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g
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Warning Letter #0BPO 20-603498

June 04, 2020 202046 H 4 1

Dear Mr. XXX:

During an inspection of your firm, XXXX Laboratories, LLC (XXXX), located at XXXX, Las
Vegas, NV XXXX, conducted between November 12, 2019, and November 21, 2019, the
United States Food and Drug Administration (FDA) documented XXXX’s manufacture of
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products derived from human umbilical cord blood and umbilical cord, XXX™,  XXXX™ and
XXXX™: an exosome product, XXXX™: and an amniotic fluid derived product, XXXX™  all
for allogeneic use. You distribute your products to multiple health care providers and facilities

throughout the United States.

£rfl (XXXX Laboratories, LLC (XXXX) PrfEfl  K[EZ AT R) OEL %, 2019411 H 12 A
BLO2019 4 11 H 21 BIZFh L, US-FDA (United States Food and Drug Administration) 1%, &%t
e NI FS K OB RS Tdh 2 XXX™ | XXXX™ | BEOY XXXX™, ZLT=7 Y VY
— L85 GRESR) Th D XXXXM, FKHRE TH D XXXX"AR/E L TWD Z & 2Rtek L

2o BAEORGRE, KEN OB D ERERE-Chiix ~ot Sh T b,

RiE =7 YV Y —L (exosome) (THHFEL & 73 AL IRE ZHEE TR & 412 AL 50nm~150nm F2EE D /Mg T
T AERTIEMER, Mk, R, EK BEMEEKEORRT CBE S, BB S bW EhET, ITE,
T VY= AR e H RV BER RNA B EEN TV L ERRE SN, MIMOBE R EET 2 &HZH
STWARAREMENER SN TV ET,  (H#: = 2 A AWOHP L0 U > 7 3hiAZ : 07/17 2020)

Information and records gathered prior to, at the time of, and following the inspection, including
product labeling and information on the XXXX website, https://eucyt.com, reflect that the
above-referenced products are intended for clinical use in humans to treat a variety of diseases
or conditions. Therefore, these products are drugs as defined in section 201(g) of the Federal
Food, Drug, and Cosmetic Act (FD&C Act) [21 U.S.C.321(g)] and biological products as
defined in section 351(i) of the Public Health Service Act (PHS Act) [42 U.S.C. 262(i)].

TEOR], AERA, F L TESZICIE LB E st (i, fEoRR T LB L)
XXXX website, https://eucyt.com TOIEHZ G Te) 1X. EELORLL2NEE &% 7o IR BRI IE DIRIE D

7elz, B FTORRKEEMZBRE LTWD Z ERRINTWND, i, 6 O8I,

Federal Food, Drug, and Cosmetic Act (FD&C Act) [21 U.S.C.321(g)]?section 201(g) 127K AL TV 5 (=3
gtz 2> >OPublic Health Service Act (PHS Act) [42 U.S.C. 262(i)]?section 351()\ZHLE LTV 54

“FHUH) (biological products) (Z5% 43 5,

Some of the products are also human cells, tissues, or cellular or tissue-based products (HCT/Ps)
as defined in 21 CFR 1271.3(d)! and are subject to regulation under 21 CFR Part 1271, issued
under the authority of section 361 of the PHS Act [42 U.S.C. 264]. HCT/Ps that do not meet all
the criteria in 21 CFR 1271.10(a), and when no exception in 21 CFR 1271.15 applies, are not
regulated solely under section 361 of the PHS Act [42 U.S.C. 264] and the regulations in 21

Pharma Solutions Co.ltd. DRSS T W F &, RO M AR &, KT,  Pharma-bio Fuiakami @
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CFR Part 1271. Such products are regulated as drugs, devices, and/or biological products under
the FD&C Act and/or the PHS Act, and are subject to additional regulation, including

appropriate premarket review.

RO HOKOMNTE, 2LCFR127L3ANTHE SN TS L H 7 Tk Mlfa, Rk F7-iX
it U < I3HEAR~— 208G | (human cells, tissues, or cellular or tissue-based products ;

HCT/Ps) To V. PHS Act [42 U.S.C. 264] @ section 361D HER D FIZHFIT S 417221 CFR Part 1271
OHANZEH S5, 21 CFR 1271.10(a) D4 T O W EAEIC# 59, % L T21 CFR 1271150
BRI 222 1) 72 WO HCT/Psid, PHS Act [42 U.S.C. 264]3% L O 21 CFR Part 12710 i) 72112 FS T
DFU 2 T 72, £ D& 7B IIFD&C Act 38 L TN %7213 PHS Actdd T CTOESESL, [ERHE
. BR3P0 & LTI Toi, @72 kA& (premarket review) %5
O AN 2R R O & 52 T %

XXXX does not qualify for any exception in 21 CFR 1271.15, and your HCT/Ps derived from
umbilical cord blood or umbilical cord fail to meet all the criteria in 21 CFR 1271.10(a).
Therefore, these HCT/Ps are not regulated solely under section 361 of the PHS Act [42 U.S.C.
264] and the regulations in 21 CFR Part 1271.

XXXXIZ, 21 CFR 1271150 AL D HERAMILEIZ B %4 L7V, & U TR Il 72 13RI Bk
" 5HHCT/Psi321 CFR 1271.10(a) D 4= C DHIWr FEHE A fi 7= L T e\, > T LD OHCT/PsIE,
PHS Act [42 U.S.C. 264]™section 361, 33 X 021 CFR Part 127107215 T, #fl &b b O Tidis

Uy,

Specifically, your HCT/Ps derived from umbilical cord blood or umbilical cord fail to meet the
criterion in 21 CFR 1271.10(a)(2) that the HCT/Ps be “intended for homologous use only, as
reflected by the labeling, advertising, or other indications of the manufacturer’s objective
intent.”? Because these products are not intended to perform the same basic function or
functions of umbilical cord blood or umbilical cord in the recipient as in the donor, such as
forming and replenishing the lymphohematopoietic system (for cord blood) and serving as a
conduit (for umbilical cord), using the products to treat arthritis or for cushioning joints, for

example, is not homologous use as defined in 21 CFR 1271.3(c).

Bz, EEOREEE M. (umbilical cord blood) & 5 U MIAE®R: (umbilical cord) A DHCT/PsiX. 21 CFR

1271.10(2)(2) DA DM LI & L TRV, ZOSEEL,  THCT/PsiX 275 (labeling) . JA75

Pharma Selutions Co.Ltd. VPR SCST W T &SV, SRS EC P HEELY &, Er e, Pharma-bio Futakami @
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(advertising) X3 HLiEE OFBIA72E X (manufacturer’s objective intent) % 783~ % DML D FRIRIZ L& HU
EREEROAEZRET S & LTWDHS, oot U o iRm0 (i
il O%E) | HEL L TO®RE (BRMoRE) 8, SRACIT DI i 3N o B AR
IPHEEER RS — LRI K HICREET Z 2B L WD, il x i3BEEiR Oiak IO
FREH & L CRLS A5 2 L id. 21 CFR 1271.3()ICEFE STV A AR H TidZev,  (F#

EBIZAIFIER (DeepL) DFRICITHL>T=, )

In addition, your HCT/Ps derived from umbilical cord blood or umbilical cord fail to meet other
criteria set forth in 21 CFR 1271.10(a). For example, your umbilical cord blood product,
XXXX, fails to meet 21 CFR 1271.10(a)(4). This product, manufactured from donated umbilical
cord blood, is dependent on the metabolic activity of living cells for its primary function and is
not for autologous use, allogeneic use in a first-degree or second-degree blood relative, or
reproductive use. Additionally, the umbilical cord derived products, XXXX and XXXX fail to
meet the minimal manipulation criterion set forth in 21 CFR 1271.10(a)(1) and defined for
structural tissue in 21 CFR 1271.3(f)(1). These products do not meet this criterion because your
processing alters the original relevant characteristics of the umbilical cord related to its utility

for reconstruction, repair, or replacement.

