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WARNING LETTER

XXXXXX B4 MARCS-CMS 593158 — 20204 2 A 11 B

Reference #: 320-20-22
Product: Drugs =35

Recipient: ZHA :
Presidentand CEO  {tZ kit &
XXXXXX  Co,, Ltd.
XXAXKXKX XX XXX KX XXX XX XXXXX XXX South Korea [
Issuing Office: F&1T/7 :
Center for Drug Evaluation and Research | CDER [ &/ f i iff 72+ > % —| CDER
10903 New Hampshire Avenue Silver Spring, MD 20993 7 A U 7%

Warning Letter 320-20-22
Dear Mr.  XXXXX @ BlE72 0 XXXXX I -

The U.S. Food and Drug Administration (FDA) inspected your drug manufacturing facility,
Chemland Co., Ltd, FEI 3010165627, at 77 Gaejeongsaneopdanji-ro, Miyang-myeon, Anseong-
si, Gyeonggi-do, from August 19 to 22, 2019.

KERSERLE (FDA) 1, 201948 H 19 A5 22 A FE T, XXXXXXX XX XXX XXXXXXX 12
FATET 5 & 72 7= O EH L ELEFE  (XXXXXXXXXX) DEERE1T 7=,

This warning letter summarizes significant violations of current good manufacturing practice
(CGMP) regulations for finished pharmaceuticals. Sec Title 21 Code of Federal Regulations
(CFR). parts 210 and 211 (21 CFR parts 210 and 211).

Z oA, REEIGICED S Sec Title 21 BB (CFR) Part 210 38 L1V 211 (21 CFR
parts 210 35 £ 18 211) @ current good manufacturing practice (CGMP) MHIIZES L CTOEKRIENK &
EWHLIZHDTH D,

Because your methods, facilities, or controls for manufacturing. processing, packing, or holding
do not conform to CGMP, your drug products are adulterated within the meaning of section 501
(@)(2)(B) of the Federal Food, Drug, and Cosmetic Act (FD&C Act), 21 U.S.C. 351 (a)(2)(B).

ErhoflE, T, @D D5 WIIREITONTOHE, Miixdh 5 WIXEHIL, CGMP IZE A LTV
RO T, EEOESNIL, Federal Food, Drug, and Cosmetic Act (FD&C Act : HFFA L « FEAR S, -
{EHEARTE), 21 U.S.C. 351 (a)(2)(B) D M-I A HIFAN T, EXE LT 5,

Fl‘hma Solutions Co.Lid, %‘ﬁ—ﬁi%gﬁ iﬂ( N :4&” '}”JI I\ é AN %chli H ?*%EI@ %) (2] Pharma-bio Futakami @
PIo7LT-Ya—Sa KR ThY, LTER, BELLTHATIZARD ET,
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We reviewed your September 11, 2019, response to our Form FDA 483 in detail. Your response
Is inadequate because it did not provide sufficient detail or evidence of corrective actions to
bring your operations into compliance with CGMP.

4~ (FDA) 1. &4t 20194 9 A 11 A+ Form FDA 483 ~D A& Z (el UT-, &Efto
FIZII R TH D, W) DiE, BEOEED CGMP ~DE 2 6725 L TWAZ LD, £
REE S, BHDOWITREHEOIHLAZFRT 5 H D & 7o Tl

During our inspection. our investigator observed specific violations including, but not limited
to the following.

TEh . A FDA OFREE L. UTO XD M/ ER ZBE LT, (BELZNEFICRESND b
DTIX72 0,

1. Your firm failed to establish an adequate quality control unit with the responsibility and authority to
approve or reject all components, drug product containers, closures, in-process materials, packaging
materials, labeling, and drug products (21 CFR 211.22(a)).

Bftid, $RTOLSES (components) | B, &, TREATHESE WE) . 2
B, BRY (FNV) BIOEELELY, KB EEFHT T2 FE L HERZF-oEY) 72 B A
(QUC : quality control unit) ZHET 5 Z LIZKMEAH S (21 CFR 211.22(a) )

Your quality unit (QU) lacked adequate responsibilities and authorities to assure reliable
operations. For example:

u,é? BF‘% (QU) 1ZiF, B TE 2#E ZIRFET 2 721 Ol FJ/E L MR R ANL TV 5,
il %

;

A. You failed to ensure the audit trail feature was enabled on your Inductively Coupled
Plasma - Optical Emission Spectrometry (ICP-OES) instrument to track creation,
modification, or deletion of data. This instrument was used to obtain assay results for your
drug products.

ICP F&Jt7 tHrd:iE  (Inductivity coupled plasma optical emission spectrometer ; ICP-OES : &R
HEBR) OEAFEBI OIS, 7 — 2 DA, ZEH D WITHIBROBIZ /e L+ 2 2 &1Tx%f
LT, Kffadd o7z, ZOWE, BEHOEELOEERREGDCOITHH I TV,

D ICP FELesrhTEE (Inductivity coupled plasma optical emission spectrometer ; ICP-OES) %,

6000 ~ 10000K D7 /L= 7T A= a3t e LTHEM L, BRI LRy 7 a2 77 X
[CEAT D Z ETRABMADANRY M ZFISE, ZRHDART L CEOER) 75

TLHROFEZHLNT (B L, HORNRENLILROREDERNPTTRETHD) .
£, @R (=T 7)) ZHVLZ LIV, EENSHFELR A

Fl’hwa&mﬂus Co,Ltd, PR LA EILT, THBT TSV, ROIEZRED L O Pharma-vio Fukami ()
77T Y)a—sab Kk &t THUY ., LPTHER, BBZLCHATIARDY £,
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=

7 MVEESRRBICOBET 22 LT, BEE B HEBEOILELNRICHETDHZ LN TED, (X
v FEYD5IH)

B. You stored your master batch records as unlocked Excel files which were open to

alteration, duplication, and deletion by unauthorized personnel.

