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EELOEFGAEEIZBITAEETE-IRME (State of Control) & 1X

1. XCwic

H5EAEPE (Continuous Manufacturing) & 13, &7 1 & 203848 L T2 81/ b, HikeY
IZHRESUTZE N S OIRG W A E TRWNICHNS U, EEWE RGERIZAEET 5 HETH 5,
THROBBER#RZEC T, BRET20E0RMBE SN Z & 2 RiET 272!
PNy FAPED X O IZHIE TR AT 5 BAE (B 21X, IRE. &R, FT8ERE) mIE
B 50H70 67, BAEER (B121X, BE TR OIER TROM) OBhrFrE 2z
DWEEN DV |l R PE DB AT Y7z o T, SE TR 2 00 Fh U 7ol 72 5 BREREE 2 1
FiL, MEPECEMRAE (State of Control) | 2SHERF SN TNWD Z L 2R T MENH 5,

MEPICX7REE) 1L ICHQIO (EHMME T AT L) HA RTA VIZERSNLTND
HY THDLH, EHAEICKNT M TERE] Tho Z L ax BAMIRd BT, B
L7-HiETH D [TEFIRFE (Steady State) | (COWTHHEBE L TR Z LiL, Skikima M
FIZHEM L TS ETRETHD LWL, DIToO@EVEH LT,

RPBARICEIL. ALFHERHEIC LV E S DR (RO bat) 2 v TiRET 5%
M E A (BEAISE) Z2H8E L TERLIZL O TH L0, o — A2 b T Re & T
b D, ETALEFTBRRIZBIT OB FHMRICESEE LD EOTHY | 5% OF
MOESES U THRFRAE INLIRE LD TH D Z LITH BBV,

2. ICHQI0 A RIA VRUARIMETORHEDNOES - HAZEKE X &L
INFUFRETIREINTWD [EFH X 7-RHE (Stateof Control) | DERAZFEL . T8
723 OO XERICEIT D Eii O AR # 1 I1TRT,

F1 FHETEXIREE (State of Control) DAELERETHOESN—E

R4 RSy DY
ICHQI0 HA FF A LT & 7R BE(State of Control) : AL A A 75 kieE 3~ 5 filis 7 1 - 2 OFRMBIERE M
v O LS DWW THEFE 2R RGE 2 #R 5 2 kAE,

A condition in which the set of controls consistently provides assurance of continued process
performance and product quality.

Journal of . State of control is a condition in which a set of controls consistently provides assurance of continued
Phar ma'ceutlcal process performance and product quality. A continuous process operating under a state of control
Innovation 2015; 103): helps to ensure that product with the desired quality is being consistently manufactured. A state of
191-199 control could differ from "steady state" where all the parameters and material attributes associated
with the process do not vary with time. Criteria for the establishment of a state of control depend upon
the control strategy employed.
‘l]’(l)ll::rlr?zll:efu tical To ensure that product§ with the desired quality are being consistently manufactu_red over t‘ime, a
Sciences 2017;106(11): continuous _manufacturmg process needs to operate under a state of control. In practice, a continuous
3199-3206 manufacturing process does not run at a steady state condition, but rather at the condition in which a

set of critical process parameters and quality attributes are kept within a specified range of target
values (state of control). Deviations from these target values triggered by disturbances do generally
occur during the normal operation but they can be detected and are often small enough to be negligible
or controllable, resulting in no or minimal impact on product quality. Larger changes in process
variables and quality attributes may happen when the continuous manufacturing process is in a
transient state, such as during start-up, shut down, changes from one operating condition to another,
and significant disturbances (e.g., equipment failure or sudden change in raw material attributes).
Understanding of the process sensitivity against disturbances can be a useful tool to elucidate the
remaining risk on product quality that should be addressed by the appropriate control strategy.
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B 1O 2 OBEER O L 30 | EHET X 72RHE (State of Control) | & [EHFKAE (Steady
State) | DiEV, KOBIMRICHOWTER U7z, #@fAE T, 7L [EFEIRRE (Steady
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State) | & DRARAE LMD LT HHAT LD, LLFTDO LB QA TE LT,

Ql HERAPEICB W T EHICX 720RHE (State of Control) | SEERL « RFAESHLTWDH Z D
PIRrERE L LT, Tz ), [EORRE) FHlid Il vme?