BT, B LD ML (umbilical cord blood) & 2 UMM AT (umbilical cord) FH3EMHCT/Psi, 21 CFR
1271.10(@)Z 7R AL TV DO PIWFEEHEIC B A LTV, il 2 1 E B kb oo s i 5 i O XXXX
21 CFR 1271.10(@)(4)IZi#H A L 72V, R — i) b G Sz Z o %, £ o R EkRE 4+ &
ML ORFNEIEIARAE L TR Y, BEMEM, —BF M E 72T RSk CoORFEEN, 2134
FEHRITOMAIITEH TE vy, S 51T, IFRFERORLE TH 5 XXXXE LUXXXX(E, 21 CFR
1271.10()(L)IZHLE S 4L, 21 CFR 1271.3(F)(1) 1A% E#A#k (structural tissue) & L TER SN TV D
INROERIERAEICHE G LTV, THbOREIX, Z OHBIEEIZEA L TRV, &V DI,
EFEONI T 1L (processing) (%, FFEE (reconstruction) , 1E1E (repair) & 5 \WMIfUER (replacement) (2
DWTOEDAHMMEIZEAL T, IR OASKROEE S L REZZEZ TN L1 HTH D,

With regard to your unapproved exosome product XXXX, we direct your attention to FDA’s
Public Safety Notification on Exosome Products, available at https://www.fda.gov/vaccines-
blood-biologics/safetyavailability-biologics/public-safety-notification-exosome-products

(https://www.fda.gov/vaccines-bloodbiologics/safety-availability-biologics/public-safety-

notification-exosome-products). FDA issued that public safety notification following multiple

Pharma Solutions Go.\td. BT T SRR S, BOCEC IHREE S, 30T, Pharma-sio Fuiakami (i)
l‘a:wl.?-vun—-:za:fx&itﬂi ERAEEETHY . & s“nhuﬂ nhuz\% LT A TFIABHY T,
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reports of serious adverse events experienced by patients who were treated with XXXXX.

EAEDOREGROT 7 V) — KUHIXXXXXIZEE L CiX, FDA®Public Safety Notification on Exosome
Products (Public Safety Notification on Exosome Products, available at https://www.fda.gov/vaccines-blood-
biologics/safetyavailability-biologics/public-safety-notification-exosome-products
(https://www.fda.gov/vaccines-bloodbiologics/safety-availability-biologics/public-safety-notification-
exosome-products)) & Z M A7V, FDAIL GREE @ E4to) XXXXX TR 252 T BB SRR L7
HERBEHOBEROBEITHE > T, ARZEMEICED S G« mEEmito) @A (public safety

notification) ZFITH CTH 5,

Most recently, you began marketing an exosome product, XXXX, for the treatment or
prevention of patients’ Coronavirus Disease 2019 (COVID-19). ?

Your https://eucyt.com/products/covixo/ website states “COVIXO drives cellular functionality
including augmenting the type 1 interferon pathway . . . that is important for anti-SARS-CoV-2
activity” and “[t]he unique mechanism of action for COVIXO enables each patient to generate
their own adaptive immune response against SARS-CoV-2, including memory T cells and

antibodies, which will further protect each patient from subsequent exposures and infections.”

DWERITIZ, &, i3 D Coronavirus Disease 2019 (COVID-19)DiR#EH 5 W X T hhiIc, —
7 — KB DOXXXX D ik % Bilhs L7 8, &tk Ohttps://eucyt.com/products/covixo/ D v = 7 A
MiE, RO X ITERRTND ¢ “XXXX GRiE : 2osttofig) X, #4710 2 —Tza
TEEE O R A B Lo MU RE A BREN 9- 57 . & LT “XXXX GRiE : Zoattoilds) ORFO/EROME
BOAT =X LE, FEBFIZSARS-CoV-2IC %t 5 B & O 0% i (adaptive immune response)
ARESED, ZHUUTAEY =Tl FUENE T, ZOHD GRIE : SARS-CoV-2icxtT 5 H &
D) MR L RYYEN D BEARIRET D L LTWnD,

These exosome products, XXXX™ and XXXX ™ (formerly known as XXXX ™) are regulated
as drugs and biological products under section 351 of the PHS Act and the FD&C Act and are

subject to premarket review and approval requirements.

ZNHDxT Y Y —LHF] (XXXXE . XXXX (AT FRIEXXX) ) (X, PHS Actand the FD&C
Act® section 351 O F TOEHK I L OVAEYFRYRE  (drugs and biological products) & L THifH|
ZTEY, HRATL Ea— L AGROERNEH SN D,

Please be advised that to lawfully market a drug that is a biological product, a valid biologics

Pharma Solutions Co.Ltd. BT T SRR S, BOCEC IHREE S, 30T, Pharma-sio Fuiakami (i)
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license must be in effect [42 U.S.C. 262(a)]. Such licenses are issued only after showing that the
product is safe, pure, and potent. While in the development stage, such products may be
distributed for clinical use in humans only if the sponsor has an investigational new drug
application (IND) in effect as specified by FDA regulations [21 U.S.C. 355(i); 42 U.S.C.
262(a)(3); 21 CFR Part 312]. None of your products are the subject of an approved biologics
license application (BLA), nor is there an IND in effect for any of them. Based on this
information, we have determined that your actions have violated the FD&C Act and the PHS

Act.

W ER AT & D E IR & BIEMIC RGBT 2 72121, BB W FROFF RIRE (valid biologics
license) 234N T2 AUE VT 22 [42 US.C. 262(a)], © D & 5 ZedFrlaibi, Magflgl Nz 2T,
BT, LTIl (potent) 23825 Z &35 Z L A VRES N RITHITIN D, BIREREICH 555
& T OREELE L. FDABAI[21 U.S.C. 355(i); 42 U.S.C. 262(a)(3): 21 CFR Part 312]IZH1i& £ LT U
5 X9z, FORMAENIRER A BE S (investigational new drug application : IND) % & > T\

L% ET, & M OERRAH D72 D2 S ZENHRD DO TH D, BEEOREGLDOEN—D
E LT, THEGERE A FRAAGR S (approved biologics license application : BLA) Dxtg b 72

STEBLT., FEEFNLOMABINDRARNE 2o TR, ZORFRICESITIE., EfoiE#E
IZ. FD&C Act (fihES G bbEiE) 8L PHS Act (84— xik) 1[OENKT H &, Fix
(FDA) &L T 5,

Additionally, during the inspection, FDA investigators documented evidence of significant
deviations from current good manufacturing practice (CGMP) and current good tissue practice
(CGTP)#, including deviations from section 501(a)(2)(B) of the FD&C Act and 21 CFR Parts
210, 211, and 1271. The deviations in manufacturing processes observed as well as those noted
in documents collected during the inspection indicate that the use of your products raises
potential significant safety concerns. For example, X (4:3%4) XXX’s deficient donor eligibility
practices, unvalidated manufacturing processes, deficient environmental monitoring, and
inadequate aseptic practices, as described below, pose a significant risk that your products may
be contaminated with viruses or microorganisms or have other serious product quality defects.

Additionally, there have been reported safety concerns with one of your products.

W, wEHIZ, FDAEZE 1L, CGMPIS L UICGTP(current good tissue practice)4 2> & ¢ B K 72 i

ORI ZFRERIZ & E T~ ZHITIZFD&C Actdsection 501(a)(2)(B). #5 LY CFR Parts 210, 211, and

Pharma Solutions Co.Ltd. WPIE ST I T &, uﬂif %:%‘Fﬁﬂ%%’&%é‘&x Fr©, Pharma-bio Fulakami @
ra?ww-vu;—-:xa:;x&atﬂi fERAKREECH Y . BPRRR, MET L THA T IANDY 7,
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12716 D@ NE TN D, BEPINESNEZLETRAONZZ LI TH DN, BEPICE
HancE e 20®M X, ERLOFERIC, BENRERRLZEEEOBREEZAELIEDL L
DTHD, Bl ZIIXXERE : EAXXD KGO S 5 R —mEIEFEAHEDTE Y J5 (donor eligibility

practices) . /NU T — RN ENTWARWELE 7 7 X (unvalidated manufacturing processes) . KFa0 & %

RIEE=41 7, BIOANEYRBEERBEOSLD L, Tl Hic, Stofgny A
VA B DHUWNT M THR STV D BRI, & D W EZ O o R e B 5 E D K ifa &2
Bonbniznet s, BERRUVAZEZFLTWS, B2, &tofiho—>Trathicxd s
BanHEInNTWD

At the close of the inspection, the FDA investigators issued a Form FDA 483 to you listing
inspectional observations, which described a number of significant CGMP deviations applicable
to all your products that were the subject of the inspection as well as significant CGTP
deviations applicable to your HCT/Ps. FDA has found additional significant deviations upon
further review of the information collected during the November 2019 inspection, as discussed

below. The deficiencies include, but are not limited to, the following:

LM TIFIC, FDABZEE L, AR TOEHOBIEFE Gk mrFH) ) A M 57201
Form FDA 483% %17 L 7=, ZhUciX, EtEOHCT/PsIZiiEH & 25 B ARZARCGTPEM TG D = & |
ER 2T EHRGOETICHEHIND . ZHEOERLRCCMPIER IR~ 5TV, FDAIL,
VAT Cagamd 2 £ 912, 2019F11H OELEPITINE LfBFROE LD L E 2 —I22oW T, BNk
HERLBMEZFHEALL TWD, TORMICIE, WOFEEPFZENLN, ZHURESNLD B DO TIE

VAAN

1. Failure of a responsible person to determine and document the eligibility of a cell or
tissue donor based upon the results of donor screening and donor testing [21 CFR
1271.50(a)].