AR =Ry FLa— KR, gy 7 SNTCWRWEXxcel 77 AV E L TIRFEL TS, 20D
REED Excel 7 7 A ik, MEFRD WS NA T R HIBRSHERTLE 9,

. Your analysts used open Excel files for documenting sample preparation information

and final calculations. These records were not retained. For example, your personnel
admitted during the inspection that records and data, such as volume of test solution,
sample weight, and final calculations, are not retained.

GUIE A ﬁ/7»ﬁ%%#®iikk%km&ﬁﬁu\%M*ﬂtﬁ%l%éEmd
T ANNEFEH LT\, FRLOREITEE I N TR, il ME\%yfw
Eg\%LT%%%E@%@ﬁﬁt7~f%%%bfw@:k%\§%¢ BB ITERD

7=,

Manufacturing data must be retained to support CGMP activities including but not limited
to your batch disposition decisions, stability studies, and investigations.

IS ORIEICED ST —Z 1%, CGMPIEEIZ AT 572012, RS NRITIER 572
VW, 20O CGMP iEEN &1, /N FHLEEDIRIE (batch disposition decisions) . ZZ B D FER I L OVGH
TNEGFENDD, TNEFIZREZILD HDOTIER,

In your response, you stated your plan to purchase compliant software for your ICP-OES
and to begin using Ecount, your Enterprise Resource Planning program, to issue batch
records. You also indicated that you will revise your test record form to capture test
information and calculations. Your response is inadequate because it did not include
interim control measures to prevent alteration and deletion of data. You also did not assess
the impact of releasing products without complete CGMP data.

BAEREE T, Ny FREEZFITT D720, £ D ICP-0OES :@mw:y7 e
A L. Ecount (Enterprise Resource Planning program) Ofiif % Blta9 25t A2 X T\ 5, &
7o, RBRIGHREFTHEEZILZ D720, éﬁ%ﬁ%ﬂﬁﬁ%fﬁ%ﬂ&ﬂ’fé:k%%m Lz, BEthomEZE
%, REYITH D, RERBIE, :f‘wé’@ﬂ%EM‘ﬁf%%<“7‘: DO ER IR E BT EN T E
NTWRNWBETH D, HIHE, 584872 CGMP 7 — 4 Z Rl FIC B O &2 325 2 & DA
PRI R EEHI L TRy,

In response to this letter, provide: = OEEIROEIZEIZIL, DLFOFH AR SA0720,

Pharma Solutions Co. ltd. Z#EY% N iﬂ’c \_4:”')”)[ I\ é l/\o Rili E[ ?*%EI@ %) (2] Pharma-bie Futakami @
FTNR-MNa—2avXHAEH] cpy | KPR MBELLCHA T IABBY T
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* Your interim controls to prevent deletion and modification of data for all computerized
systems used in COMP-related operations at your facility.

JigX D COMP BIEDEE CHEA SN2 TR TCOa L Ea—H— (LI AT LDT —H OHIRE
IR [ T O OB E R A R

Timelines for the implementation and qualification of your updated software for the ICP-
OES. Include procedural updates and associated training for user role assignments, review
of audit trail data, and other appropriate controls.

ICP-OES HOEH SNz 7 b = 7 OFHEE LMD X A 5T A > (GRIE : BRIk &%
WERY 72 R B DI ) . 22—V —DREIOE| Y YT, BRI T DL a—, BLOE
DO 72 PRI B9 2 FNED W & B9 5 3l 2 & Te,

A complete assessment of documentation systems used throughout your manufacturing
and laboratory operations to determine where documentation practices are insufficient.
Include a detailed corrective action and preventive action (CAPA) plan that
comprehensively remediates your firm's documentation practices to ensure you retain
attributable, legible, complete, original, accurate, and contemporaneous records
throughout your operation.

BEB LT ROMEEEZBE L THEMA L CEL T AT AOERRHE, Zhid, CELOH
HUCARTE RN ENINERRD DO LD TH D, ZHUTIE, ROFIHARIET 5720
2. B XCEACOHE & LUK ET D720 0, P IEHE - TRIHE (CAPA) %
BLbDOTHDZ L, £ CAPA L, BELYOEE 2 U T, ALCOA DERIZHEHEG L, 58
i L CW D BEEIE DN R SN TV D b D TH D Z &,

ARIE 3T ALCOA D HIGEN LR STV D23, TURAe DT Z OFRIIIMERICFLR L7z,
ALCOA 137 —# DFEAMEIZ OV T FDA B L TV A HER TH 5,
* Attributable (@ EME) - RE FEOFES A TS 5,
- Legible CHIFEME) : HER /B CTE 5,
- Contemporaneous ([FFRFE) @ RIRFTH 5,
- Original (JFAME) : JFAE 7213 Certified Copy GRIESN7-HE5H) Th 5,
- Accurate  (IEfME) : IEfETH 5,
EMA TIHEICTRA4HEAZEBML TS, Tz LT TALCOA+] LIRS,
- Complete (524ME) : ZEFE LT\ D,
- Consistent (—&ME) : FEMRN,
- Enduring (M{AME, Ei@EhE) @ kR Th D,
- Available when needed ~ CEWFFIH AlgEME) : MERIFIZEY HE 2,

F"II]'I'IS Solutions Co.Lid, Z#EY% N iﬂ’c \_4:”')”)[ I\ é l/\o Rili E[ ?*%EI@ %) (2] Pharma-bie Futakami @
IO Le Y a—sa KRR ThY, LPER, BRLLTIATIARDY ET,
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» A comprehensive, independent assessment of your laboratory practices, procedures,
methods, equipment, documentation, and analyst competencies. Based on this review,
provide a detailed CAPA plan to remediate the effectiveness of your laboratory system.