Al M| 2ok, MEEICE7MRBE (State of Control) | ZfRAET H7212iX, ICH
QIO A FIA LV DERICHD LBV G ot XOBRMEMERE] KO ML E] 025
OBLR SIEE A TG T 2 LER D 5,

[EDRRE ] IZHOWTUE, flx D —AKAFT D7D, BARRY 20l kMg 2 — R 3 2
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FHO—HE LT, 74— Ky 7 /74— 747U — Nilfl<> PAT |2 X % & 72 PR
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— & RO TR BYE O B EE/RREEOEHIC 7 LR ) T 4 2885 2 LN TE 5,
W, B ERERIE A RERTOKYE (FRTICERE L7z TR T A= 12 L M) ofAciE, —
WO TRENRT A =2 RO TREREO BAAEREEOERZH L RETHZ L. mlE
Wi ERBR A ST A 2 T X MEBEITE 2RE (State of Control) | THDHZ L%
AT A MENRD B,

Q2 EfEAEIZRBWT EFIRRE (Steady State) | ThH D Z & 2pnthid, EFELTX 7 iRRE
(State of Control) | ZfRaEd 2 Z &IZ72 57 ?

A2 ol ZEFEREPHER STV TS, MERIED 72D OEFIIEOIMI TEIEE S N D5
BLHVELZ LD, BT LY EFETEREE (State of Control) | ZRFET 5 Z & I2IE
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BBHIRE. BIICE < OWMENH 5 SRICHET LR S5,

Q4 FAMEH LTV 2 HIM & & H T & 720kA8 (State of Control) & FL729 2 & 2N A[HED,

A4 EHECX7/2JRRE (State of Control) | X ICH Q10 DEFRD LBV . BHOMAK LY
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OB IR E B CX 72 RRE (State of Control) & 724 Z E X A[RETH D,



Japan Agency for Medical Research and Development

Research on Regulatory Science of Pharmaceuticals and Medical Devices

Study on quality control techniques in a new development and manufacturing change of

pharmaceuticals

Research into Quality Assurance of Pharmaceutical Continuous

Manufacturing, as of 2017

“State of Control in Continuous Pharmaceutical Manufacturing”

A Co-Researcher: Yoshihiro Matsuda, Pharmaceuticals and Medical Devices Agency

Members:

Atsushi Aoyama, Pharmaceuticals and Medical Devices Agency
Eriko Aoyama, Pharmaceuticals and Medical Devices Agency
Yasuyuki Ikematsu, Eisai Co., Ltd.

Keiji Inoue, GlaxoSmithKline K.K.

Tomoaki Ohta, Chugai Pharmaceutical Co., Ltd.

Hiroyuki Kawakita, Pharmaceuticals and Medical Devices Agency
Tatsuo Koide, National Institute of Health Sciences

Tomoaki Sakamoto, National Institute of Health Sciences
Ryutaro Shimono, Janssen Pharmaceutical K.K.

Yasuhiro Suzuki, Daiichi Sankyo Company, Ltd.

Issei Takayama, Pharmaceuticals and Medical Devices Agency
Kouhei Tahara, Gifu Pharmaceutical University

Katsuhide Terada, Takasaki University of Health and Welfare
Yasuhiro Matsui, Sumitomo Dainippon Pharma Co., Ltd.

Eiichi Mano, MSD K.K.



State of Control in Continuous Pharmaceutical Manufacturing

1. Introduction

Continuous Manufacturing is a manufacturing method in which raw materials or blended materials
are entered continuously in the manufacturing process throughout the duration of the process, and
products are produced continuously through the manufacturing. To ensure that products with the
intended quality are produced throughout the total period of process operation, it is necessary to not
only control the unit operation comprising manufacturing processes (e.g. blending, granulation,
tableting) as is controlled in the batch production but determine the dynamic characteristics in between
each unit operation (e.g. between blending process and granulation process), and it is necessary to
establish the robust control strategies covering the whole manufacturing processes and demonstrate
and maintain “State of Control”.

“State of Control” is defined in ICH Q10. The following table also refers to “Steady State” which
is similar to “State of Control” to ensure the smoothness of following discussions and specifically
demonstrate “State of Control” in continuous manufacturing.

This document has been prepared regarding manufacturing solid oral preparations (e.g. tablets)
using chemically synthesized APIs (low-molecular-weight compounds), but this idea can also be
applicable for other cases. Note that this document summarizes basic concepts of “State of Control”
in continuous manufacturing based on the latest scientific knowledge; therefore, the contents presented

in this document should be updated as needed to reflect scientific advances in a step-by-step manner.

2. Discussions based on definitions and explanations of terms in ICH Q10 guideline and
published articles
Table 1 shows definitions of “State of Control” proposed in published articles as excerpts from three

main articles.