XXXX is the establishment responsible for making donor eligibility determinations for
donors of umbilical cord blood and/or umbilical cord sourced from your supplier, (b)(4).
Although your firm receives relevant medical records, including a donor medical history
interview and a physical examination from your supplier, you have not determined donor
eligibility for the donors of umbilical cord blood and/or umbilical cord used to manufacture
your products. Since operations began in April 2018, your firm has failed to document

whether donors of umbilical cord blood and/or umbilical cord sourced from (b)(4) are

Pharma Solutions Co.Ltd, VPRSI C IR R &V, BRSO Ic P HZEEAE S, B,  Pharma-bio Futakami @
Fj'??)b?"f'}:.—‘:fﬂll'x%itf*i FERBNEETH Y | T RER, nb-ua)‘f LT A TIANHLY T,
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eligible.

NF—DR 7 Y —=V T RQYNF—7 X b ORERICESW- TR XTI/ N — @kt
(eligibility) ZIREL., XET BT DDOELEEDORE [21 CFR 1271.50(a)],
XX (#:45) XX, EAEOVT T A % —D(b)(4) D> bR S B 5 O U O K F—
2B LT R —m@t&ME (donor eligibility) DIREET 2 Z LIZEMEZA D figk Th 5, ErEITH
TIA X =6, RF—0OJREA # B 2 — (medical history interview) 35 X OMEFEZIT (physical
examination) % &de, BIET 5 ERGIEREZZHE L TV DI H b b, St 2 iiE+ 57
DI T 2 R MR O U D R —I12 oW T D R — & DT E 217 > TR,
20184F4A H IR 2 BRMA L C LISk, BRI, (D)(4)7 6 HERE S 72 s il K OV S # o K —
WIS TH DN E D MaEILELL TR,

2. Failure to screen a donor of human cells or tissue by reviewing the donor’s relevant
medical records for risk factors for, and clinical evidence of, relevant communicable
disease agents and diseases [21 CFR 1271.75(a)].

FDA has identified Zika virus (ZIKV) as a relevant communicable disease agent or disease
(RCDAD) under 21 CFR 1271.3(r)(2); therefore, review of relevant medical records, as
defined in 21 CFR 1271.3(s), must indicate that a potential donor is free from risk factors
for, or clinical evidence of, ZIKV infection for the purpose of determining donor eligibility.
The DT-001 Form 4 “Donor Risk Assessment Interview” your firm receives from its
primary cord and cord blood supplier, (b)(4), does not adequately assess a donor's risk for
ZIKV. We note that (b)(4) is located in (b)(4), which has been identified by the Centers for

Disease Control and Prevention as an area with current or past transmission of ZIKV.

MBS S YRR DOIRIRES L OBRE ] OFEREFCERIFEILIZ DWW T o R — 0B
THEBRERO L Ea—%T5Z LIV, b MIBRE IO FF—DR 7 Y —=0 7%
+5Z Lok [21 CFR 1271.75(a)]
FDAIZ21 CFR 1271.3(r)(2)®> F T [RHH 4 2 {n Yk B OJRIR AT L ORI (relevant
communicable disease agent or disease : RCDAD) & L C. Y B U A /LA (Zikavirus : ZIKV)ZHEE L TV
%o 3 TP Z 21 CFR 1271.3(s) THIE SN TV 5 K 9 2Bl 2 [ RidkO L B = —(X, R
— L RVGD AR AR OF DN, R — DML IRET 5 HRID 2T, ZIKVIEGED U A 7
K+ & 2 WITERIRAVRERL A & 72 72V 2 & 2R S22 T UER BV, B b FZ AR - JER il
A E N DZITED DT-001 74— 4 T RF—U 273 lim#] (b)(4)ix. ZIKV (2325 F

Pharma Solutions Co.Ltd. BT T SRR S, BOCEC IHREE S, 30T, Pharma-sio Fuiakami (i)
l';w}w- Y )a—ianXHkAed MRARETHY ., BHTHER EELLTEA TIZANH 7,
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T =DV A7 435I L TRy, Fx GRIE: FDA) 1. (0)A)DO)@)IAE L TS Z
AR DI WNTZR Z ZIIZIKVOBAER X OB E DB N & - 7-#ilk & L TCDC (Centers for

Disease Control and Prevention : 7 X U i FRIEH Y %) DFEFEL TWAHETTH 5,

3. Failure to establish and maintain procedures for all steps performed in testing,
screening, and determining donor eligibility, and complying with all other
requirements of Subpart C “Donor Eligibility” in 21 CFR 1271.45-1271.90. “Establish
and maintain” means define, document (in writing or electronically), and implement;
then follow, review, and as needed, revise on an ongoing basis [21 CFR 1271.47(a)].
Specifically, your firm failed to establish and maintain procedures for determining donor
eligibility to adequately and appropriately reduce the risk of transmission of relevant

communicable diseases.

R, 227V —=v7, RO FF—0@BREOREICB VW TETEND TR TOFIEZHIE
L. #e#] L. [21CFR1271.45 — 1271.90Subpart C “Donor Eligibility” ® % DftLd4£T D
ERICHEAET 5] ZLoXm, “HIEL. #¥FF9 5 (Establish and maintain) ~& 1%, (GE#T
20, HENIEBTFHINC) XEL. 2L TEBT D ; RITENZHEN, LE2—L, LEIZ
I CTENERGRRICHET T 5 2 L 2B%RT 5,

BARBGICIE, B, BIET 2RY9R ORYL Y R 7 2o i KT S e dic, R —
DAV RTEST DO DFIMEZ ML L, #FRT 52 LITRERH 2,

4. Failure to establish and follow appropriate written procedures designed to prevent
microbiological contamination of drug products purporting to be sterile, including
procedures for validation of all aseptic and sterilization processes [21 CFR

211.113(b)]. For example:

BERTHLHZ a2 AR E T 5 ERLOMEYFERTEYZ DI 5 T2 DICRE SN 22 30E
fESNIZFNAZMSLL, THITHED Z EDORA, ZHUTE, T TOEEBRIER L OWE 7 &

TBADONYF =g COFIEEEFTe [21 CFR 211.113(b)], = Bl 21X,

(R¥E) Sec. 211.113 Control of microbiological contamination. (/475 Y44 #)

(b) Appropriate written procedures, designed to prevent microbiological contamination of drug products purporting to
be sterile, shall be established and followed. Such procedures shall include validation of all aseptic and
sterilization processes.

(b)y  (EHEB L OEFREFE T B2 ZADNY F =g 0)
M2 By & T 2 EIEGOMEMIB Y28 < X 2 ICRRE & vz, 72 FIEE 2 ERk L.

Pharma Solutions Co.Ltd. WPIFSCIT T I F &V, RSUIRICHEMAEE G, £, Pharma-bio Futakami @
l';?ww- Y a—ianXEREd MREARETHY . BPRER, BEXZLTEA T IABDHY £,
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5.

D

INEMSFTH L,
2O X5 RFIECIT, BHEHBEE TR EABLORE T B E 2O F—va v 2 G L,
A. The aseptic processes used to manufacturer your products, XXXX™ XXXX™,

XXXX™ XXXX™ and XXXX™ have not been validated since manufacturing
operations began in April 2018.
EAEDRLELDXXXX™, XXXX™ XXXX™, XXXX™, and XXXX™ % filit4-2 7= |2 ff
AT 2 BEEBRET 0t 2%, 20184 4 A IS ESE A BItA L CLk, U F— FA3 &
TR0,

Based on your product labeling, these products purport to be sterile and are expected
to be sterile.