ZAROHEL, FIA, HiE, CEE, BRI YSE OGET] (analyst competencies) (2B L TDH
FEHI TN LT (= =80 ks, ofw) TEAA Vb, ZOLEa—|lHE3&, DT Ry
AT DDEZNE (effectiveness) & e 1ET A 72O DEEM7Z: CAPA Bl 28R4 5H 2 &,

» A comprehensive, independent assessment of your overall system for investigating
deviations, discrepancies, complaints, out-of-specification results, and failures. Provide a
detailed action plan to remediate this system. Your action plan should include, but not be
limited to, significant improvements in investigation competencies, scope determination,
root cause evaluation, CAPA effectiveness, quality unit oversight, and written procedures.
Address how your firm will ensure all phases of investigations are appropriately
conducted.

M B (deviations) , N—B (discrepancies) . i (complaints) . HIFESMEE A (out-of-specification
results) 33 L ONVRIE S (failures) DA Z T2 Z LIZB L CTOERDRARIZAAR (overall system) (2
BIL T, A THIYL LT (= #=#icks, 0w TEAA L b, TOTEFHEIZIZLLT O
HELAGFEICELTCOFEA G L, 2L, ZREFIZBRBESND HOTIERW

« BT T (competencies : TES BN I THEES 22k B A RS HATENERE)
- BREEERR D (scope determination)

« ARAJF K FEM (root cause evaluation)

- SEEHEE - TRIHNE DA IME (CAPA effectiveness)

s SEEBFH ORI (quality unit oversight)

« FJEZE (written procedures)
B EDRRIZ L T, HEO R TOERZEYNIIT O NN OV TOBNERA D Z &,

» A comprehensive assessment and remediation plan to ensure your QU is given the authority
and resources to effectively function. The assessment should also include, but not be
limited to:

QU(Quality Unit : AE BT 3D A E S TX D72 O DOMERE U Y — A ZfEEIZT 5700
D, AFERTEAA L N ERERE, FOTERAA L MIRO LS FEHE G &, 727
L., ZNEFICRESND b DO TR

0 A determination of whether procedures used by your firm are robust and appropriate
EFEDMER LTV FIEA, @R H Y | MU TH D080 9 A

F Pharma Solutions Co. ltd. de?“EjC %;}E ES ﬂ’c N :4&” '*ﬁ I\ é AN I%Rjtli H ﬁ*:%):’zm %) (2] Pharma-bio Futakami @
o7 a— AL XAt THUY ., LPTHER, BBZLCHATIARDY £,
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o Provisions for QU oversight throughout your operations to evaluate adherence to
appropriate practices
WEY) 2R HHFIA~ DN 2 Tl 2 72012, QUIZ KV EE BERLZ RS 2 & ORE

0 A complete and final review of each batch and its related information before the QU
disposition decision
QU IZ L D BEFEDIRTERTIDOA /N > F & 2 DREFMO TR ORMEHIR L B a—

0 Oversight and approval of investigations and discharging of all other QU duties to
ensure identity, strength, quality, and purity of all products
B TORELOE—ME (dentity) « JIfl (strength) « G2 (quality) 38 X ONHE (urity) Z1RFET 5
72312, QC DFDMOETDOEEDOHRAE & BEEOER & &R

0 Also describe how top management supports quality assurance and reliable operations,
including but not limited to timely provision of resources to proactively address
emerging manufacturing/quality issues and to assure a continuing state of control.

Flo. by T ORI, AERGE S AGEMEE FFOBEE (reliable operations) & & D L D 1T
TLHLDMN LT D L,

TR, WOFHIIKLTEDY V=R ZH A L) —|ZRETH 2 NG ENDLN, 2
NETIZRESND S DO TR

(1) BrimioAe+r8E /WE BRI, sk sz L

(2) HEry 72 EHIRAE (continuing state of control) Z fRFET %5 = &

2. Your firm failed to establish written procedures for production and process control
designed to assure that the drug products you manufacture have the identity, strength,
quality, and purity they purport or are represented to possess (21 CFR 211.100(a)).

BN BE L2 EERLS, ZOHBE Lz — (dentity) . Il Gtrength) . SE (quality) & LT
WE (uity) ZEFOT LB, HDOIVIEIENGZAL TR I LR REND I L ZHRIETEI L %
B L LEBERB IO e AFBOFIEELZHIE L T2V, (21 CFR 211.100() : RiEE

fR)

o

%

B ZZBIHENRTVA CGMP M4 21 CFR 211.100() % BA FIcB &R LT

Sec. 211.100 Written procedures; deviations.

(a) There shall be written procedures for production and process control designed to assure that the drug products have
the identity, strength, quality, and purity they purport or are represented to possess. Such procedures shall include all
requirements in this subpart. These written procedures, including any changes, shall be drafted, reviewed, and
approved by the appropriate organizational units and reviewed and approved by the quality control unit.

