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Quality Management at Hornetcorn Biotechnology Limited

Dr. Allen Goldenthal
Director of Quality

It has been the overriding goal for Hornetcorn Biotechnology to establish a quality system based on the

precepts established by Western regulatory authorities in regards to the use of human tissue and cells as

therapies against disease. As such, this meant entering territory that was not commonplace in China and

developing systems that had not been found routinely in the mainland, requiring that Hornetcorn actually

became a leader in this regard in the pursuit of Good Tissue Practices as the regulations are referred to.

Therefore, Hornetcorn is proud of the accomplishments it has achieved to date to serve the patient’s

receiving immunotherapy by strict adherence to internationally accepted regulations and guidance. From its

onset, there were several goals for the Quality department to adhere to:

Ensure treatments are safe and efficacious.
Enhance patient safety.
Make every resource count.

Have an exemplary workforce.

g A W N

Deliver exceptional service.

Having established the goals, Hornetcorn’s
Quality Department then made its mission to protect
and improve the lives of people in China and
internationally by supporting the immunotherapy care
delivery system, while at the same time never losing
focus on its vision that the Quality Department
becomes the leader in China for GTP implementation
and adherence to patient safety, prevention of cancer

and therapeutic systems development.

The quality systems implemented at Hornetcorn
are designed to improve the quality immunotherapy
and palliative health care and service provided to
patients through simplified administration of
procedures and a comprehensive and ongoing system
of monitoring measurable performance indicators. To
do so properly, the Quality Department also assesses
and monitors the risk, and problem-prone processes
through data obtained from follow-up, complaints,
adverse occurrences, and other relevant sources. This
permits the department to identify the critical control
points that must be dealt with in order to assure that

the process is performed within a quality framework.
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For quality to exist, it is important that the results
of treatment is properly evaluated by comparing them
to established goals and benchmarks that are achieved
by other institutions and clinical trials. But quality
does not stand still and even when those benchmarks
are being met, Hornetcorn’s Quality Department
continues to promote and improve the technological
applications within the company by having written
processes for adopting and updating all of its systems.
In this regard, Hornetcorn is proactive as the Quality
Department constantly monitors and implements the
latest regulatory requirements that are being
implemented in North America and Europe, the
leaders in developing an immunotherapy quality
management environment. To achieve these constant
updates, it is the responsibility of Hornetcorn’s
Quality Department to ensure that the qualifications
of its technicians also are constantly upgraded
through application of training programmes and
having a baseline educational requirement for all its
technicians. By doing all this, Hornetcorn is able to
demonstrate that it is in compliance with all

applicable accrediting and regulatory agencies.

BE—REVMWEARARNT-IE K

But the quality system at Hornetcorn is far
more than an in-house program but is far
reaching in its application throughout China. In
effect, by adhering to the monitoring and
compliance standards established by the FDA
and Eurocet regulatory bodies, Hornetcorn is
required to oversee the quality performance of
its service providers and vendors. These outside
companies must perform to a level equal to
Hornetcorn’s own internal standards if they are
to supply Hornetcorn and in so doing they in
turn have been forced to raise the bar on their

own production performance. Hence, there is a

ripple effect extending from Hornetcorn throughout
China.

Having its own team of experts in Quality
Control, Quality Assurance and Quality Development,
Hornetcorn has become a leader in regulatory
standards achievement within China, and performs on
par with similar research, development and clinical
treatment companies based in North America and
Europe. Its program of continuous education through
seminars, training days and outside speakers assures
Hornetcorn that it will always retain this leadership

role in China for years to come.
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(Ma YJ,et al. A clinical study of HBsAg-activated dendritic cells and cytokine-induced killer cells
during the treatment for chronic hepatitis B. Scand J Immunol. 2013;78(4):387-93.)
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BB . HAE AR —HEI R, irRCAR #E M AN 5 4 TH A%
TEPTA B R T 28R, X T irSDH) E L BL e
b G B ¥R T A R b S AR T R B EE — b 5 3 AT
Je& IR N KT T o

(Wolchok JD,et al. Guidelines for the evaluation of immune therapy activity in solid tumors:immune-related response

criteria.Clin Cancer Res.2009; 15(23):7412-20.)
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I TR S REOAMELIL. UL, £A

11

O B H R 3] T B iR R B BT VA R 2 RO A IR
TR

XF AR E R B T S, AR
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1 AR A R
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FL A O SR8 AT A R S 98 4 R R 1 C T L A
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M4 FDA H 75 ik 3= A A [ Provenge 11 4 77 Zi
WU S, &R 8 C— R bkE 3 5D