Bito®GOFRIZEUT, ZNOORANTEFRTHL Z L2 AMLE LTEY, 2o
BE LT 52 RSN TN D,

B. Written procedures have not been established and followed for gowning.

BARICBEA L TFIEEZHIE L. TIUIHE> TWL7RYY,

C. During the inspection, FDA investigators observed personnel practices that do not
adequately protect against microbiological contamination of your products, including
operators with exposed skin and hair, as well as non-sterile gowns, gloves, bouffant
caps and shoe covers.

A2, FDABEE T, EHIEOBEIEYICR L Cil) -
(AR AT > TR WEZEE O1TE) (personnel practices) 7%

BT, ZHICIE, EEEO T v F4E bouffant capsts L
Ot N—DEMPEEND,

Medical bouffant caps

Failure to have an adequate system for monitoring environmental conditions in an
aseptic processing area [21 CFR 211.42(c)(10)(iv)]. Specifically, your firm has not
established an adequate system for environmental and personnel monitoring in the aseptic
processing area where the products are manufactured. Only (b)(4) step of processing is

monitored (b)(4) with settle plates.

BEREERCEID T EARBTOREE=F ) VI EEOD OB R AT A RO L
DA [21 CFR 211.42(c)(10)(iv)].

BRI, Bfiaiin 2 W& 2o BEBRIEO 7 n £ AT, BEL LUt FoT=4

Pharma Solutions Co.Ltd. WPIFSCIT T I F &V, RSUIRICHEMAEE G, £, Pharma-bio Futakami @
FFNT I )a—tav kA ERt RAREECTHY . MTRER, BMEBELTHEA T IARDY £,
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U 7 Ow) ey A7 AEFIE L TV e, ME— 7t ZAOXXXXD AT v 7%, % T E AR
%

TXXXXDBE=HF —ZNTW 5,

FREE : Sec. 211.42 Design and construction features.  (FXFt3 L OEE&ERFE)

(c) Operations shall be performed within specifically defined areas of adequate size. There shall be separate or defined
areas or such other control systems for the firm's operations as are necessary to prevent contamination or mixups
during the course of the following procedures:

()78 R & OAFZEOfER)

TEZEIL, HREICHE S e K& SR OEERMNTERT 2 2 &, LT OEETIAZ i 7 5 B
2. 1B E 72 imlu BRI T OB, ZTOREOIEEL L TONEELT=H 2 WITHEICK Sy Lz
Kik, HHWNE, TOL I REB AT ANFHETDHZ &

(10) Aseptic processing, which includes as appropriate: i, DL F % G e S AR T
(iv) A system for monitoring environmental conditions; ERBiZcfFOE =4 U v VAT L
6. Failure to establish written procedures for production and process controls designed to
assure that the drug products have the identity, strength, quality, and purity they
purport or are represented to possess [21 CFR 211.100(a)]. Specifically, the
manufacturing processes for your products have not been validated.
EEREME, ENORERLTWS, EREFFAT L ERESN TSR, Hffi, B8, B
FUOMEEZFT DI LZRIET D L) ICRF SN REB L OCIREEDO - D DFIEE L
35T & DR [21 CFR 211.100(a)],
BRI, B ORGE TRABRGES L TH7R,

FR¥E : Sec. 211.100 Written procedures; deviations.  (FJIEE - #fi)

(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.

(i3 L OV 1k AR P JE )
FER LT v AFHIZ O T, E%&Nﬁ*ﬁ?b FIRALTND B L TWHEIEME, /)
fli. WE. BIOWIELZFFSOZ LAHRIETE D L) TGSz, BEB IO r e AEHOZDDOF
NEER DD Z &, ZDOXIRFIMEFTIX 20 bL TR—= FTOBEMET R TOESAAENTND Z &,
TS FIEFEIT, e Z ”TE%‘)%).%&)T BWE)ZREMARREL, LEa—L, KRTHZ L, £
T, WEEEE (QCU) A bEa—L, KFEHTDH &,
7. Failure to establish and follow written procedures describing in sufficient detail the
receipt, identification, storage, handling, sampling, testing, and approval or rejection
of components and drug product containers and closures [21 CFR 211.80(a)]. For

example, there are no written procedures describing in sufficient detail the criteria for

Pharma Solutions Co.Ltd, VP T DHIE T S, SO S EE A S . B,  Pharma-bio Futakami @
l‘a:ww-vun—-:xa:xx&itﬁﬁ WREBREETH Y . VPR, B LTHA 7 AR 0 £
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approval or rejection of incoming umbilical cord blood and umbilical cord.

WG R L OEREMOERB I URO, ZHE, FE. RE. BEW\, 7V 7 BLO
AKBH HVIEFEH O+ R RFHEMS CTRRCTWDFIEZEEZED. TR & L DXBE[21 CFR
211.80(a)],

B ZIE, AT L C & 7B 36 K O DGR £ 72 13RI O 2 -+ 43 I ZREMIC R L7230
LS FNED 720,

SR : Sec. 211.80 General requirements.  (—fi%%i{f)

(a) There shall be written procedures describing in sufficient detail the receipt, identification, storage, handling,
sampling, testing, and approval or rejection of components and drug product containers and closures; such written
procedures shall be followed.

(A Dz N« iR &)

JOE RS Sy & R A SR B L UPHZEROZIT AN, #EGE, RE, Bk, 7Y 7 MRB LT
FEAICREIR L7e FIEEZH A TV D 2 &,

AT HOWT, R s IND PIAEZNASFT 5 Z &,

8. Failure to establish and follow written procedures for cleaning and maintenance of
equipment used in the manufacture, processing, packing, or holding of a drug product
[21 CFR 211.67(b)]. For example:

EIRBOBME, ML, A, H5WVIIRECERAT IEEOBERLLRECEL COFIEEL
B, THITHED Z L DXRME[21 CFR 211.67(0)],  #l 21X,

FR¥E : Sec. 211.67 Equipment cleaning and maintenance. CHEE DOT5EL & R42)

(b) Written procedures shall be established and followed for cleaning and maintenance of equipment, including
utensils, used in the manufacture, processing, packing, or holding of a drug product. These procedures shall
include, but are not necessarily limited to, the following:

(U RR i O A2 PR RN )
ERGORE, L, WL, FIMRE TEHNT 2B 2 B 0RIE 2 e LIRS T 72D O FIEEZ(F
L, ZHAEMESFT S8, ZALFIEET, UTOFERATRT 22 &, EL, ZARETICRES
o HD TR,
(1) Assignment of responsibility for cleaning and maintaining equipment;
BAROVE L R BEDBELOFI Y 4T ;
(2) Maintenance and cleaning schedules, including, where appropriate, sanitizing schedules;
PRt JOWEA HRERHE, 72 5 NSRS T 2581213, THHbIEE DRt E 2 & e

(3) A description in sufficient detail of the methods, equipment, and materials used in cleaning and maintenance
operations, and the methods of disassembling and reassembling equipment as necessary to assure proper
cleaning and maintenance;

PATFIZ DWW T OFEM 72 5ok

C PR O ONCIREERE TN 32 715, &, 3 J Ol

Pharma Solutions Co.Ltd. WPIFSCIT T I F &V, RSUIRICHEMAEE G, £, Pharma-bio Futakami @
l';www- Y )a—ianXHkAed MRARETHY ., BHTHER EELLTEA TIZANH 7,
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- R BEV & IR B IRAET D T2 DS B TR O o iR & BT ik
(4) Removal or obliteration of previous batch identification;
FATLIEANy FORRD, BREETITHE

(5) Protection of clean equipment from contamination prior to use;
R R 2 £ THLE AR5 2 &

(6) Inspection of equipment for cleanliness immediately before use.
fEFECRTIS . B0 OTF 2 R T 5 2 &

A. Your firm has not adequately established and followed written procedures for cleaning
and maintenance of the (b)(4) Biological Safety Cabinets (BSCs) used to manufacture
your products:

Ethid, EftoRLE 2 RTET 2 72 012 H 9 5 (b)(4) Biological Safety Cabinets (BSCs) D51k
ERBIZOWTOFIEZFLZHEUNIHIE L. 2> TWRN,

I. Your firm failed to validate the cleaning process for your BSCs.

HiEL, BSCsDOIEF L )71E (cleaning process) % /N1 5 — kb L TR,

ii. Cleaning with (b)(4) is conducted (b)(4) of a BSCs; however, your SOP entitled “Use
and Maintenance of (b)(4) Biological Safety Cabinet” does not require cleaning in
between the manufacture of batches.

