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International Conference
on Harmonisation (ICH)
1990

AEuropean Medicines Agency (EMA)

AEuropean Federation of Pharmaceutical Industries and
Associations (EFPIA)

AMinistry of Health, Labor and Welfare, Japan (MHLW)
Alapan Pharmaceutical Manufacturers Association (JPMA)
AJS Food and Drug Administration (FDA)

Aharmaceutical Research and Manufacturers of America
(PhRMA)



CATEGORIES OF ICH GUIDELINES

E

Efficacy Guidelines

Q S
Quality Guidelines Safety Guidelines
O Q1A - QIF Stability O S1A-S1CCarcinogenicity
O Q2 Analytical Validation Studies
O Q4 - Q4B Pharmacopoeias 1  S2 Genotoxicity Studies
U Q3A-Q3D Impurities O S3A- S3B Toxicokinetics and
O  Q5A - QSE Quality of Pharmacokinetics
Biotechnological Products O S4 Toxicity Testing
O Q6A- Q6B Specifications S5 Reproductive Toxicology
U Q7 Good Manufacturing O S6 Biotechnological Products
Practice 0 S7A-S7B Pharmacology
O Q8 Pharmaceutical Studies
Development O S8 Immunotoxicology
O Q9 Quality Risk Management Studies
O Q10 Pharmaceutical Quality [ S9 Nonclinical Evaluation for
System Anticancer Pharmaceuticals
O Q11 Development and J S10 Photosafety Evaluation
Manufacture of Drug O S11 Nonclinical Safety
Substances Testing
O Q12 Lifecycle Management
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E1 Clinical Safety for a
Drugs used in Long-Term
Treatment

E2A - E2F a
Pharmacovigilance

E3 Clinical Study Reports
E4 Dose-Response

Studies a
ES Ethnic Factors

E6 Good Clinical Practice O
E7 Clinical Trials in
Geriatric Population a
E8 General

Considerations for

Clinical Trials a
E9 Statistical Principles

for Clinical Trials (m]
E10 Control Group in
Clinical Trials

E11 Clinical Trials in
Pediatric
Population

E12 Clinical
Evaluation by
Therapeutic
Category

E14 Clinical
Evaluation of QT
E15 Definations of
Pharmacogenomics
E16 Qualification of
Genomic
Biomarkers

E17 Multi-Regional
Clinical Trials

E18 Genomic
Sampling

Regulatory @ Transintegra

http://www.ratransintegra.in



ICH Guidelines

A Q1A(R2) Stability Testing of New Drug
Substances and Products

A Q1B Stability Testing : Photostability Testing of
New Drug Substances and Products

A Q1C Stability Testing for New Dosage Forms

A Q1D Bracketing and Matrixing Designs for
Stability Testing of Drug Substances and
Products

A Q1E Evaluation of Stability Data

A Q1F Stability Data Package for Registration
Applications in Climatic Zones Il and IV



®\r W/ =4 (\ (&9 P ) g rcrm.trc
) = n®@_ o co o® Scac
O mO.Il S@®@ . YO NN
“"CCoc+ ©o nocnom._ no
Zlh " WL O > © +—
— NN-oN wxNco Pc v
n 0 @
®a..l. N O @® w— O N O C o WU

k.|t® — —_>0x <o o>
mek’Ok.IOt®trm.V_
@0 ¥ _©xoCEo_— B wE
v Bo_onao o Qoo e >0
%) Z&IOCHEkmhtBa.gn
Do LBXY - 0wO0g o 2
DG DC .S noBxND_ o
(@) o © :
—_— DN = 1|h.|umeg.|agg
—C o N amMAln\rO WJZ (Vo))
2C0Cc DCT._0.NTO. Bo.dw
8. 8RO o O N . TC
.conce B
wCx Bou_xwm_c©c . w o—
NEO0 CNUB>S ODV-Q > - 4
w._0®c _Coa nw _®©
— N BT VN QONOVW . @ OCE
T X.__ DO O0W0MW - = OO0 X __
= NN e T 40 4mw 0 iy ODW .— @©
ENE-N_® _NXNMN_X X
@n—_ —_SNWo .—. VT — OO O o
Yo OLon>SX =>EC 0 FCc w

Gy gy iszenedk
5

< < oL L




Stabi bat /g8st cbef ol

K| LST T£NYE(;2fK

(&

y nedvess®g/ p§

T

—

Seg®danyagok

=y
hRm®r s ®k | et

ag
BELSF TENYEZr K

—




Stabir baagsitt b
te®ny'e z RK

BedoscRett®ny e z Rk

A Reakt2v anyagok

A seg®danyagok, egy®b hat - -any
(t2pus ®s koncentrs8ci )

A v2z (marad®k nedvess®gtart a

A ol datt2pus

A Kataliz8torok

A neh®zif®mok (t2pus ®s koncen

A hidronium-®s hi droxilionok (pH)