Sec. 211.100 FEE ; el

(@QER L O r e AEFHTFIEE

Fl‘harma Solutions Co.Lid, %‘#EY%;}E iﬂ’c N :4&” '*Jf I\ é AN I%Rjtli H ?*%EI@ %) (2] Pharma-bio Futakami @
IO Le Y a—sa KRR ThY, LPER, BRLLTIATIARDY ET,
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MEB LT rE AFHIZONTE, ERMPEREL, 3R ELTWA LRI L TWAEIEMSE, /)
i, B, BEOWIEZFFOZ L2 RIETE 5 L O ICEREF &N, WEB LT m e AEHODOF
BERHDHZ L, ZTOXIBRTFIEEIL, ZOV T = TCOEMETRCPMAATNTNDE Z &,
IO FIERFL, WARLEEZ L EH T, WORMMAPEREL, LEa—L, KRTDHZ L, 2L
T, WEEIHEM (QCU) Arta—L, ABbTDLI L,

il

Your firm failed to validate the manufacturing processes for your (b)(4) over-the-counter
(OTC) drug products. In addition, the inspection found that (b)(4) of a batch

of (b)(4) was (b)(4) of a different batch of (b)(4). This operation was not included in your
master batch record and there is no assurance that the quality of the product was not
adversely affected.

EibiE. (b)(4) Grik - ®ssas) O over-the-counter (OTC)DHELE T o AD /N T — K& L CUg
W, B2, (b)(4) Grix: waass) O3y FOb)E)E, b)@)DERS>T- Ny FD (b)4)ThHZ &
EHFHA LT, ZOFEET, A=Ay FREHHFIEFIEFENTEL T, ORGSO MED T E

LS 72V B 43 f“(b\é EDRFEBFEL T e o T2,

You also lacked qualification for your (b)(4) and your ICP-OES instrument. This equipment
was used to manufacture your products and for release testing.

72, (b)(4) Grox s 3B K TN ICP-OES & O IEAN & v o 72, 2 OEERIT
B ORGSR L OHATERERICEH STz,

Furthermore, you lacked appropriate written cleaning procedures and cleaning validation for the (b)(4).
Your personnel stated that this equipment was not disassembled after use and instead was cleaned as a

single unit. During the inspection, a cleaning procedure was verbally described to the investigator. This
equipment was used in the manufacture of (b)(4) OTC drug products and was non-dedicated until June
2019.

12, (b)(4) WHW%hﬂw)KowfmﬁwiﬁﬁiwaUw:yﬁﬂv?wvaymow
TOWEE R FNEENE, BHOEERIL, 2 OGRITHRIER ICOMETIC, B—0L@E L L
THER LT 5 Lk ~T, ZOELEFIC, ZOWHTIET, BLE ﬂbf?%@@ﬁt%@f
Hotr, TOMEIT. (D)@ ok masm) OTC EMILORLEICHEH SN TEBY, 201946 H
FCIFEMME Th o7,

In your response, you stated that you will retain a CGMP consulting firm to qualify your equipment used
to manufacture these drugs and that you will also conduct process validation studies. You also committed
to revise your cleaning procedures for the (b)(4). Your response is inadequate because you did not provide
a detailed validation plan for your products or equipment. You also failed to provide interim controls until

your CAPA are fully implemented.

Pharma Solutions Bﬂ;lm. Z?EY% uiﬂ( _#ljl)dl I\ ng/\o Riliﬁ?*%ﬂz@%@ Pharma-bio Futakami @
FTNR-MNa—2avXHAEH] cpy | KPR MBELLCHA T IABBY T
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=

it (DRTO) [EEETIX, (25 EERLZRIET 2 7290126 9 5 888 0wk M aE i 2
FTHIOIZCCMP a LT 4 v It BT 52 ThA A5 28] . ZLT 7oA F
—TalREELITO L] BbNTWD, &R, (b)(@) Gk msEEan) OV —=2
FEAESGET T2 2 b EREN Lz, BEFL BEOHSRICOWTOREMARNY 7 —a v
FHEZTER L T RWO T, Rt DO ThDH, £/, CAPARERICEMINDLET, BE
PR ERZIE R T 52 EH LTV,

Process validation evaluates the soundness of design and state of control of a process
throughout its lifecycle. Each significant stage of a manufacturing process must be designed
appropriately and assure the quality of raw material inputs, in-process materials, and finished
drugs. Process qualification studies determine whether an initial state of control has been
established.

TaEAN)T—va i, FOTA THA I NN EBRLTT o AOBEHOHEG LIREE (design
and state of control) DEEMEZFHIT A DO TH D, #iE 7 oADK EERERIIL, WUNIEREL
RFIEZR B L, EAEEE (raw material inputs) . HETEL AL 36 KONGRS O B 2 ARGE L 72
FHIER B2, o ZERM R OFEIL, A = ¥ /L ? state of control 23T SN TV 5
DERETDHHDTHD,

Successful process qualification studies are necessary before commercial distribution.
Thereafter, ongoing vigilant oversight of process performance and product quality is
necessary to ensure you maintain a stable manufacturing operation throughout the product
lifecycle.

PRI AM T O DRI, 7' 1 AGEEMERFE M O AL RN EITK T L TND T ENRET
b5D, TDOHKIT, T at APEEE (process performance) & B/ B D HKEY 72 B HL 72 B0 (ongoing vigilant
oversight) 28, BUSLD T A T7H A )V % L CLE LG A2 R kD 2 L 2R3 5720
\CHETH D,

See FDA's guidance for industry, Process Validation: General Principles and Practices,
at: https://www.fda.gov/downloads/drugs/quidances/ucm070336.pdf

ERETDOFDA DA XA [ a7 =g —RIER & R SRS
https : //www.fda.gov/downloads/drugs/quidances/ucm070336.pdf

In response to this letter, provide: = @ Efo %2k, LT O HEA RS20

* A detailed summary of your validation program for ensuring a state of control throughout
the product lifecycle, along with associated procedures. Describe how your program ensures
appropriate design, process performance qualification, and vigilant monitoring of both
intra-batch and inter-batch variation to ensure an ongoing state of control. Also include your
program for qualification of your equipment and facility.