(b)(4) TDIEHHEABSCS TITHOI TS, 5 LinLZan s, &t “(b)(4) Biological
Safety Cabinet>fi 1] & E¥Hb” B9 5 FIEE (SOP) 1L, Ny FOREDRITO Gk : A
v F O B O) THEHEZ ZR L T,

iii. Your firm does not maintain cleaning records.

BALIITEAH L ORSERE 2 RFF L TUh7ewy,

iv. There is no data or rationale for the cleaning agents used or their rotation.
L CTWOIEEEA GuUE - w#A) HDWEEDOr—T— 3 SIZEAL T,
T — 2 % DI A BRG] (rationale) 23FAE L TUMRLY,

v. Expired (b)(4) were observed being used to clean BSC #(b)(4) after production of
XXXX™ (Donor ID #(b)(6)) on (b)(4)(b)(6).
(b)(@)(D)(B)ITDUNT DXXXX™ (Donor 1D #(b)(6)) DHLiE% . BSC #(b)(4) & 1595 D
2. AR D(b)(4) GRiEx : Bb L HFAOAR) ZHHL TWDH 2 E2BlE LT,

B. Your firm has not adequately established and followed written procedures for cleaning and

Pharma Solutions Co.Ltd. WPIFSCIT T I F &V, RSUIRICHEMAEE G, £, Pharma-bio Futakami @
l';?ww- Y a—ianXEREd MREARETHY . BPRER, BEXZLTEA T IABDHY £,
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maintenance of the cutting boards used in the aseptic processing of umbilical cord. On
November 13, 2019, cleaning of a plastic cutting board in the eye wash station was
observed.

B, P OREBEIC L DM T AT 20 AR — K (cutting board) DiEHH L & Heks
WZOWTOFEZEZBEUNHIE L, ZIUES TRV, 2019F11H13HIZ, HEIEA T —
2 YNTT T AF v 7 BOGIHR— ROBHFE1To T\ D Z & &R LT,

9. Failure to thoroughly investigate any unexplained discrepancy or the failure of a batch
or any of its components to meet any of its specifications whether or not the batch has
been already distributed. [21 CFR 211.192]. For example, from April 2018 to November
2019, your firm failed to thoroughly investigate 152 sterility failures. The overall failure rate

per product ranged from approximately (b)(4)%.

FHENTWARWETOR—EL (unexplained discrepancy) 2. 23w F BRI HAF EN 72BN
bHT. Ny FHBNIEEDRFRESBDE DRI RER TH - BRI RELRTS
DK [21 CFR 211.192],

Bl 21 E, 20184F4 A 7> 520194F11 7 £ TOMIC, HthIX1520F D MEE AR & & +/0ICid LT
WU, B 7 ) O RPN . KO D%DHEFIZ - T,

FRYE : Sec. 211.192 Production record review. (HLiEE048% 0 BA)

All drug product production and control records, including those for packaging and labeling, shall be reviewed and
approved by the quality control unit to determine compliance with all established, approved written procedures
before a batch is released or distributed.

TRTOERGO/E - FEGEEHR (ZHUCTadEl KORMMEEICK T 2 HREREL T 13 Ny T
Z tHr £ 72 iﬁﬂ%ﬁ‘éif&:&gﬁﬁﬁﬂﬁ%) TEW B LT HKGE {?—‘r%k(fﬂ: B ZIE A L Cu Z WA
LHERS 2 Z &,

Any unexplained discrepancy (including a percentage of theoretical yield exceeding the maximum or minimum
percentages established in master production and control records) or the failure of a batch or any of its components
to meet any of its specifications shall be thoroughly investigated, whether or not the batch has already been

distributed.
f*‘ﬁ%GDQLIfo R—% (ZHICiE~ A Y — OIS E B EE T SN KRB X O/ NE 042 i
RINEDEDREET) | Iy FE T ORG OBKICEAT D 2 & ORBUE, Y%

“/7’“7J>E5E CHRLE STV D NENIhD 6T RREZ+o#HEdT 22 &

The investigation shall extend to other batches of the same drug product and other drug products that may have been
associated with the specific failure or discrepancy. A written record of the investigation shall be made and shall
include the conclusions and followup.

JFRFRAL, R—ERLOMD Ny F [ BROYEAEE IR L FET 50 b A ioE
CMAEZILET 2 2 &, FRMEORSCEZER L, Zhidime 7+ 0 —7 v 7 &7l T 5 2

L.
Pharma Solutions Co.itd, SASOCIET SHI TS D, O G b, 3T, Pharmadio Fuakani @
l‘a:wl.?-vun—-:za:fx&itﬂi fEFRSINEECTH D | whaﬁ Bx LT LT IARDY FT,
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i. The contaminating organism(s) were identified, but your firm destroyed these batches
without conducting thorough investigations. Organisms included: Acidovorax
temperans, Clostridium perfingens, Enterococcus faecalis, Escherichia coli, Gram

positive cocci, Gram negative rods, Klebsiella pneumonaie, Kocuria varians, and

Streptococcus.
Gz 2 LTy (BEHD 2 VI35 IXRE AT > TWhieny, Bt Hokiidz

1THo2 L, ZNEDONRyFEFER L, ZOHEREITZ, LTODOLORE TV
7o o GRIE : —EOEREICWebD Y > 7 241 L7 ¢ 2020.07.20534F)

Acidovorax temperans  Clostridium perfingens  Enterococcus faecalis

Escherichia coil (kj5E) ,  Gram positive cocci (77 ARGPEERE)

Klebsiella pneumonaie Gram negative rods (77 AFEPEREE)

Kocuria varians Streptococcus CELEHER )

ii. Corrective or preventive actions were not implemented.

TEIEHTE S 5 WIT PHHFE M THhL Ty,

iii. In one instance, your firm failed to thoroughly investigate the failure of a lot (Lot #
(b)(4), Donor ID #(b) (6)) to meet specifications after a sterility failure for E. coli. The
firm discarded the lot without conducting a thorough investigation that extended to
other lots manufactured the same day ((b)(4)(b)(6)). Another lot manufactured that day
(Lot #(b)(4), Donor ID #(b)(6)) was later associated with a report of a patient testing
positive for E. coli.

b oHEHITIX, EfiZm v &S (b)(4) (Donor ID #(b) (6)) 7% (FRik : 54478 E. coli

(RIGHE) TOEEENESR. TAPHKICNES Tho72Z LI L CoORE % £
IZAT > T ey, HfE, WU HICRIE L7z ftiom v & ((b)@)(b)(6) (ZHEE L ToOF#
BITHZ L, Zouy MEREHE LT, T HICEE Lo » b (Lot #(b)(4), Donor
ID #(b)(6)) 1%, E.coli (KiFH) ttEDRF OHE & R %2 LT,

10. Failure to establish and follow a written testing program designed to assess the stability
characteristics of drug products and to use the results of such stability testing to
determine appropriate storage conditions and expiration dates [21 CFR 211.166(a)].
For example, your firm assigns a two-year expiration date without supporting data for your

XXXXT™ XXX X™ XXX X™ and XXXX™ products.

