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; Define: 

s of change 
0 CMC tests 
l in vitro release tests and in vivo bio tests 

l support documentation 



Components and Composition ’ 

l Focuses on.changes in drug product excipients 

l qualitative and quantitative, changes We described 

l chronology of changes needed 



Level I 

Examples - 

l ,deletion of color or flavor 

l excipient change with total additive effect of up to 
5/ 0 

0 



l[R 

Chem: 

Stab-: 

release 

1 LT 

Dissol: 

In Vivo: 

none 

none 

File: AR (LT stab) 

MR (nrcj 

release release 

1st LT 1st LT 

none none 

none none 

AR (LT stab) AR (LT stab) 

IkIR (rc) 

release 

1st LT 

none 

none 

AR (LT stab) 



Level 2 

Other Considerations 

l therapeutic range 

l solubility 

l permeability 
txamples: 

l change in technical grade of excipient 

l excipient change with total additive effect of up to 10% 



Chem: release 

Stab: bat ret 

l-3 mos act 

1 LT 

Dissol: yes-depends on P&S 

In Vivo: none 

File: PA (accel stab) 

AR (LT stab) 

release 

exec bat ret 

(same) 

(same) 

yes-compare 

none 

CBE (accel stab) 

AR (LT stab) 

MR (nrc) 

release 

exec bat ret 

(same) 

(same) 

yes-compare 

none 

PA (accel stab) PA (accel stab) 
AR (LT stab) AR (LT stab) 

(rc) MR 

release 

exec bat ret 

(same) 

(same) 

yes-compare 

none nonnarrow 

single dose 
narrow 



Other Considerations 

l therapeutic range 

l solubility 
l permeability 

Level 3 



Level 3 
Examples 

l any,Q&Q excipient change to, narrow Rx drug 

l other drugs not under other dissolution criteria 

@changes in excipient range of lo-sol, lo perm 

*changes in excipient range of all other drugs 

l change in crystalline form 

achange in release excipient > 10% 

@addition or deletion of release excipient 



Chem: 

Stab SBD: 

Stab NSBD: 

Dissol: 

In Vivo: 

File: 

IR 

release 
bat ret 

l-3 mos accel 

1 LT 

upto 3-3 mos act 

1 LT 

same as level 2 

bio needed 

PA (accel stab) 

AR (LT stab) 

ss 
release 
exec bat ret 

1-3 mos accel 

1st 3 LT 

3-3 mos accl 

1st LT 

not req. 

bio needed 

PA (accel stab) 

AR (LT stab) 

(nrc) MR 

release 
exec bat ret 

l-3 mos accel 

1st 3 LT 

3-3 mos accel 

1st 3 LT 

extended & delayed 

bio needed 

PA (accel stab) 

AR (LT stab) 

MR (rc) 

release 
exec bat ret 

l-3 mos accel 

1st 3 LT 

3-3 mos accel 

1st 3 LT 

extended & delayed 

bio needed 

PA (accel stab) 

AR (LT stab) 



Preservative 

l In SUPAC-SS only 

l When any Q & Q change made 

l Additional testing needed 



LEVEL 1 CHANGE 

“< 10% or less change in the amount of the 
approved preservative” 

Chem: Appl. / compendia1 release requirements 
Preservative Effectiveness Test ‘p 

. 
File . . AR 



LEVEL 2 CHANGE 

“quantitatively > 10% < 20% change in the 
approved amount of pres6rvative” 

Chem: Appl. / compendia1 release 
requirements 

Preservative Effectiveness Test 

. 
File . . CBE 



Chem: 

Stab: 

. 
Frle ‘ . 

LEVEL 3 CHANGE 
Quantitatively > than 20% change in the approved 
amount of preservative (including deletion) or use of 
different preservative. 

Release requirements 
Preservative Effectiveness Test 
Analytical method for ID 
Validation studies 
Executed batch records 
l-3 months accelerated 
1st production long term 
PA (accel stab) 
AR (LT stab) 



MANUFACTURING SITE CHANGE 

* 

.* 

* 

changes in site location only 

no scale-up 

no manufacturing changes 

CGMPs * 



LEVEL 1 CHANGE 

“within a single facility where the same equipment, SOPS, 
environmental conditions and controls, and personnel 
common to both sites are used” 



Chem: release 

Dissol: 

IR 

release 

In Vivo: none 

File: AR 

ss MR 

none 

none 

release 

none 

AR 



LEVEL 2 CHANGE 

“within a contiguous campus, or between facilities in. 
adjacent city blocks, where same equipment, SOPS, 
environmental conditions and controls, and personnel 
common to both sites are used” 



Chem: release 

Stab: 

upd b’at ret 

location 
1 LT 

Dissol: release 

In Vivo: 

File: 

none 

CBE 
AR (LT stab) 

release 
upd bat ret 
location 
1st LT 

none 
none 

CBE 
AR (LT stab) 

MR 

release 
upd bat ret 
location 
1-3 mos accel 
1st LT 

extended and delayed 
none 

CBE (accel stab) 
AR (LT stab) 



3 

LEVEL 3 CHANGE 

A change in manufacturing site to a different campus 
where the same equipment, SOPS, environmental 
conditions and controls are used. 



Chem: 

Stab SBD: 

Stab NSBD: 

Dissol: 
In Vivo: 

File: 

release 
upd bat ret 
location 
l-3 mos act 
1 LT 
up to 3-3 mos act 
up to 3 LT 

on lo-perm, hi sol 
none 

CBE (accel stab) \ 
AR (LT stab) 

ss MR 

release release 
upd bat ret upd bat ret 
location location 
l-3 mos act 
1st 3 LT 
3-3 mos act 
3 LT 

comparison 
none 

CBE (accel stab) 
AR (LT stab) 

l-3 mos act 
1st 3 LT 
3-3 mos act 
1st 3 LT 

extended and delayed 
single dose bio 

PA (accel stab) 
AR (LT stab) 
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