Certificate of Analysis of Active
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WA Manufacturer uagiinsuanaluguuuudgy fiey Uaz v5ouaninans
Imgeiluurekatay impurity faasanaunisiavldity Below Reporting
Threshold (BRT) %58 Below Detection Limit UazianiA? Reporting Threshold %39
Level of detection luludias7zser) anviu Wade Physical test, Description,

Appearance, ldentification
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1378 Below Detection Limit UasuanIm7 Reporting Threshold 38 Level of
detection luludiaTiesien) amiu ide Physical test, Description, Appearance,
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1.3.1.COA finished product l#¥ngAugunisudniFieniu COA Active Pharmaceutical 2.5

Ingredient Specification

1.3.2.COA finished product laflaingfiuqunisudaiiuafiu COA Active Pharmaceutical 0

Ingredient Specification
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3) fn1s@nw Long term stability fign1nsdmufiu (Storage condition) e¢hetdes 3 Jumis | 3
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9) N3N Long term stability laUulusiy ASEAN Stability Study Guidelines, 0

s L 7
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