Pharma Solutions Co,Ltd, VPR ZZENT, THBF SV, FROUIHZRED S D Pharma-tio Fuakemi ()
FTNTNa—LavZBRARH] <y pPER BEZLTHA T I ALY £,


https://www.fda.gov/downloads/drugs/guidances/ucm070336.pdf
https://www.fda.gov/downloads/drugs/guidances/ucm070336.pdf
https://www.fda.gov/downloads/drugs/guidances/ucm070336.pdf
https://www.fda.gov/downloads/drugs/guidances/ucm070336.pdf
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B2 FlAE L HLIC, WD T4 74 7 V%@ L COEHIRAE (state of control) ZfRFET
LD, N)F—varral T AOFMBRERN, 07w 7T L0, WURReE etk
A DOFFEPERETE AL PEEEAT (process performance qualification) . 33 &2 ON#EAY 72 state of control 2 {4:iFd
5tw®A/%WkiUﬂ/?W@ﬁﬁ@EE@ AL (vigilant monitoring) 2, & DARIZERRET 5
EFLIRT H &, Fio, BERR D NNTHEX OB O 1 7T LT &,

« A timeline for performing process performance qualification (PPQ) for each of your
marketed drug products.

THZH 5 BEEGOZNZNIZHONT O, 7 1t A MEREE SR (process performance
qualification ; PPQ)Z1T95 Z LIZBL TOX A LT A

Your process performance protocol(s), and written procedures for qualification or
equipment and facilities.

Bto 7 v 2ABMMERED 7 0 b 3 — v & RGO FIAE (B 5 W I3RS & fiax DFIE
=) .

Appropriate improvements to your cleaning validation program, with special emphasis on
incorporating conditions identified as worst case in your drug manufacturing operation.
This should include but not be limited to identification and evaluation of all worst-case:

gV —= PN TF—ar0ra T NI T AR GE, FC, Bt ToEELLEE
EDOT—A RN —RA L U THIESNTZIBRE S L7255 (incorporating conditions) (28 L CDFER 21T
D&, THITE, BTOU—A M —ZADKE & FHMIZx L CTOLLT OFIENE £ 5703,
INRTIZRESND D TRV
o drugs with higher toxicities
W A RO E L
o drugs with higher drug potencies
1AL iR SR@lVsE Jd
o drugs or lower solubility in their cleaning solvents
L T2 Vel AN AR SR L 2 R 3K
o0 drugs with characteristics that make them difficult to clean
Ve 2 INEE 3 DR 2 Fr o5
0 swabbing locations for areas that are most difficult to clean
TH LD e b WEE R ST ORI (20 v e )
0 maximum hold times before cleaning
Vel Rl OB R RFFREE] GRIE : “F—TF 4= RHA L)

In addition, describe the steps that must be taken in your change management system before
introduction of new manufacturing equipment or a new product.

mea Solutions Co.Ltd, VPR EFENT, HBTF &V, RSUZBLREDO SO Pharma-vio Futskami (@)
P o7L7 - a—S s KR e ThHY., LR, MBZLTHATIZABDY £,
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BT, B ORERER H D5 VIR OB AL T HHMC, BEEH T A7 A (change
management system) CATHO 72T IURXVNT IR WA T » T 2R RAB Z &

» A summary of updated SOPs that ensure an appropriate program is in place for verification
and validation of cleaning procedures for products, processes, and equipment.

Bih, et R BI OGO FIEORGE & 2RI L T, ool n 7
7 LINFERS TN D Z & ZRFET D BB Sz SOP DHEEL,

3. Your firm failed to establish and follow an adequate written testing program designed to assess the
stability characteristics of drug products and to use results of stability testing to determine

appropriate storage conditions and expiration dates (21 CFR 211.166(a)).

Bftid, RO 2 00FEEZ B L LB RFIRELZHEL., TS Z LITRMEERD !
(1) ERFBORZBHEZFMMETEZL ;
(2) WY RRELRG L AR EZRET DR EERBROBGREERTHIZ &,
(21 CFR 211.166 (a) masm|E)

BRIE : 21 CFR211.166 (a) DFRIFKRDBEY TH 5 :
Sec. 211.166 Stability testing.

(a) There shall be a written testing program designed to assess the stability characteristics of drug products. The
results of such stability testing shall be used in determining appropriate storage conditions and expiration dates.
The written program shall be followed and shall include:

(1) Sample size and test intervals based on statistical criteria for each attribute examined to assure valid estimates of
stability;

(2) Storage conditions for samples retained for testing;

(3) Reliable, meaningful, and specific test methods;

(4) Testing of the drug product in the same container-closure system as that in which the drug product is marketed;

(5) Testing of drug products for reconstitution at the time of dispensing (as directed in the labeling) as well as after
they are reconstituted.