Pharma Solutions Co.ltd. DRSS T W F &, RO M AR &, KT,  Pharma-bio Fuiakami @
r;77}lo"?- Ya—iavZHd s WRPRETHY | BTHR BEZLTHA T IARDY £,


https://en.wikipedia.org/wiki/Acidovorax_temperans
https://ja.wikipedia.org/wiki/%E3%82%A6%E3%82%A7%E3%83%AB%E3%82%B7%E3%83%A5%E8%8F%8C#:%7E:text=%E3%82%A6%E3%82%A7%E3%83%AB%E3%82%B7%E3%83%A5%E8%8F%8C%EF%BC%88%E3%82%A6%E3%82%A7%E3%83%AB%E3%82%B7%E3%83%A5%E3%81%8D%E3%82%93%E3%80%81%E5%AD%A6%E5%90%8D,%E3%81%A7%E3%81%82%E3%82%8B%E3%81%93%E3%81%A8%E3%81%8C%E5%A4%9A%E3%81%84%E3%80%82
https://ja.wikipedia.org/wiki/%E3%82%A8%E3%83%B3%E3%83%86%E3%83%AD%E3%82%B3%E3%83%83%E3%82%AB%E3%82%B9%E3%83%BB%E3%83%95%E3%82%A1%E3%82%A8%E3%82%AB%E3%83%AA%E3%82%B9#:%7E:text=%E3%82%A8%E3%83%B3%E3%83%86%E3%83%AD%E3%82%B3%E3%83%83%E3%82%AB%E3%82%B9%E3%83%BB%E3%83%95%E3%82%A1%E3%82%A8%E3%82%AB%E3%83%AA%E3%82%B9%EF%BC%88Enterococcus%20faecalis%EF%BC%89,%E5%95%8F%E9%A1%8C%E3%81%A8%E3%81%AA%E3%81%A3%E3%81%A6%E3%81%84%E3%82%8B%E3%80%82
https://ja.wikipedia.org/wiki/%E3%82%AF%E3%83%AC%E3%83%96%E3%82%B7%E3%82%A8%E3%83%A9%E3%83%BB%E3%83%8B%E3%83%A5%E3%83%BC%E3%83%A2%E3%83%8B%E3%82%A8#:%7E:text=%E3%82%AF%E3%83%AC%E3%83%96%E3%82%B7%E3%82%A8%E3%83%A9%E3%83%BB%E3%83%8B%E3%83%A5%E3%83%BC%E3%83%A2%E3%83%8B%E3%82%A8%EF%BC%88Klebsiella%20pneumoniae%EF%BC%89,%E3%81%8B%E3%82%89%E3%82%82%E6%A4%9C%E5%87%BA%E3%81%95%E3%82%8C%E3%82%8B%E3%80%82
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ERLOREMDOREZFMAOT 272DD0RBR TR T LAEHIEL, TSI Z L] BIW
(B 72 R St L HRHHARR (expiration dates) ZIRTET B720OIT. FDORBREEHRBROME R
EEHATAHZ L] ORI [21 CFR 211.166(a)],

Bl Z 1L, BAEDOXXXX™ XXXX™ XXXX™ 33 T8 XXXX™ OHELE A HIIE B A7 2 2+
5T — 2PN EFIC, 2FEMOFDREZZEL TND

SR¥E : Sec. 211.166 Stability testing. (22 & k)
(a) There shall be a written testing ~ “Z VRl 7" 10 77 L0 FlAE

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:

B OBZEEOREENFMECE 2 L) It SNl e 77 AR CEfLEhTnbdZ s, 2D
X9 7z EERBR O BT, WY AR *fﬁlﬂiacLU{sEH%ﬁMi@&m AT 28, XL ER=T
B HEH =&y FLTEDOFIEITIRO - E2ETLZ L,

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

WeERtH 72 W A C S < B T X LR, Zhuid, REMEOZ LR HEEEZRIET 572
WZCRBR T D B HFFEIC DWW THRET 5 2 &

(2) Storage conditions for samples retained for testing;
RO DITRE L TH DY TV ORGEM

(3) Reliable, meaningful, and specific test methods;
FHTE, BERRHV | & L TREMEZ R ORBRIE ;

(4) Testing of the drug product in the same container-closure system as that in which the drug product is marketed;
EEGEN RSN TV DO L[ U Ed-ife s A7 A TOEERORER ;

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

FAAIREIZ (TVLOFRIBY ) RS S ERLORER, £ &I, FERICFERERRE OEHSL O
R,
11. Failure to establish and follow written procedures describing the handling of all

written and oral complaints regarding a drug product [21 CFR 211.198(a)]. For
example, your firm has not established and followed written procedures that describe a

process for documenting and investigating complaints.

EERCELT, 2TOEERBIUREICL2FFEORBWER_T-FIEEZHE L, £ 2I1H
9 Z EIZDOWTOKRE [21 CFR 211.198(a)],

PIAIE, B, B2 CE L LA T 2 FIHEZ R~ FIEEZHIE L, £hISiE-> T
Uy,

FR¥E : Sec. 211.198 Complaint files.  (FFALELETEE)

S

Pharma Selutions Co.Ltd. VPSS C I S, IS HEES S, Exc, Pharma-bio Futakami @
l';w}w- Va—ia A& MRVNETDHY m“haﬁ\ % LTHATIANRDY £,
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(a) Written procedures describing the handling of all written and oral complaints regarding a drug product shall be
established and followed. Such procedures shall include provisions for review by the quality control unit, of any
complaint involving the possible failure of a drug product to meet any of its specifications and, for such drug
products, a determination as to the need for an investigation in accordance with 211.192. Such procedures shall
include provisions for review to determine whether the complaint represents a serious and unexpected adverse
drug experience which is required to be reported to the Food and Drug Administration in accordance with 310.305
and 514.80 of this chapter.

(G155 AL PR AR S O )

IR T 2 BERB L ONETOT X TOFEOR Y W2 5tf LI FIEEEZER L, e lsrd

i, EDOX ’)fe:it-lﬂﬁééi RS2 O] & O BUSIZ A LW IFIc B LT, u“u”“‘ﬁfiﬁﬁﬁﬁ
(QCU) MLt a—2T5LHEAEGDLZ L, TOL I ZREFRMICEL T, §211.192120t -~ =74

BUETHDHLEDOFEEGDDHZ L, TOXH RTIAICIE, YEEHENEZBE LT, EHENAENAR

@ § 310.30545 L U'514.801Z%E > TFDANH S IR & TN OHEMIC L 5 TSN O R EFELRREREZRE L T
LINEIIMEHETOREEEDDL L,

O DRI

12. Failure to test your non-penicillin drug products for the presence of penicillin although
a reasonable possibility exists that the non-penicillin drug products have been exposed
to cross contamination with penicillin [21 CFR 211.176]. For example, penicillin was
used in an (b)(4) during the manufacture of XXXX™ and XXXX™ from (b)(4) to (b)(4)

and there is no documentation that testing for penicillin has been performed.

FHER=VY VBIRIBR=V Y L DOREFRICE D SN TS LW ) BB RFREMENEFET
BT bT, BHEDER=V Y VRIFIOR=V Y VOFEERELRP o, EWVIHIR
f& [21 CFR 211.176],

B Z1E, (b)) 5 (b)(4)FE TOXXXX™ 35 LT XXXX™ pfilihdiz, (b)) TE= 1 i
RSN TNDR, R=v U SO TORENFEM SNz &) XET, FEL THRY,

SR : Sec. 211.176 Penicillin contamination. («~2=3/1 »{54y)

If a reasonable possibility exists that a non-penicillin drug product has been exposed to cross-contamination with
penicillin, the non-penicillin drug product shall be tested for the presence of penicillin. Such drug product shall not
be marketed if detectable levels are found when tested according to procedures specified in “Procedures for
Detecting and Measuring Penicillin Contamination in Drugs," which is incorporated by reference. Copies are
available from the Division of Research and Testing (HFD-470), Center for Drug Evaluation and Research, Food
and Drug Administration, 5100 Paint Branch Pkwy., College Park, MD 20740, or available for inspection at the
National Archives and Records Administration (NARA). For information on the availability of this material at
NARA, call 202-741-6030, or go to:
http://www.archives.gov/federal_register/code_of_federal_regulations/ibr_locations.html.

FEAR= Y VRN =Y N X DA XGFYT & B ST &0 ) FY 7 (reasonable) 7¢ FIREME S FFAET
HIGE. FOIER=2 ) SRR = ) COIFEFEICOWTERRT S 2 &, B L. “Procedures for
Detecting and Measuring Penicillin Contamination in Drugs' (Z #uld, 3CikE L CTHIA L72) ICHE STz
B> TRBR L 72 & &, BRI LUV TRWESAUE, 20 X9 REEGIE, TRLRNT &

SCHEROD = B,

AU =T NIN20740T1 Ly X=X R T T FR—2 7 = A 510018 & % FDADCDERDHF

Pharma Solutions Co.itd, BT T SRR S, BOCEC IHREE S, 30T, Pharma-sio Fuiakami (i)
l‘a:ww-vun—-:za:fx&itﬂi fEFRSINEECTH D | whaﬁ M LT LT IARDY FT,
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0

- RBREN(HFD—470)2> b AT T 520, b L IXALELHEIT (NARA) THRETHIZAT T
%, NARATZ DERIN AT TE 5008 9 I DIFHRIZHOWTIL, 202-741-6030~EFET 55, b LI
http://www.archives.gov/federal_register/code_of federal_regulations/ibr_locations.html.~7 7 £ 2425 Z & |

13. Failure to prepare batch production and control records that include documentation of
the accomplishment of each significant step in manufacturing, processing, packing, or
holding [21 CFR 211.188(b)]. For example, the aseptic processing steps described in your
SOP entitled “Processing and Storage of Umbilical Cord Tissue - (b)(4)”, were not
documented to assure that all steps were performed as directed, including the total time of
the (b)(4).