Provenge®lia bicixt 36 ¥ 2

Har, 2 EE ARG EM M5 (ClinicalTrials.gov)
VI Provenge A 5% 1 % B Bl R X 36 4t A7 29 53
2%, HpRIGE A5, s R4
1M % Provenge itk vtk B A v PEAE I, /224 it
AL 1 B AL O 22 B 6t R e M = I R IR
Lo

PSR ANAL (DC) A2 Yy 28 48 H X T2 B 1) ol 4
A A — FAPC. A5 B 05— o R
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T —FPAP/ (GM-CSF) EHHEH.

ffJProvenge# 5 24 PAP-GM-CSF H 41 & (1% b (1 &
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i, U - 1R A TR TR BE DN 202, I PR IR
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Provenge [ 1t B 45 H 8] By 2 45005 A AE [9] 461 29 30 73 8
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() Eb A5 8 WL 42 52 P 8 — k. — 3L = i [ Provenge
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(The time to objective disease progression) , {H 1/}
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PS A L1 it Ml A P PR 3R T SR AE P 22 i B 9 Cox
[ R
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RETHERZRE L, N—DHu 7 iZR %
AR, HBH T RIERT RS %,

— B T AU I PR 8 IE AR AT

E, AEeZAMZE, KT Provenge i £ A~
MR 2 kb o2 —{f £ Provenge ] LA ZG . &
SR Bt R R A A i AL APC, [ 4 AP C I8 A BT
SRR R ECTL B IR B RS, (HIX — IR i
Kk 22 s, W28 CIAPCTE A
ANHITEACTE R, PURSF RHECTLER NG EL 7=
AR BRAME. RERENEREBEE
5e Xt T Provenge 1 etk LA B &1 o S Ath s i (1 [ 25 %
WA RBEREL. HH, BT REHMBERIT S
BRAS, b ZIUK 22 DR 3R 8 S B 2 i R R
SRR T 3 RS I T Aok

Provenge i) SRk A& R S 2 ¥6 97 10 S — D sk AR A% . JF H.Provengeldd B T 7 &) ig i 01X — &5, 47
W TG RN I G T R OAT A X AR ST R A RS, ATBATULA A2, Provengedkdit)a , W 7T SR E
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JPE, ORI IE B R A . AEORRNAT, WSS I i Provenge, IUENLE, SCILRME, ZIRATME
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(Cheever MA et al. PROVENGE (Sipuleucel-T) in prostate cancer: the first FDA-approved therapeutic cancer vaccine Clin Cancer Res.

2011; 17(11):3520-6.%%)
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TRE&GAT. FRUBRBIA AR ERKITE, |
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B CIKIG YT 415 % M40 A 7 R 0 He 4

IRAREZFE ERMMRE

i, #ZCIKAIHRIT (CIK4) . CIKHE X
E50mIsh A M, L =EH&HEFMMWI4R, H
WA REE . NERERELIGEE, oT#k
[o] 6 40 i 25 ER % PR A, K L AR N 1.5%10%0, 4
WEHAN TR, BEEEEHLEC S RIBIT.
B U5 B EAT MAFP. I . A F A,
BEVISH. PAlFARABHHEL, 3. SFELELEFR
43 A84%. 61.6%F150.2%, CIKZ 493.6%.
76.6%. 65.9% (W1 . WHZERFEZE (p=0.0007) ,
CIKALai FARHAAFRHPEF &, HAEHEGMN
TG AR . WF T E R AT W2 4 B, DUHA € CIK 4
Ml R R B EE NS SRR
P28, ECIKIRIT M B 8 IRLL N EE, A
AEKWELEN, WEAREER (WWE2)
(p=0.0272).

i bk, CIK S 40 iR T RE A RO
ARG EFEWG, EKEFHFAFY, FNCIKA
O BOM %, TS ORI o (B AR U [a] R BT
WA, MAEHEER. ANESR, BITM
T3 CIK AR A, AT G 1) B (el o428 AT 7 1)
A7 G f 55, B 2 ROIE R IE & 3 — P AT AL

Percent survival P =0.0272
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-
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2 CIKIRIT = 8Kl < 8k A 17 W] Eb 1%

(Pan K,et al. The efficacy of cytokine-induced killer cell infusion as an adjuvant therapy for postoperative hepatocellular

carcinoma patients.Ann Surg Oncol.2013; 20(13):4305-11.)
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it Je 20 fL P75 S DC. TN AINK AN S i 8 o2, A
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T REECER S, AT BE T BT R S . O TR
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9 48 iR [ o e R BF 9 BT I E R A SR T R T AR I
W5t .