A pufferek (t2pus ®s koncentr

A boml §ster m®k ek

A gy8rt8si szennyezR anyagok



Stabir baagsitt b
te®ny'e z RK

KigdoscRyetoc®ny e z RK

A Reakt2v anyagok
OXIi g®n

s z ®@lmoxid

V2 Z

egy ®b ¢ pi+). OH
csomagol -anyag
Energia

h R

f ®ny

egy®b (pl . radi ol 2zi1 s)
Kat ali z8tor ok
n e h ® zibn&km

enzimek

Too oo oo o o o o To o o o o




K®mi a'i vi§ 1| t c

AHi dr ol 2 zi s
AOxi d8§ci
ARedukci
AFotol 2 zi s
ASztereok®mi ai

v 81|



..........
.........

it F1iziokkolloidikas

L
........
-----

v8l t-0z 8s ok

Asz2n

- Akrist 8l y(sw&®lrtkeezhedat : ol d
ol vads8s, der med®s, el as

7 Ahal maz §Ipl8rpooltg8s, szubl i
el foly -sod8s eutekti kum
AsTr Ts®g,

3 Ahidratsg8ci -/ nedvesed®s/ e
Ar®szecskem®ret,

Ahomogenit 8§s,
Aszil 8rdss8g/ §I(IA2g/ewjiedB®isa®
Asz®t es®s



k' rcob b ol

Mi

........
.............
AAAAAAA
........
.......
...............
........
................
........

J
y
a
] d
any a

gani zmusok

nek)

m®ny

-sterilit§s

K
I
a
m
a .
szesed®s
-megengedett

ehet

csS2raszS§8m



F®n'y~hat 8sa-ra

AK®pes r®szecsk®ke
hogy a boml 8§si r e

TrVal - di f ot ok ®mi1 al f
ITFot ok ®mi a kat al I t |

ITFot ok ®mi1 a szenzi bi
folyamatok




Cs.oma g ol

Al v eg
AMTanyagok
AF ®me k

A Elasztomerek (gumi)
APap?z2r

anyag



(vop)

2D
A)

T, L.eggyakmrahbban el Rfor
G
: R hat -anyagboml §s
- Oldatok ki vs8l §s (old®konys
mi krobiol -giai v§I{
: hat -anyag boml §s,
Sterll()lcmtc}l(mikrobiol-giai v 81l {
Diszperz rendszerek
o= hat -anyagboml §s
| Emul zsiz®kvsgl §s, koagul 8§
. mi krobi ol -gi ai v§8I
hat -anyagboml §8s
'Iep.edEs, cement 8|
SZUSZD%Q%IIE et rediszpel
mi krobiol -giai v§8I
. hat-anyagboml §s
. o szil 8rdul 8s (A°reg
KenRcs k el foly-sod§8s,
mi krobiol -giai v§8I
hat -anyagboml §s
nedvess®gtartal om
B _ Tabletta szil 8rds8g ®s sz®t ¢
porl ad8cé m&hti Is- d § 4
hat -anyagboml §s,
Kapszula kapszul afal kem®ny

—

Y "



Boml 8s ki net

I nu”adrend 1o —g—Zcr0 order
== First order
f(C) - k 100 —gc— Second order [
90

el sRrend I80

f(C)=kC 0 \\\\.

60

I m&§sodrend \

50

0 S 10 15

f(C) = kC? f(C) = KC,Cy, Time




Boml 8 s f ®I

A 0.rend
(. =%o
¥ 2k
A 1. rend
(= 2303 Cy
t C,
In2 0,693




Acrreakcimnenk®r gl m®ny €
rrecakclbeccrsebess®gIl |

Akf ¢ggetl en a koncentr 8ci
£Ert ®ke f¢gg a k¢l sR k°r ¢
-h Rm®r s®k |l et (

-ny o m@®)s

-l oner Rs s ®g

ol d-szer pedmittivit§gs:
A hRm®r ) dlalt &ts a( ki emel ked
mind el m®Il et i, mi nd gya




A ki sebess®gi 8§
h Rm®ris®kletf ¢ gg

Cltal 8nos tapasztal at:

Tn°vel ®s ®vel a sebess®g nR (fe¢gog
endoterm jell eg®t RI ).

F®I k v antapadztalat{vva nHoff: 10f o k o n2lkd®zeres.)

Kv ant itdpasttélat (Arrhenius): kex ponenTfi 8¢ g ®s ¢
k = A exp(-Ea/RT).
activation energy
rate constant l

AN Es

_ Aﬂ- RT +~—— kelvin iemperaiure

/ \‘\ﬂqe gas consant

frequency factor

ar mathematcal
pre-exponential factor guantty, e

T




Arrheni-us %ss

Az exponenci &Afrhesiusif®g d g® g

a tal 8l koz:- reagens r ®s
alakulnak 8t ter m®K mc
meghat S8rozott eneakagtiiavt
energia).