Ny FREEEBETLEE OIERII T 5 K, ik, BEE L, 2D 2 WIRE T
HERRAT vy 7ORTICETINEBREN TS, [21 CFR 211.188(b)]

Bz, TR AE-(0)(4) DALER &S & RE SN 7-SOPIZRLER SN 7= MEEREO I T AT »
71, O)@)DOEERFEAZE D, TRTOARAT v IRERBAV ICETINZZ L2 RIET 5 2
& DOICEAL GRIE : BEIFEER A RRAT WA (K2Y) DD T,

SRIE : Sec. 211.188 Batch production and control records. (/N FHiE ks L O HLETER)

(b) Documentation that each significant step in the manufacture, processing, packing, or holding of the batch was
accomplished, including:
(WEEA I LIz Z L o3 k) Ny Folld, L, w2, £003RE COEBEREM I LIZHE L
BOICHEm LI LOXFEL, ZHICEUTOLOREEND ¢

(1) Dates;
S|

(2) Identity of individual major equipment and lines used;
) U 72 il 2 0 Z2ERR i 36 KON A o Ol

(3) Specific identification of each batch of component or in-process material used;
I U 72 OBk Ay & 7o i3 i IS 0 4% % 5 0 BLAREY 7258031

(4) Weights and measures of components used in the course of processing;
INLoaFRECRE U7z Rk oy D Hfds L O &

(5) In-process and laboratory control results;
TRENEFHEB IO TOFEORME ;

(6) Inspection of the packaging and labeling area before and after use;
il FH AT T 36 1T 2 0L AEF R AFZE DI D At SR

(7) A statement of the actual yield and a statement of the percentage of theoretical yield at appropriate phases of
processing;
I T80 75 Be s ¢ oD FE X (actual yield) D & . BEERUE D /S —F T — 2O T O

(8) Complete labeling control records, including specimens or copies of all labeling used;
SERTRRE B SR (1abeling control records), ZAUIZIXMEH L 724 ToOERTY(labeling) D A S 5
WEa v —%&5Ete

Pharma Solutions Go.\td. SASOCIET SHI TS D, O G b, 3T, Pharmadio Fuakani @
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(9) Description of drug product containers and closures;
[EE G O IRE L OPHE R o ftak

(10) Any sampling performed;
FhiLi=E2ToYh 7Y T

(11) Identification of the persons performing and directly supervising or checking each significant step in the
operation, or if a significant step in the operation is performed by automated equipment under 211.68, the
identification of the person checking the significant step performed by the automated equipment.
EEDOREBEEMEZIT 5 AB L OEHEEE T 5 A0, 720X, b LIEEOEERT v 73§
211.687D FIT & % HEMUARERIZ L - TIThN D D ThiUuL, FO HEMEERERIZ K-> TThN A EHE
ATy T F v LI NOiR,

(12) Any investigation made according to 211.192.
§211.19212 L7223 » CTHEMi L 7= 74

(13) Results of examinations made in accordance with 211.134.
§211.13412 L7228 > CHEM L= BRE OFE R

We have reviewed your written response, dated December 10, 2019, to the inspectional
observations on the Form FDA 483 issued at the conclusion of the inspection. We
acknowledge your commitment at that time to quarantine all products processed from
HCT/Ps recovered in Zika risk areas, and to accept only HCT/Ps recovered within the
continental United States. We also acknowledge your commitment to implement corrective
actions for the CGMP and CGTP deficiencies documented on the FDA 483; however, the

adequacy of all corrective actions will need to be verified during reinspection of your firm.

Fex (FDA) 1. 20194E12 10 H AT 0 B ALRIZE (BZE O THF A THL) S 7-Form FDA 483
DOEZIFOBEFHICEDLMEE) 2l a— Lz, L, TORERT [PHEO U 27 D
B B X TR S AIZHCT/Ps/ HALEE U 7= 2 CoORL 2R L7-2 &) BLO RREALANT
Y SAVTZHCTIPSIN D DHRMNENEZ T T2 L OE-Oa Iy AN GRik : B $HEITTH &
VI RNEELZRTERN) AZHELEI L ERDL DO TH D, FxldEl, LFLOFDA483ICE
MITZCGMP B8 XY CGTPRMAIZ DWW TIRRIERNE 2 T 5 L DEhDa Iy M AV M &%
L EZRDLLEDTHD, ; LLENL, 2 TCOREHENEYTH LT, Efho
BERAZELCHERTILERD D,

During a subsequent FDA investigation at your firm, conducted from February 19 through
February 20, 2020, our investigator confirmed that your finished product inventory was
under quarantine and remained the same as the finished product inventory documented at

the conclusion of the November 12 through November 21, 2019, FDA inspection of your

Pharma Solutions Co.ltd. WP T T R S0, OIS HMMAFEL G, BT, Pharma-bio Fulakami @
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firm. At the time of the February 2020 investigation, you stated that you had not shipped or
destroyed any finished product since the conclusion of the November 2019 inspection.
Further, you represented to FDA that, as of February 20, 2020, no product had been
distributed from XXXX since November 21, 2019.

Z DB OEMTOFDAREE (202042 H 190 2> H20H IZ5EHE) HICFx OELEEIL, K&l
DIEFENFFHERIE FICH VD . FDAN LA A EE L 7220194511 H 12 A 2> 521 A O #& T R CRid
SNTEMEHGIEREFLEETho72 2 & 2R L7, 20204F2 H &R R C, HhiX
20194F11 A O AL DR T LR, Anfaf 7 2 e A& B M b i do D WIEBETE L Bl 7z, TIZ,
2020421 20 H Dig LA . XXXX 72~ B i 2 Hiff L7202 & ZFDAICEK I L 72,

During the February 2020 investigation, you also stated that in January 2020, you had
processed umbilical cord into both XXXX’s jelly and exosome products that had resulted in
(b)(4) vials of XXXX™ and XXXX™: you further stated that these finished products were
in quarantine. As of February 4, 2020, you represented to FDA that your firm is not

conducting any manufacturing operations including processing, labeling, storing or

shipping.

20204E2 H oA g Efhix 7o, 202061 A 1T A XXXX DB Y — & =7 VY — Al
i (XXXX™  EXXXX™ (D) (4) DS A T VELE| L 70 5 72) D5 % il Lz & k7=,

BAITEIS, 2000 ORAMASITREEREICH D Lk ~7-, 2020F2 4 HBIfE, HHIIFDAIC
LT, L, IRV 7 RE, 2B 0RIEFEEZTo T RN EEZRALTWD,

We note that FDA has also observed other products marketed on XXXX’s website that
were not the focus of the agency’s inspection or investigation. These products, which
appear to be HCT/Ps, include XXXX™ an allogeneic product derived from donated birth
tissue, and XXXX™ and XXXX™ products consisting of, in part, cortical and cancellous
and demineralized cortical allograft bone (b)(4), respectively. Based on our review, it
appears that XXXX does not qualify for any exception in 21 CFR Part 1271.15 and that
these products fail to meet all the criteria in 21 CFR 1271.10(a) for regulation solely under
section 361 of the PHS Act and regulations in 21 CFR Part 1271. As such, it appears that
these products would be regulated as drugs, devices, and/or biological products under the
FD&C Act and/or section 351 of the PHS Act and subject to additional regulation,

including appropriate premarket review.

