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Comorbid medical conditions
« Anemia
¢ Malnutrition
e Thyroid dysfunction
s Infection

/

Direct effects of cancer
and tumour burden

Cancer related fatigue

Exacerbating comorbid
symptoms
¢ Chronic pain

s Deconditioning

« Sleep disturbances

Treatment side effects
« Chemotherapy
* Hadiotherapy

« Surgery

Medication side effects

Psychosocial factors
« Coping with chronic
liness
»  Anxiety
» Depression
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Fatigue in Different Adjuvant Chemotherapy
Regimens Had the same pattern Over Time

5.5
5
:
S 45  Participants rated their
S 4 fatigue highest at
F 35 treatment 4.
g 3
1)
= s « Fatigue levels for all
) : : regimens did not
UG OV SO PR return to baseline
£F O O O levels by the 30-day
A P& P& QS
R & measurement.
Time Point

@® Dose-dense taxane M Dose-standard taxane

A Dose dense without taxane

Figure 1. Patterns of Fatigue in Different
Chemotherapy Regimens Over Time

Oncology Nursing Forumt 2009; 36 (5):
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Fatigue is common at adjuvant
chemotherapy for Breast Cancer

Epirubicin, cyclophosphamide, and Epirubicin, cyclophosphamide,
paclitaxel plus gemcitabine (n=1565)  and paclitaxel (n=1567)

Grade 1-2 Grade 3 Grade 4 Grade 1-2 Grade 3 Grade 4

Meutropenia 307 (25%) 323(21%) 204(13%)  364(23%) 212 (14%) 200 (13%)
Myalgiaand arthralgia 1140 (73%) 200 (13%) 7(<1%) 1147 (73%) 175(11%)  11(1%)
Fatigue 1254 (B0%) 198 (13%) Q(1%)  1287(82%) 140 (9%) 12 (1%)
Infection L78 (37%) 194 (12%) 8 (1%) 601(38%) 131(8%) 10 (1%)
Vomiting 786(50%) 134 (9%) 9 (1%) 736(47%) 101 (6%) 7 (1)
Mausea 1271 (81%) 132 (8%) 0 1255 (80%) 102 (7%) 0

Table 3. Frequency of Patient-Reported Adverse Events During Chemaotherapy

Mo. of Patients (%)

EC-D (n = 994) DC (n = 1,008)

Adverse Event Grade 0 Grade 1 Grade 2 Grade 3 Grade 4 Grade 0 Grade 1 Grade 2 Grade 3 Grade 4
Mausea 103 (10) 466 (47) 340 (34) 717 7 255 (25) BER2 (BE) 182 (18) 11 (1) 4 {0)
Fatigue 81(1) 265 (26) 427 (43) 249 (25) 48 (B) 33 (3) 290 (29) 436 (43) 225 (22) 20(2)
Peripheral edema 387 (39) 484 (47) 110 (11) 25 (3) — 334 (33) A63 (48) 181 (18) 26 (3) —

P
= 001
= 001
= 001

J Clin Oncol. 2017 Aug 10;35(23):2634_.
Bafcet Oncol. 201 2elNT 2(6): 755 7TC N




Table 3. Risk factors of severe fatigue in breast cancer survivors

Variables References Number Sample Risk ratio (CI)
of studies size (N)

Treatment combinations
SU [26, 38, 42, 45, 47, 56, 57| ) 3028 0.83
SU+CT [32, 38, 42, 47, 55-57] 7 3379 1.33
SU+RT [26, 32, 38, 45-48, 50, 55-57] 4164 0.87
SU+HT [38, 42, 45-47| 981 0.83
SU+CT +RT [26, 32, 38, 45-48, 55-57] 3882 1.18
SU+CT+HT [38, 42, 45-47] 4 981 0.99
SU+RT +HT [26, 38, 45-48] 6 1264 0.89
SU+CT+RT +HT [26, 38, 45-48] 6 1264 1.38

0.70 to 0.98)"*
0.97 to 1.82)
0.78 to 0.96)*
0.57 to 1.20)
1.05 to 1.33)*
0.66 to 1.49)
0.74 to 1.07)
1.15 to 1.66)*

e, g, e

*P < 0.05.
SU, surgery; CT, chemotherapy; RT, radiotherapy; HT, hormone therapy, SMD, standardized mean difference; SD, standard deviation.

Abrahams HJ et al. Risk factors, prevalence, and course of severe fatigue after breast ..«

cancer treatments. a meta-analysis involving 12 3527 breast cancer sarvivors. Ann.Onéol.

2016 Jun27(6):965~74 P :
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High prevalence of moderate/severe fatigue in
both actively treated cancer patients & survivors

100%
11
90%:
80% 16
T0%
60% 29 = Severe
50% » Moderate
A0% = Mild
30% m MNone
44 * M. D.
20% Anderson
Symptom
10% Inventory
ratings
0%
Ereast Colorectal | Prostate Lung Breast Colorectal | Prostate Lung
n=1142) | (n=486)  (n=208) (n=341) | (n=267) | (n=142) | (n=49) {n=57)

Patients under treatment (n = 2177) Survivors (n = 515)
Prevalence of fatigue by cancer type

Wang et al. Prevalence and characteristics of moderate ~to-severe fatigue: a ma/z‘/center Studglin c.
2 /mz‘/ents dmz’ san//Vors C’ancer 2014, 120(3) 425 —452. 5 <5



je2 Rl 14 IR S8R e 7 B RS R 1 5 |

. MANAGEMENT OF CANCER-RELATED FATIGUE
— A GUIDELINE FOR TAIWAN -

2017 11K Z%E—hk



244 e P BB L R

B & R FIR i
PG2 Injection
o H {s % Z
REHPE ¢ RAY
A o

WS BEEE & GEEE 2 EEES 2 SEEEN




T FULR WIE 2 47 i

LI TR AR A
BB T el Y £ R R
FIR B

(Level IA, Grade A)