ZHE IR T H20024E1H #2012 1 HE =M
A4 IR B B At 2 15114 il e AR AR NI AU R
SR FH It 24 SRS U BT A R I 4 R S T RE L AR
A W 45 ok % > NABCDE R4, HIE#H AN#f
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CD84 % H N /%, CHEFHCDAZEEH T,
CD8%t H 7, CD4/CDSLL{t & Tk, D4lHH
CD8 T [%, CD4/CD8LLMEH &St E4LE#HCD3.
CD84H %L H Ft v, CD4/CDS8LLAE B & T F%.

¥ BCDEZ &35 73 M BE AL 73 R AL T HAICIK
HRYRIT AL, BT R F ARG T R AUEAT AR UEAL YT

WGPRESED BT
JG AR EEZ LN AR dEAG T, B AT CIK Y LA
FE . R K A e 2x 10%-6x10°4S, K —IK,
B3R, HEAITRE (18D H)D |, T S K E BE T
— 4, B AT — G R S % Th B A
A AINTRERIGIT, BHTR B E T H31I4E
TR R H W R T, IR N46.3%, M
Y L S 2 T Bk B 22 I D4 i 15 7 R {L8.0%; 54
ST RECIKAN MG 7 58 BUJE » 3% DY 20 58 3 40 i 40 % 2
REMI I 56 43 591 NT79.1%. 70.8%. 76.0% £170.0%,
BT bR AT . R YT ORI, B A
JTFECIKA M7 Ja, & 41 538 40 B 5o 0% 1) fie 4 ¢
1EH s E gy B o 4.1, 2,20 1.0 F11.24NH, (=
G SN T RRIBIT I, X — WA 4 S A K %2104,
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X — T 70 45 H 25 B C LK 20 i fi 0% 412 v i e 26 4 110
G ThRE, AU e 26 e RF S 1] 5 96 97 A B I
G R AS BL S CIK G L I8 97 97 T2 %

(Jin CG,et al. Moderating effects and maintenance of lung cancer cellular immune functions by CIK cell therapy.Asian Pac ]

Cancer Prev.2013;14(6):3587-92.)
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(RFA) BN A J5 301897 ik —, CHIEW
ZEAH, BMEERGEEREBR IS, &KX
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(Int.J.Cancer, 2014)

W 7840 N 62451 JIT 4 g £, G R 32451 45 52 RFA
BT, 30%EEZRFAICITIRIT . BEMMIBEREN
2-8cm, ¥ E/NF54, ECOGIF4r<24r, Child-Pugh
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-D7 DO

WEPRESEE  EMGmF
DHONABBL, Tol K A BT AN R AL, PLT
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ERFAJRITHI3-8K, HFF 78 N 01 1 S i ifi 24 i
BN R S oy B A A, &0t
I FE AR 7, 208 S . BEIRMINK, y8T
FICIKYH . 4R 5 fERFAYA T 5 8-11 K [A] 4 2 i
(LR IMFL14R) o B &R R B 20 i & 8
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6T . B EZRFARIT R M3 AT CTHR
MR S 2 AT A i 8 52 K 1 00
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(BECITAII TR )
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RFAZ (100% vs 76.6%, p<0.05) . 724 iriban, 26T FECITIRST KB FHPFSIL TR 237 B I i %
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.

(al7RRFA/CITHPFSZ Z T RFALL, bEI/R<60% FIAINPFSEZFHML T >60% Fid4dl, cKIRE%Z6
ST RECITIRIT B EPFSIL T3 RE A )
(Cui J,et al. Combination of radiofrequency ablation and sequential cellular immunotherapy improves

progression-freesurvival for patients with hepatocellular carcinoma. Int J Cancer.2014; 134(2):342-51.)
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T
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(Zhu Y, et al.Efficacy of postoperative adjuvant transfusion of cytokine-induced Killer cells combined with chemotherapy

inpatients with colorectal cancer. Cancer Immunol Immunother.2013;62(10):1629-35.)
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(Li W,et al.Cytokine-induced killer cell therapy for advanced pancreatic adenocarcinoma: A case report and review of the

literature.Oncol Lett.2013; 5(4):1427-1429.)
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B S DR b oRg . B T I T AR S 9 T OB IT IR R AR
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C K 4 L A 52 i oA il X — (R A e A 0 R .
CARsZE REAMMELGHERNES S
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T R ITHSPCSI AARER], fcifEttore Biagi
HAZ WG/ N IE S T CD1231E Mk & iR 214
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I MEERARIRE RELREF
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T N VL 5 TR e 7 S S DA % o