UTFIEsERE T,

Sec. 211.166 7 EMERAER

(@) (ZeMEREBR T v 7T LD TFIEE)
EHEMLOREEDOFERTHMECE 5 L) IR INTEHRBR T v 77 AR LELINTNDH L,
D &S e EMERBRORE R, B RE Sl TOMEAMIROREIEA T2 2 &,
NEMSNEFIRCHES 2 &, ZLTEOFIHIFIROZEEZETL T &,

(1) #EFHAOZREINEHEIC LS Tt A X ERBRRIE, i, BEMOR Y e HEM %
TRAET D 72 DICHRR T D BRI OWTIEET D 2 & 5

(2) RERDT-DITHE LT DV T IVORESRM:

) FBEHTE, BRI HV ., & L TREMEZ R ORERIE ;

(4) EERSEPTRINTWEO L[ UEE-Hike > AT L TOEIRSORER

(5) FHIRFIZ (FNNVOFREY) BRI NLDERLORER, T &Iz,
[RIAR N PR IR A% 0D 15 35 i D 3Bk

You lacked an adequate stability program for your OTC drug products. You initially established
a (b)(4) shelf life based on insufficient accelerated and long-term stability data. Only one batch of each
OTC product was included in these studies. The accelerated stability studies consisted of

only (b)(4) at (b)(4) with no relative humidity controls. Your long-term stability studies were conducted at

Fl‘haﬂna Solutions Co.Lid, JZWTEY%?E iﬂ( N :4&” '}”JI I\ é AN %Rili H ?*%EI@ %) (2] Pharma-bio Futakami @
IO Le Y a—sa KRR ThY, LPER, BRLLTIATIARDY ET,
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=

"(b)(4)" in your quality control laboratory, which was not controlled or monitored for temperature or

humidity.

OTC EHG DY R B EM T 1 7T JMIKMER S 5, EHITRAINT, R+ e s e T —

X LRI ZENET — XIS X (0)(4) Guk: < ig) OLRIEAJREMIRE Ghelflife) ZF% T L7T2, &
DOFAETIE, & OTC HWALDEN 1 Ny FOHENREENTNDIET TH oo, MEHZEMEIL,
KR EERIEIN ST 7 (b)(4) Grix: &e <) T, D)) THR I T\, BEMZENt
PRAEIX, EHOMEERT RIZBWT, "(b)(4)" GRik: “WviTx” ; “temperature without artificial

control” ) TATOI Tz, ZAVUTIRE HIRE HHECE =2 U 7P Thh T\ iRh oz,

In addition, your stability timepoints did not include assay tests to demonstrate the active
ingredients, (b)(4), remain within specification. Furthermore, your stability and retain samples were
packaged in (b)(4) containers while the finished drug product was packaged in (b)(4) containers. Stability

samples should be stored in containers that simulate the market container.

X512, EfEOREMEDOFIAERF A (stability imepoints) (%, JRHZFEAT 5720 O EERBRA G N
THELT. (0)E) Gur: 19 . BHEP (within specification) & SN TS 7EF Th o7z, FIZ, Z0D
AL, (D)(4) Uk WEoR#EE) At SN TWNDITE2 D LT, ZEMEY 7L
BEOMRGEY > 7L Getainsamples) 13, (0)(4) (it : A9 [CAES TS, ZEEMEY 7L,
T CO% %S (market container) % 3/ X = L — M T A RGBT T RETh S,

In your response, you committed to verify the (b)(4) shelf life of your OTC products,
purchase stability chambers, and start using (b)(4) containers for retain and stability samples.
Your response is inadequate because you failed to provide stability protocols, including all
relevant quality attributes and acceptance criteria, and to provide assurance that your test
methods (e.g., assay) will be adequate to assess drug stability. Further, your response did not
provide interim plans to assure that the shelf-lives of your products in distribution are
supported by adequate stability studies.

AL Grit: saio) BIZETIE, ROZEEEH L
- Ett OTC BHID(b)(4) AR Gheiflife) ZHEET D Z &
s BENERBRT v o R—Z AT DL
ATV TR OEENEY TR (0)(8)  GRIE : HIRARIEES )
Ran A LT 5

EIZFIIRO KT, RNEIRHDTHD -

O ZE.ET 7 N3 — L EfER L TN
(ZAUCIXBEE S 5 SR RRIE & PRI L E D = T2 &)

@ REpyE GlEEEE) 2B, ERLORTEMEZ T 2 0@ ch 5T
RAEZHERT 52 &,

Pharma Solutions Co,Ltd, VPR ZHENT, ZHE T SV, FROUIHZRED SO Pharma-vio Fukami ()
FTNTNa—LavZBRARH] <y pPER BEZLTHA T I ALY £,
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W2, ZoREEIL, HEIN-HEoEtf oA (shelf-lives) 2N 7222 EMERA
WL TEMTOND DO, BERRFEZIER LTV 720,

In response to this letter. provide: = OEEROEZETIE, LLFOFHE AR S40720 ¢

» A comprehensive, independent assessment and CAPA plan to ensure the adequacy of your
stability program. Your remediated program should include. but not be limited to:

ZEWNT a7 7 AOBUNEERFET 7200, GFE T, MY L7z EgE=#icks, tosw) M
L CAPA O, (RO L H 7, WEHEZEGDHLZ L, 72770, ZNETIKBEENDHDOT
VAN

O Stability indicating methods ~ Z /&~ 51k -

o Stability studies for each drug product in its marketed container-closure system before
distribution is permitted
AN, TIROBERAR Y AT A TOREELLOZEERTELTREET5Z &,

0 An ongoing program in which representative batches of each product are added each
year to the program to determine if the shelf-life claim remains valid
ANHIRIZEED D 7 L— LY ThH HIRREE D D EFMARD 72012, FREOMREN
Ny F e HEMZLTUT FTOMER 7 1 7 F L

o Detailed definition of the specific attributes to be tested at each station (timepoint)
HAT—a v () TR a3 & IR B R EOFEM 22 HLE,

« All procedures that describe these and other elements of your remediated stability program
WELTOTZENRE T 2 77 L0, EFRERZEDOMOERIZOWNTIHRRTNAHETOFIE

Data Integrity Remediation 7 —# se&tnikE

Your quality system does not adequately ensure the accuracy and integrity of data to support the
safety, effectiveness, and quality of the drugs you manufacture. See FDA's guidance

document Data integrity and Compliance With Drug CGMP for guidance on establishing and
following CGMP compliant data integrity practices

at https://www.fda.gov/media/119267/download.