Table 1 Definitions of “State of Control” in a guideline and published articles
Article title Excerpt
ICH Q10 guideline A condition in which the set of controls consistently provides assurance of continued process
performance and product quality.
Journal of State of control is a condition in which a set of controls consistently provides assurance of continued
Pharmaceutical process performance and product quality. A continuous process operating under a state of control
Innovation 2015; 10(3): | helps to ensure that product with the desired quality is being consistently manufactured. A state of
191-199 control could differ from "steady state" where all the parameters and material attributes associated

with the process do not vary with time. Criteria for the establishment of a state of control depend upon
the control strategy employed.

Journal of To ensure that products with the desired quality are being consistently manufactured over time, a
Pharmaceutical continuous manufacturing process needs to operate under a state of control. In practice, a continuous
2;‘9;““;25026017;106("): manufacturing process does not run at a steady state condition, but rather at the condition in which a

set of critical process parameters and quality attributes are kept within a specified range of target
values (state of control). Deviations from these target values triggered by disturbances do generally
occur during the normal operation but they can be detected and are often small enough to be negligible
or controllable, resulting in no or minimal impact on product quality. Larger changes in process
variables and quality attributes may happen when the continuous manufacturing process is in a
transient state, such as during start-up, shut down, changes from one operating condition to another,
and significant disturbances (e.g., equipment failure or sudden change in raw material attributes).
Understanding of the process sensitivity against disturbances can be a useful tool to elucidate the
remaining risk on product quality that should be addressed by the appropriate control strategy.

“State of control” means a condition in which a change remains within the control range under the

predetermined control even if the condition changes over time due to the fluctuation of external factors.



The control range refers to the range assuring the product quality (range satisfying the specification).
In general, the action limit is determined inside the control range for quality control.

On the other hand, “steady state” means a stable condition which does not change over time. Unlike
“State of control”, the condition does not necessarily return to a stable condition which is the same as
seen before the fluctuation of external factors and a new stable condition which does not change over

time may be achieved. Figure 1 is a conceptual diagram depicting “state of control” based on the above

explanations.

(1) Stable period === (2) Unstable period === (3) Re-stabilazation

| ,!\ R ﬂ_
. 4 \ — / \
/ \ N

ey
Figure 1: Conceptual diagram depicting State of Control

(Note: The red belt indicates the control range and the red arrow indicates designed control.)

3. Avrelationship between State of Control and Steady State

Zone [5]
a) (b} (e}

Control ‘ ‘
range i
Zone[2] Zone [3] Zone [4] Zone [6] Zone [7]
Zone [1] Zone [9]
—* Time
Zone [1] [2] (3] (4] [5] (6] [7] (8] [9]
Startup Startup Steady state Condition (a)Deviation from the Condition Steady state Condition Shutdown
(Condition (Condition within the control range which is with within the (Deviation
e where where control (b)Condition where steady unsteady different control from the
Description | control range | control range state is achieved but which after values from range control
of is not yet range is despite the is still out of control range recovery Zone 3 despite range)
condition achieved) achieved fluctuation | (c)Condition shifts to the of the commen-
but is of external unsteady and is still out of control cement of
unsteady) factors control range range shutdown
(a) (b) (c) procedure
Steady
N N L ] N N Y N N X N N
state
State of
e o N Y Y Y N[ N[N Y Y Y N
Diversion
s ¥ Y/N N YN [ Y | Y | Y] VYN N Y/N Y

Figure 2: Conceptual diagram depicting relationship between “Steady State” and “State of
Control”

(Y: Yes, N: No, Y/N: Yes or No)

A) Zone [1]: Startup (Condition where control range is not yet achieved)
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B)

)

D)

E)

F)

G)

H)

Products in this condition, which is neither “steady state” nor “state of control”, should be
diverted from the line.
Zone [2]: Startup (Condition where control range is achieved but which is not yet steady
state)
The condition which is unsteady is still assessed as “state of control” when subsequent changes
are foreseeable and the condition is maintained within the control range. Meanwhile, the
judgment on whether the products are treated as conforming products at the same time the
condition reaches the control range or after confirming the condition is maintained within the
control range for a certain period is considered to be made different between companies or
products. Since a part of products may be diverted from the line in Zone [2], "Y/N" is used in the
diagram.
Zone [3]: Steady state
Desirable manufacturing condition where “Steady State” and “State of Control” are achieved.
Zone [4]: Condition still within the control range despite fluctuation of external factors
The condition which is unsteady but is still within the control range under control to return to
steady state before getting beyond the control range is assessed as “State of Control”. Since
products are diverted from the line immediately before the condition goes beyond the control
range, "Y/N" is used to describe diversion of products as is used for Zone [2]. Whether the
products should be treated as conforming or non-conforming depends on the result of deviation
handling and the associated investigation.