HLCD123 1/ #yg b HiiR 7 G3 W LA . 35 19 [ 1%
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Biagi 4% B0 58 /N AE AR Ah SE 86 v e B2 R S 1
A PR 32 A CD 1230 1 C LK 41 A RE 45 5 £ Hh 2R
KCD123" [T 4N A, [A) B X 1F 3 KX CD 12311
AR, e AN P B2 4 R R B 20 B AR R R
B, a8 C AR S 1Y 2% B 240 il >k B 1) L i AM L R
fICD12340 LU 2 RITTAMLI — M &R 1. N
WuF AR Rk et Ettore Biagi#l
5T/ NHACEM 4L 52« THP-1. HSPCs.
AM L JE G R 40 ff Kz N BB 2 A B 3R 293 T A 44 L
5% 1 HLCD123 4k & P i &2 M4 T 1 CIHK 48 M A2 5X JL
J7 H HIAE F

(—) MCD123-CAR+CIK I 524 i 548 i S 1 FA

gE R BN PICD123-CAR+CIK AN 1Y 58 R SR AE R LE 5 1 4 T 4/ A CD 123+ THP-1 1 I
SR AT R £ 60.1 £ 5.4%, TAEMF A& FNT (non-transduced)  CIKZNHE (AL CIKAN ) ATEE
FIE45E1.8%, MEZRAWEEZDN, HBRSHCD33-CAR+CIKANM WA RME Y (KA-B) -

THP-1
100 550070  P=0.0070  P=0.0070
I l T 1 f [
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[72)
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= 60
©
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S
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0
20:1 10:1 51
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(] NT CIKZRMA THP- LAY A0 21 1]
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0
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3 (375) (74)
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10° 10 10% 10° 10* 10° 10 10% 10° 10*
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55 ] B 3Z BT 98 /N AR PATHP- 140 1 2 S AMLJE Ba b7 40 A A 8 40 i iE— 2B 8 98 T $1CD123-CAR+CIK [
AN TR, 45 R WoRPiCD123-CAR+CIK AN IE AE R #E L A 1: 100 B hn AMEIL-2 1 &4 F THP-1 &
AML AR I 1 - Y (215 R 40 191 3.541.5% . 2.4+1.4%, TINT CIKZE M AL R [F A9 & 4 FTHP-1 M AMLJE B

T 240 L 1 ST I A TR R 50 B R 82.7+7 4% 72.846.6% (14 C)-
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g g L
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0 [ 0 [
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(Z) fiCD123-CAR'CIKHIHF R I

NT CIKZH X G145 CEMEAH M 2 A5 P A A [F] ik ofgg 20 L B A T3 g 4B i 24, SR 25 SR WoRNT CIK4H
FEL N LA CEM-123 41 il 52 A CEMAH L & 1 4h B 25 R A VE % A & W 2 5, Mi$iCD123-CARCIK
XCEM-12341 il R M CEMAIME R A s RME 2 M B A B35 % = /\ﬂﬁﬁ/\”wzsg 4+10.1%-
18.8+5.8%, UiMIHiCD123-CAR'CIK 4L FEMS X BICEM-123 X CEM4I L (I4D).

(=) $#iCD123-CAR'CIKKIE £ 14

TR M 2.5: 10 14 FCD123-CAR CIK A LA B A THP-141 1, {EXFCD123-CEM4IJfl &2+ k%
T R N PN R i Bk 0 1 40 i AR T N (FE) «
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(D) (E)
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PULCD123.CARHE T CIK I AE AL AR A AT 5558 1 AT AMLATAE /5, B A0 FE#CD33.CARTCIKIM &,
XF I I 20 A A B A R A AR I ) AR B R R 0 /N o IR AT AR IR R B TRy miE 2 AML, 5
X 6 B I B AM LA BE1 T4 Bh VR 7 LAIE B ok 4% 9 B0/ N A FF e 28 2R AAMLIY H Y -

H
=
ﬂz

(Tettamanti S,et al. Targeting of acute myeloid leukaemia by cytokine-induced killer cells redirected with a

novel CD123-specific chimeric antigen receptor. Br J Haematol. 2013; 161(3):389-401.)
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S5HAMDCYI L —#¢, CD11b"DCHN M th 4E % B M & M AME PR . A7, B FRAEIRBCDLIb'DC
SR 5 /N B AL, % CD11b "D CAH ML 7E i Py (¥ 1 HI 5 st i 2 #£ /> . 5CD3"AICD11"DCHl iy A A ,
CD11b"DCi il % X PRRs K IE ML L1454 . CD11b " DCYN AL [FIAF ik B 4% # G CD8 T4 My, CDA T4,

b6 & 5 DC AR H A 78 i) ANt g, XTDCAt ML R A WrR N BN, R AR IR IR VE T B R AR KT 5. B
EXDCH BT ST AW g2, XFDCAH M R A WHR N BIINIR, B AE Ik R IE I7 B B AR KA 5.