BEORE Y AT A%, WE L TWLEERGLOZEM, Aot X OE 2B T 57 — % DO1EM
P (accuracy) & SEENE (integrity) Z W UIZLRGE L TWVRVY, ZAUTDOWTIE, CGMP Xt~ 72T —#
SEEMOREEHENL L, THUCHED Z & D FDA O H A % A Data integrity and Compliance With
Drug ( https://www.fda.gov/media/119267/download) % ZH X417-\y,

F Pharma Solutions Co. ltd. de?“EjC %;}E ES ﬂ’c N :4&” '*ﬁ I\ é AN I%Rjtli H ﬁ*:%):’zm %) (2] Pharma-bio Futakami @
o7 a— AL XAt THUY ., LPTHER, BBZLCHATIARDY £,
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We acknowledge that you are using a consultant to audit your operation and assist in meeting
FDA requirements.

FDA (%, EftO#EE ZEA L, FDAZRICERT A L2 XETHa vy b 2T Z
CICRIETHHLDOTH 5,

In response to this letter, provide the following:
ZOEFEMOBIZE T, UTICER_RFHZEH Iz

A. A comprehensive investigation into the extent of the inaccuracies in data records and
reporting including results of the data review for drugs distributed to the United States.
Include a detailed description of the scope and root causes of your data integrity lapses.

T — X DTk & W O IERE S ORI O AFENREE, ZHICIECREIC AT L ER S
DT —=Z L a—DOfREFL I &, BHEOT — X TR L7 2 L OB &R
KNIREOFEM 72 FLR &2 EZ O 5 2 L,

B. A current risk assessment of the potential effects of the observed failures on the quality
of your drugs. Your assessment should include analyses of the risks to patients caused by
the release of drugs affected by a lapse of data integrity and analyses of the risks posed
by ongoing operations.

EAEDO B OB OV TOBLEE S N KK OIBHERIR B DO FHT Ccurreny DU 227 7 A
AU B, ZEDYRZTRAX ME, T—Hatt LB UTIREL it T2 2 LItk > TAE
LU AT DM OBIUC & - T a2 HEEMOHE RN RK LR BEDY X7 0
T atel &,

C. A management strategy for your firm that includes the details of your global CAPA plan.
The detailed corrective action plan should describe how you intend to ensure the
reliability and completeness of all data generated by your firm including microbiological
and analytical data, manufacturing records, and all data submitted to FDA.

Bt~ 3 —U A FEIE (Bt 7 o —3L 7 CAPA BHEIOFEM &2 &) . T DRI
EIEHERTE X, ST CRAET DR TOT —X OFHEME (eliability) & 5821
(completeness) % & DEEICIRFET 2 ThH V. ZHIITMEDB L OO roF —% . flEDST
—%, ZELTFDAIZRNT 22 TOT =2 R"EEN 5,

CGMP Consultant Recommended CGMP @t /L4 o i

Based upon the nature of the violations we identified at your firm, if your firm intends to
resume manufacturing drugs for the U.S. market, we strongly recommend engaging a
consultant qualified as set forth in 21 CFR 211.34 to assist your firm in meeting CGMP

Fl‘haﬂna Solutions Co.Lid, JZWTEY%?E iﬂ( N :4&” '}”JI I\ é AN %Rili H ?*%EI@ %) (2] Pharma-bio Futakami @
IO Le Y a—sa KRR ThY, LPER, BRLLTIATIARDY ET,
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requirements. We also recommend that the qualified consultant perform a comprehensive
audit of your entire operation for CGMP compliance and that the consultant evaluates the
completion and efficacy of your corrective actions and preventive actions before you pursue
resolution of your firm's compliance status with FDA.

b LEADCKET ST OERGOREZFHFHSEL 2 L2EHLTHHOTHIVE, Hhix
FDA 73 &L CHREE L7238 X (violations) DPEEIZHES& | E#1AY CGMP BRI AT 5 Z L 2K
KT D7D, 21CFR 21134 ITRENTW D REsm) & O Rz A5 s b
EEMAT 2L 2lm<HRET 250 THD, £ FDAIL, ZOWEKMEEZE T 23z b
P ROFHELT ) Z L2 HESET 5,

(1) COMP IESFIRILIZ DU T, BkE (EE AR O AR B A 217 5

(2) BAEDOESNESTRILOMEIR DL Z FDA 2V B 2 A1, BIERER LTS E O
i & AN BT D,

¥ : 21 CFR 211.34 OFLHEIFR DY ThH 5 ; Sec. 211.34 Consultants. (o H 4 1)

%

Consultants advising on the manufacture, processing, packing, or holding of drug products shall have sufficient
education, training, and experience, or any combination thereof, to advise on the subject for which they are
retained. Records shall be maintained stating the name, address, and qualifications of any consultants and the type
of service they provide.

(BEBR) EELHOWE, L, GEELIREICHSEE23 P20 ME BEHSATHSE
MEREIZOWT, IS 25X 20120 28E, IR, BREZIZNOOMEEZHA TS Z
Lo Y Z L FORA, EFT, Bk IORET BB OMEIC O VLW TORERZRE L Tk 2 L
&I %,

Your use of a consultant does not relieve your firm's obligation to comply with CGMP. Your
firm's executive management remains responsible for resolving all deficiencies and systemic
flaws to ensure ongoing CGMP compliance.

arH s NOFEHIE, EfEO CGMP Z 8573 5 ENEI I D DT T, &omE
SLORE I, fEEEA72 CGMP BT A {RFET A 72012, & TDOXKM (deficiencies : Ry AERIZK
o) & AT LHIZR KRG (systemic flaws @ FRVE  HEEH N S Ak 2 k) RIS A Z L ICETEE L o
TW5h,

=

Conclusion # &

The violations cited in this letter are not intended to be an all-inclusive list of violations that
exist at your facility. You are responsible for investigating and determining the causes of
these violations and for preventing their recurrence or the occurrence of other violations.