A molekul 8ri' s szintT t of
areakci - komendi ®81t a

E




Stabiivdiot 8svi z
fcRele ®1 ] a

AA k®sz2t m®ny mi nR
v8l toz8sainak meg
| dR ®s a k°rnyeze
v8l toztat8ss8nak h.




Stabiviot 8svi z
toov'8 b b cC ®|

Al nf orm8ci amgrydfidm®sul §
| d Rszakban stabil K ®
el R8I | 2t 8§8s8hoz

AA k®s zhtamh®raywyd g o0z § s
®s boml §8ster mPkek ki

predi kci -] a
AAl ej 8r anteig8il dR p2t §s a

AAzel t art 8si ko°r ¢l m®n:
meghat 8r oz 8s a

AAcsomagol - amemhgaotk§ r o

AAsz 8l k®tr§s m®nyei nek
meghat 8r oz 8s a



Stabivdaot 8svi z

A 1.Izotermikusvi zs g8l at ok
A2. Ciklikus vizsgsgl a
A3. Fotostabilitgs vi




..........
.........

u.:“ e ';-:.:,‘ , ;4.
nm:-z-:-:-;-;-
o e e st I

Zotbermickus : v i

»_a
R
AAAAAA

AAz izotermi kus v
NRmM®r s®kl et ®s a
nosszWt 8v¥% nagypo
Dl ztos?2t 8s&oadalck
K amr § kvb®&gnz | k . Ezek a
a | eggyakori bbb, az I
| egf ontosabb vizsgsgl
f orgal omba hozott gy
eset ®ben k°telezR vi




ely sor8n inform§C| kKapun
' i K ®b er
sSban

_Q.

| termickus: v
o

CDlesD
N—

st | t 8s8r -1, an k e
i d ®t az el Rz2rt ¢ ma 8

HosszYt 8vY¥ (val-s idejT) stabili
A forgal omban | ®v R k®sz2t m®ny Vv 8§
megfelel Ren az eredm®nyek

a |l ej8rati | dR meghat 8§r o0z8s8r a,
a | ej8rati | dR 1 gazol 8s8§ra ®s

a t8rol §si kor ¢l m®nyek megs8l | ap?
Gyors2tott stabilitg8s vizsgs8l ato
A sz®l sRs®ges (stressz) t8rol §8si

gyor sabban mennek v®gbe a v8Iltoc
A kapott adatok a val-sidejT st a
gy ¢ttt felhaszn8l hat -k hosszabtk
8l toz8sok el b?2r 81 8s8r a.

A gyors2tott stab. vizsg8latok n
az esetleges fizi kai v8l toz8sok

< ®
)

tt St

:r—l-
x O



El - tarthat«s g

ElItarthat -s8gi 1 dRtartam:
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M ICH Stability Zone | I ICH Stability Zone llI
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" A klimazondk Jjellemzdi és a javasolt stabilitdsi vizsgdlati koriilmények

n 8 k

11, tablazar

Klima zénak Zénal, Zoéna I Zona 111,  ZénalV.
jellemzd Mérsékelt Mediterran Forrd/széraz, Forrd/pérés
koriilmények égov égbv ill. Forré/ égbv
(szubtropusi) mérsékelt
€gov

Atlagos kinetikus hémérséklet 120°C 26 °C 30°C 31°C
Eves atlagos pératartalom 45% 60% 35% 70%
Javasolt stabilitds | tartam _ ) _ _
vizsgalati stabilitas 20 °C/45%RH 25 °C/60%RH 30 °C/40%RH 30 °C/70%RH
korilmények -

gyorsitott 7 ] - 7

stabilitas** 40 °C/75%RH 40 °C/75%RH 40 °C/75%RH 45 °C/75%RH




Stabi-Vvi-z$es8!l at
IdRpont | al

Hos sz Wti8vsg 81 at ok :
25AC N2AC / 60% RH N5% RH

Al. Y®wi nden 3. h-nap
A2. Yowi nden 6. h-nap
A3. ®V®WRént e

A vizsgs8lat 1 dRtmax. t &n




Stabi-Vvi-z$es8!l at
IdRpont | al

Ko z®pt 8v¥% vizsgs8l at ok
30AC N2AC /1 65% RH N5% RH

A vizsgs8lat 1 dRtartan
(mi n. ©6mak.- nlaZzp ,h- nap)




Stabi-Vvi-z$es8!l at
IdRpont | al

Gyors2tott vizsgs8lato
40AC N2AC/75% RH N5% R

A vizsgs8lat 1 dRtartan




StabiNi 28381 at
| d Rpont | al

Hossz WtiSvsg 8l at (hTt R
5AC N3A

A vizsgs8lat 1 dRtartan