Zone [5]: Condition deviating from the control range

(a) Products need to be diverted from the line under the unsteady state and deviation from the
control range.

(b) In the condition where steady state is achieved but which is still out of control range, products
need to be diverted under the deviation from control range. The “Steady State” and “State of
Control” become the opposite case to Zone 2, Zone 4, Zone 6 and Zone 8, however, there
might be rare cases that occur in reality.

(¢) To recover to the control range, the condition shifts to the unsteady and has not yet reached
the control range, so products need to be diverted from the line.

Diversion of products outside of the control range should initiate an investigation.

Zone [6]: Unsteady state after recovery to the control range

The condition which is unsteady but is intentionally under control to return to the median is

assessed as “State of Control”. Since products may be diverted from the line as in Zone [2] or [4],

"Y/N" is used in the diagram because there is a possibility of diversion of products.

Zone [7]: Steady state whose values are different from Zone [3]

The condition where “Steady State” is maintained at the level near the upper limit of the control

range while conformity to the control range, i.e. fulfillment of quality specification, is

intentionally maintained is assessed as “State of Control”. In the actual manufacturing site,
however, manufacturing would be controlled mostly to maintain the value near the median of the
control range.

Zone [8]: Condition still within the control range despite the commencement of shutdown

10



procedures
As in Zone [2], since subsequent changes are foreseeable despite the commencement of shutdown
procedures, the condition is assessed as “State of Control”. The condition of diversion of products
is similar to the condition at startup in Zone [2].

I) Zone [9]: Shutdown (Deviation from the control range)
Products in this condition, which is neither “steady state” nor “state of control”, should be

diverted from the line.

4. Conclusion

We summarized the relationship between “State of Control” and “Steady State” as depicted in the
conceptual diagrams (Figures 1 and 2). In continuous manufacturing, it is necessary to operate not
under “steady state” but under “state of control” that enables permanently guaranteeing the operability
of manufacturing processes and the intended product quality. For this reason, strategies for
determination and control of critical quality attributes (CQA) and critical process parameters (CPP),
which are critical to each drug, are considered to be the basis.

To help understand the concept of “State of Control” in continuous manufacturing and easily explain

the relationship with “Steady State”, the following Q&A was prepared.

QI “Which” and “How” should be evaluated as the assessment criteria on whether or not “State of
Control” is achieved and guaranteed in continuous manufacturing?

A1l To the question, “Which,” the consistency can be evaluated from two viewpoints, “operability of
manufacturing processes” and “product quality”, which are mentioned in the definition in ICH Q10
guideline.

As for the question, “How,” it is difficult to show unified specific assessment criteria since “How”
should be assessed as appropriate for individual cases and differs depending on the control strategies
established by the manufacturer. If feedback/feedforward control or PAT-based high-level control
strategies are established as part of the quality risk management, for example, a flexible control range
may be designated for series of process parameters and targeted/set process control values under real-
time monitoring. On the contrary, if control strategies are established at a conventional level
(manufacturing based on the pre-determined process parameter), “State of Control” needs to be
explained by designating a stricter control range for series of process parameters and targeted/set

process control values and frequent quality analyses, etc.

Q2 Does demonstrating “Steady State” assure “State of Control” in continuous manufacturing?

A2 Even if steady state is maintained, since the operation may be implemented outside the control
range for quality assurance, maintaining “Steady State” does not necessarily guarantee “State of
Control”. It is necessary to guarantee that the operation is maintained within the control range of preset
targeted values/set values by following the predefined control strategy. Although “Steady State” is not
a requirement for assuring “State of Control”, maintaining steady state where the operation is kept

under control more easily is considered to be a desirable condition.
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Q3 Isitpossible to guarantee “State of Control” if variables subject to control are verified within the
control range in continuous manufacturing where “Steady State” is not achieved?

A3 It would be theoretically possible to guarantee “State of Control” if variables subject to control
are verified within the control range and robustness during the process of changes is demonstrated
despite the unsteady state. Nevertheless, it should be born in mind that unsteady state has multiple

technical problems including the difficulty in establishing an RTD model.

Q4 Isitacceptable to treat the period of diversion as “State of Control”?

A4 Asseen in the glossary of ICH Q10, “State of Control” is a condition in which the set of controls
consistently provides assurance of continued process performance and product quality. Therefore, the
case in which products are diverted from the line during the period of deviation from the control range
is not deemed as “State of Control”. On the other hand, Cases of Zone 2, 4, 6, and 8 illustrated in Fig.2
show that diversion of products is done by industry’s decision even if they are within the control range.

So in these cases, the period of diversion can be treated as “State of Control”.
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