"o Pharma Solutions Co.ltd. ARSI T S I T SV, RO B R A S, BT, Pharma-bio Futakami @
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FDAIZ, XX (fa¥4) XXD U =7 %A FTHRIEL TWHMORG S £72, SEIOFDAD LR
ETIE, EIICELEEAZHTTWRWI EEZH LIRZ D, HCT/PsE B s £l b O,
1L, S 7- HEEMR (donated birth tissue) 725 OXXXX™ ) | BEOY T8, KER
KOV FS L OV B2 E [RIFRFEAE S (cortical and cancellous and demineralized cortical allograft bone)
XXXX2 572 5B TEH HXXXX™MEXXXX™ ] 2, ZNENGEND, HxrDLEa—IT X
% &t (XXXXEE) 1%, 21 CFR Part 127L15OBIAMAEDOMAILUIC HEYS L2 &, KO%
NENDORES . PHS Actdsection 36170 2 & % #iHIF KL U021 CFR Part 12710 BIHIZHIZEI L
TP, 21 CFR 1271.10(@) D HIKI I HED = TIZABE L0 o Tz, D7D, Ziuh OBLEN
[FD&C ActDE3E N, MR e O UM 7R SA] ) KOV 3% TPHS Actdsection
351 . FIZIHEW) e HARAT KGR (premarket review) % & eiBIIRKI 22T 5 &2 b5,

Neither this letter nor the observations noted on the Form FDA 483, which were discussed
with you at the conclusion of the inspection, are intended to be an all-inclusive list of
deficiencies that may exist at your facility. It is your responsibility to ensure full compliance
with the FD&C Act, PHS Act, and all applicable regulations.

ZOEML, E LU THELK TR CEML L iR Z1T - 7-Form FDA 483\CFi#l L 72 B FIH S |
BAMRRIAFEL TV D & BN 5 RMOMEN Y A M2 BRI L72b D TlERV, FD&C
Act, PHS Act X OV S 52 TOMMIZ, ERICERICEG SEL 2 &k, BoRE
Th b,

You should take prompt action to correct these violations. Failure to promptly do so may
result in regulatory action without further notice. Such actions include seizure and/or

injunction.

B, ZFNOOERKERETHEODICEHBICHIGE & DULENDH D, EELZHODITKGL
LaWGEIE, PR LICIERHEZAT O /M H 5, T ORRRIFEICIE, ZLMS A LT
S XIFZEIEF NG END,

For further information about IND requirements, please contact the Center for Biologics
Evaluation and Research (CBER), Division of Regulatory Project Management, Office of
Tissues and Advanced Therapies, at (240) 402-8190 (7 : skype & #Eifio~—7), Of
OTATRPMS@fda.hhs.gov. Please include a copy of this letter with your initial submission
to CBER.

Pharma Solutions Co.Ltd. BT T SRR S, BOCEC IHREE S, 30T, Pharma-sio Fuiakami (i)
l';w}w- Y )a—ianXHkAed MRARETHY ., BHTHER EELLTEA TIZANH 7,
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INDZEEDFEANIL, CBER (Center for Biologics Evaluation and Research), il 7 7 ¥ = 7 N EHEHER

(Division of Regulatory Project Management) . #Hfik - JoimE#E 4~ + A (Office of Tissues and
Advanced Therapies) . FE&f : (240) 402-8190, F7-i% OTATRPMS@fda.hhs.gov * CHIHH &
N7, CBER~DHIRIHEEREZIE, ZOFMOE Lz [FE Sz,

We request that you respond in writing within fifteen (15) working days from your receipt
of this letter, outlining the specific steps you have taken or plan to take to correct the noted
violations and prevent their recurrence. Include any documentation necessary to show that
correction has been achieved. If you do not believe your products are in violation of the
FD&C Act, PHS Act, or applicable regulations, include your reasoning and any supporting
information for our consideration. If you cannot complete all corrections within fifteen (15)
working days, please explain the reason for your delay and the time frame within which the

remaining corrections will be completed.

ZOEM LR, ISEEAUNIC, EALLEREZRZEL, ZOHBELYTZOICEICE -

EAEFHE L TWD S Z, FEICTRE SNV, BERENRICE b
ZEERNGET DO DOMOBNDOLEBRZ D Z L, b Lt i)Y FD&C {5, PHS
B, FITEH SN BBNGERK L TV RnEEZ 55813, 20k e, Fix (FDA) M
ANEATHITZODEFERbEO BNV, b L, BEBNISEEHUANICT X TOEBEZE T T2
WO THIUE, ZOREILEDOHB L | FREINTRIELT T ST LR ML Sz,

Your response should be sent to the following address: Daniel W. Cline, Compliance
Officer, U.S. Food and Drug Administration, 19701 Fairchild, Irvine, CA 92612 or emailed
to Daniel.Cline@fda.hhs.gov. If you have any questions, please contact Mr. Cline at (949)

608-4433 (i1 : Skype & Eifio~—~) 0or via e-mail.

Bl WOEFICER S 720y« Daniel W. Cline, Compliance Officer, U.S. Food and

Drug Administration, 19701 Fairchild, Irvine, CA 92612 or emailed to Daniel.Cline@fda.hhs.gov.

& L0 BB B D551, Mr. Cline at (949)  (FE&% : (949)608-4433) F7/-1IE A —/L
THERE S T2,

Sincerely,
IS/

Karlton T. Watson

Pharma Solutions Co.itd, BT T SRR S, BOCEC IHREE S, 30T, Pharma-sio Fuiakami (i)
l‘a:wl.?-vun—-:za:fx&itﬂi RN TH Y | LFER, BBz LTHA 73 20 D %7,
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Program Division Director

Office of Biological Products Operations — Division Il
Cc: Mindy Sauter
Partner

XXXXXX PLLC
7557 XXXX Road, XXXX 525
Dallas, TX XXXX.

1 HCT/Ps are defined as “articles containing or consisting of human cells or tissues that are
intended for implantation, transplantation, infusion, or transfer into a human recipient.” 21
CFR 1271.3(d). The definition of HCT/P excludes secreted or extracted human products;
accordingly, secreted body fluids, such as amniotic fluid, are generally not considered HCT/Ps
subject to regulation under 21 CFR Part 1271. Although not an HCT/P, your product derived
from amniotic fluid, VidaFlo™, is also regulated as a drug and biological product under

section 351 of the PHS Act and the FD&C Act.

2 Under 21 CFR 1271.3(e), manufacture “means, but is not limited to, any or all steps in the
recovery, processing, storage, labeling, packaging, or distribution of any human cell or tissue,

and the screening or testing of the cell or tissue donor.”

3 There is currently a global outbreak of respiratory disease caused by a novel coronavirus that
has been named “severe acute respiratory syndrome coronavirus 2” (SARS-CoV-2). The
disease caused by the virus has been named “Coronavirus Disease 2019” (COVID-19). On
January 31, 2020, the Department of Health and Human Services (HHS) issued a declaration
of a public health emergency related to COVID-19 and mobilized the Operating Divisions of
HHS. Secretary of Health and Human Services Alex M Azar, Determination that a Public
Health Emergency Exists. Jan. 31, 2020. (Accessible at:
https://www.phe.gov/emergency/news/healthactions/phe/Pages/2019-nCoV.aspx

(https://www.phe.gov/emergency/news/healthactions/phe/Pages/2019-nCoV.aspx)). The

declaration was renewed for another 90 days on April 21, 2020. Secretary of Health and

ey Phiarma Solutions Co.L1d. BARIIT RN F SV, BOCRARC B RS S, T, Pharmabio Fuakani (i)
(Yo7 a—sab XBRRR MBSTIETSH D . LTHER, BEZ LTHA 73 25b Y £
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Human Services Alex M. Azar 1, Renewal of Determination that a Public Health Emergency
Exists. April 21, 2020. (Accessible at:
https://www.phe.gov/emergency/news/healthactions/phe/Pages/covid19-21apr2020.aspx

(https://www.phe.gov/emergency/news/healthactions/phe/Pages/covid19-21apr2020.aspx)).
In addition, on March 13, 2020, the President declared a national emergency in response to
COVID-19. President Donald J. Trump, Proclamation on Declaring a National Emergency

Concerning the Novel Coronavirus Disease (COVID-19). Mar. 13, 2020. (Accessible at:

https://www.whitehouse.gov/presidential-actions/proclamation-declaringnational -

emergency-concerning-novel-coronavirus-disease-covid-19-outbreak/

(https://www.whitehouse.gov/presidential-actions/proclamation-declaring-national-

emergency-concerningnovel-coronavirus-disease-covid-19-outbreak/)).

4 During the November 2019 inspection, FDA investigators also gathered evidence of your
manufacture of another HCT/P, EuFixx™, an amniotic membrane patch product for allogeneic
use. Although EuFixx™ is not the focus of this letter, we note that certain of your CGTP

deviations described below also pertain to your manufacture of EuFixx™.

More Warning Letters (https://www.fda.gov/inspections-compliance-enforcement-and-criminal-

investigations/compliance-actions-and-activities/warning-letters )

(EOF)
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