(Merad M, et al. The dendritic cell lineage: ontogeny and function of dendritic cells and their subsets

in the steady state and theinflamed setting. Annu Rev Immunol. 2013;31:563-604.)
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B IZ W UE B . DCAH A 3 IR BUm 8 . Y897 b
T8 LA R B G 1 9 0 S T T (RS2 FH I A A Ok B
Jiz, BATTRE R AT R . X R SR BRI DC
MR IR . Z R 2R B R e

HOLEODCA M A IR, — 2 2R 0 M A B OIR R
Aife (pDCs) , Fi5b—Fi 2 FrpDCsZ A ATADC
M, HAZMEBRRRAMM (cDCs) . pDCsh

AMTROERMARSIRE  ARRF

cDCs/E YR AHL, HAER N IIEH £ AF ). pDCs
FE IR B2 20 23 ep 2 AR O 3 3o I YR8 A E N Bk
Egi, REEFEALMAEEE K (MHC)IIE
9 F . SRR T UL R AR K CD11c, BhAh &/
Y R IE WM TollBE 22k (TLRs) 719 A 20 iR 71 52
(PRRs). — H R B AME R, pDCsik ™ 4 K
I RTHRE, JFRESEAIEEYUR RS
cDCsEEAFTE TR ARk L H 21, B A 1R 5 1) K
A E . IR B AR S B R, IR A
HATHEAMAE . ERET, RETHEA
2RI IR0 25 X 1) c D Cs e 477 22 il 38 241 23R MLy o 1 472
Ji, JF Hmskon TAbEE AN R . 4k, cDCsik
RE 7E B2 A5 BRI 26 10 N S b IR L B 2= T4 M 2R 4
(XA, I HOR B HET 40 i S R

D C 48 i@ B9 53 1€ 70 40 P9 = 185 52 2 7 4 il B 1 |90 iR 3=

1. FMSFERE R BRI Bs 3L & (FIt3L) . FIt3L
s 18 MLAE F A DC YR TR B i) G B i 45 [F] -, 2 20k
JR L 2R 4 A DL RS IR T 40 AT B 6% R IAFI3L .
FIt3ZZ /A& I T 40 (HSCs) . LR EA R
(CLPs) AR 4L[F%E R4 (CMPs) H#if #&
ik, AE BRI R 4E A 4E e (MDPs) . F
I B 5% 2 M 1T /& (CDPs) LL M per-cDCs%:DC4 iy
RifA P th g Rik, MEIEDCYIM R, XLUpTikgl
& A RIEFI3M o B A FISLELFIt3 /) /s B A,
HAANMDPs. CDPsLL 221 Z{cDCsHflpDCs#fi 4 %
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WtFR M, cDCHIMAMIGFE /K PRAC, HABEIRER, MK M HoaiA A Emk. BE&EGT,
cDCHI 434k A B I Wk & R B2 AR (LTBR) AIFIt3IAIE ). FIt3X%F DCHN ity 4 3 ~F- i B JE o EEAER ., H
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2. BAMHEMPEE B IESCDS T, MIMEiECD8 T4 . 5 %8, CD8 MICD103" DCYH 5 H
DCYI ML, ELA 5 i (K5 95 S5 A A0 10 J5 i 5 45 CD8 T4 M I fis 77,
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A, R AN AR E i 2

5. It4h, CD8+AICD103+DCHH I TE Hu 5 I o7 v & 4% s i 7 F o N#: P22
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LR | 1% e Y B FLEOAR
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B, MRS R AN, U TTRA G 5 DCYI i a4

BT LBR: BRI FI80%.

s TTRUF QLI B A RIE Eom T LS R G, T A% 56 G 0 40 R 375 1R 22 W) 8 iy 1 ) e e A e
T, GEHE, XIEFWZERESORZMT BRIk, BA SRS, R0 vk LB m 1
BHRIE.

(Landi A, et al.High transfection efficiency,gene expression, and viability of monocyte-derived human

dendritic cells afternonviral gene transfer. J Leukoc Biol.2007;82(4):849-60.)
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Preconditioning Chemotherapy Combined With Cytokine Induced Killer Cell Immunotherapy in Advanced

Non Small Cell Lung Cancer
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Phase Il Study of Dendritic and Cytokine-induced Killer Cells (DC-CIK) Treatment in Patients With Stage

I Colorectal Cancer
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