Fl‘hma Solutions Co.Lid, de?“ﬁjC%%tu iﬂ( N :4&” '}”JI I\ é AN %chli H ?*%EI@ %) (2] Pharma-bio Futakami @
PIo7LT-Ya—Sa KR ThY, LTER, BELLTHATIZARD ET,
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=

ZOEMTE/R UILERIT., BHOMBRICHEEL TV HAERDODETCEEET 22 E2BER LT
HLO TRV, B, TNOERKOBRAFRRORE ERETHI L, BILOYKERK DT
R, TOMDERKDOREZLES Z EICETEEZA LTV,

FDA placed your firm on Import Alert 66-40 on December 17, 2019.
FDA IX, 2019 4 12 A 17 B CE 1% Import Alert 66-40 (ZV A k L7=,

SR : FDA @ Import Alert 66-40 DX— D7 KL A [ZROEY TH 5,
https://www.accessdata.fda.gov/cms_ia/importalert 189.html

TN7 7y MET TEl-E¥4] L LTERESATVWD

Until you correct all violations completely and we confirm your compliance with CGMP,
FDA may withhold approval of any new drug applications or supplements listing your firm
as a drug manufacturer.

EHNETOEN Z5ERITEEL, CGMP ~DiEA % FDA MR T 5 £ TlE., FDA T2 TO
FEEEEE (new drug applications) D7KERZ . D WTERGRLEES & L COEDO Y X MNMe# %
RETHTHA D,

Failure to correct these violations may also result in the FDA continuing to refuse
admission of articles manufactured at Chemland Co., Ltd, 77 Gaejeongsaneopdanji-ro,
Miyang-myeon, Anseong-si, Gyeonggi-do into the United States under section 801(a)(3) of
the FD&C Act, 21 U.S.C. 381(a)(3). Articles under this authority may be subject to refusal
of admission, in that the methods and controls used in their manufacture do not appear to
conform to CGMP within the meaning of section 501(a)(2)(B) of the FD&C Act, 21 U.S.C.
351(a)(2)(B).

IO DER DR E~DRKIL, FD&C Act (£ dnEHEMLELALTE) | 21 U.S.C. 381(a)(3)D Sec.
801(a)(3)®> ¢, Chemland Co., Ltd (Gaejeongsaneopdanii-ro, Miyang-myeon, Anseong-si, Gyeonggi-do) "CHeifi L
T DK E O LA G kT 5 Z & &, FDAIXITH) THAH, EWVIHDIE, 2D
MEMR 236 S A Mhh i, FD&C Act, 21 U.S.C. 351(a)(2)(B)? Sec. 501(a)(2)(B) 7 & M9~ % il
NT, ZOREEIER S D HEB L OEEN, COGMP A LTV DN RAENS TH
%,

After you receive this letter, respond to this office in writing within 15 working days.
Specify what you have done since our inspection to correct your violations and to prevent
their recurrence. If you cannot complete corrective actions within 15 working days, state
your reasons for delay and your schedule for completion.

ZOEMAEZEEL, I5EEBUNIZZOF T 4 ACERCTREEZTHZ L, EENENE &
EFL, FLTZEOHELTPHENTWDZ %, FoxFDA BNELTHRTH Z & #HIE T

Pharma Solutions Co. ltd. M#EY% hiﬂ’c x-#””)l‘ ~ é AN Rili H ?*%EI@?B@ Pharma-bio Futakami @
PPN MNa—LabARAEBR] cp 0 LPER BEL LA TIARDY £,
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5e b L, 15 BUNICREHELZE T TCER20VOTHNE, TOBEOHAZRR, 58T F
TR 2 —)LE~_AH T L,

Send your electronic reply to CDER-OC-OMO-Commun ications(@,fda.hhs.gov or mail
your reply to:

EAEOE L A — /L TOIRIEIX, CDER-OC-OMO-Commun ications(@,fda.hhs.gov (23 52>, &5
WL PIZE E S L7200,

Carlos M. Gonzalez 77 /L& A M. = L A

Compliance Officer =77 A7 A4 7 4 H—

U.S. Food and Drug Administration > [E] £ i [22 5 5 )

White Oak Building 51, Room 4235 7~ U A hA4—7 EJLT ¢ 7 51, Jb—LA 4235
10903 New Hampshire Avenue 10903 =2 — 2Ty —T RN=a—

Silver Spring, MD 20993 /L 3— 2~ 1) > 7" MD 20993

USA T AU

Please identify your response with FEI 3010165627.
EAEORIZ X, FEI3010165627 O 21— K THRIE SH7z\,
Sincerely, A% &b EALLSBENWZLET,

IS/

Francis Godwin 77> v AT R ¢

Director 7« L7 % —

Office of Manufacturing Quality #i&E i E DA 7 A

Office of Compliance i ilEs~Ts

Center for Drug Evaluation and Research [z & 5 S A 78 & o & —

(EOF : 2020.05.04)

mea Solutions Co.Ltd, VPR EFENT, HBTF &V, RSUZBLREDO SO Pharmaio Fuskami ()
P o7L7 - a—S s KR e ThHY., LR, MBZLTHATIZABDY £,



	XXXXXX株式会社MARCS-CMS 593158 — 2020年2月11日