FAF b TR SRR T L
FRFIERE > R L
f@%igﬂ@%ﬂ%i%%“
Ek W R F % Bk
(Level IB, Grade B)

o

Methylphenidate

Tk Ay BT 1€ % YR AR
B 2T B E L’J’J}];’:, A iy B
ek, At ERREBET
EHE BT ET R
R R A B R R R TR
M) ARG AR R R
3L = o

Methylprednisolone -
dexamethasone % 5§ 7 fis &
3 Tk Bk o v it
/S’P}if ARk Zﬁri bt
,’\z E % # ﬂ}; Z >R
o */&@;ﬁ_%ﬁp T A
ﬁZﬁ:ffi}E&\ aly ”“‘*’Kfﬁ
B 45 m f /3 m]ﬁ’p}% T ¢

(Level IA, Grade A)

(Level B, C}mde |




B FIEREi R BEREL ™t ¥
PG2® Injection 7

o 1%\: AN . x X g
» h > B% (Polysaccharides of Astragalus membranaceus)
B4 500mg » 7 3 =@ pRAGH o
&+ £ $20,000~60,000 Da

G ERRRRAEY SRR R R
C IR AT R Pl R

. ’}r;;.;{’}rfll_:
- = A& HE 500mg

" 25 3.5 | B BF %G L -
~ E@2-4% > @243k o

q - RN -
e A

G WRER FMERD
PhytoHealth Corporation

), 0
‘\!E PEdig T Bl
¢ PG2 Lyo- Injection 500 Mg

"
........
......
......




15

PG2 Phase IV

Trial

Center

Trial Objective

To evaluate the efficacy and safety of different doses
of PG2 for relieving fatigue among advanced cancer
patients who are under standard palliative care (SPC).

Blinding/ Randomization

Double-blinded/Randomized

Population

Advanced progressive cancer patients with moderate
to severe fatigue (BFI Fatigue score > 4) under
palliative care.

Treatment Regimens

Two parallel arms: (1:1 ratio)
1. PG2 500 mg by IV infusion for 3 days per week
2. PG2 250 mg by IV infusion for 3 days per week

Study Period

8 weeks

Primary Endpoint

Fatigue Improvement Response Rate (FIRR)

Sample Size

Enrolled Patient No.: 323
Evaluable Patient No.: 214




FIRR by Week during the Whole Study Period

Cut-off Point of FIR: 10 %

80 - PG2 500 mg (n=111)
70 -
<
0 -
S 61.11 c6.00
o]
S 0 -
Q. 50.00
N
v 7
9
30 I
20 I
10 I
0 1 1 1
ciwi C1W2 c1w3 c1w4 cawi c2w2 c2w3 caw4
J Clin Oncol 36, 2018 (suppl; abstr 10091); 2018 ASCO
Annual Meeting, Poster Presentation Abstract #: 10091. Cycle No. Week No.

PhytoHealth In-house Data




Global Health Status: domains with significant
Improvement

Cycle No. Week No.

Baseline Ciwli Ciw2 Ciw3 Ciw4 C2wW1 C2W2 C2Ws3 C2w4
5 .

Appetite Loss
' ' ' ' ' ~—Fatigue B

—4—Insomnia

1
9,1

-10 -

15 | -16.00

*
Score | Symptom |
20 | Decreasing scores means “improveme

EORTC QoL Score
Change from Baseline

-25 * *
*P<0.05 between baseline and each post-treatment time point

-30 -

2018 MASCC ¢-Poster Presentation; J Clin Oncol 36, 2018 (suppl; abstr 10091); 2018
2ORSEC Annual Meeting, Poster Presentation. Abstract #: 10091. PhytoHealthln~house
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Article

Karnofsky Performance Status as A Predictive Factor
for Cancer-Related Fatigue Treatment with Astragalus
Polysaccharides (PG2) Injection—A Double Blind,
Multi-Center, Randomized Phase IV Study

Cheng-Hsu Wang !, Cheng-Yao Lin 2, Jen-Shi Chen 3*{9, Ching-Liang Ho °, Kun-Ming Rau %78,
Jo-Ting Tsai ?1%9, Cheng-Shyong Chang !, Su-Peng Yeh %, Chieh-Fang Cheng ¥ and

Yuen-Liang Lai 1415*

check for
Received: 22 October 2018; Accepted: 15 January 2019; Published: 22 January 2019 updates
Cancers 2019, 11, 128; doi:10.3390/ cancers11020128 www.mdpi.com/journal /cancers

Cancers . 2019 Jan 22;11(2):128-140.
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KPS vs. ECOG

ECOG I| Karnofsky
Normal activity fully ambulatory — e
s 100 | Normal, no complaints(G2H{ERIIEAR @ IBELEER)
(FRIEAR)
Symptoms, but nearly fully ambulatory 90 Able to carry on normal activities, Minor signs or symptoms of
(BIER - BHESESE) disease (S] AEREE + BE—LEHFER)
80 Normal activity with effort
012 ol (TLFEMESES » BICE—LERIER)
, , Cares for self. Unable to carry on normal activity or to do active
Some bed time, but needs to be in bed 70 work (EBEMRE @ EE NS EEES)
less than 50% of normal daytime . : - :
(BH7EFE | BURSRS <50%) 50 Requires occaional as&siance,hbutnable to carle for m=o=3t of his
needs (BISHEEZRIAERE ' sERBRBEBESATLONEE)
Needs to be in bed more than 50% of 50 Requires considerable assistance, and frequent medical care
normal daytime (REZRBIARE KRG TEREER)
” Disabled. Requires special care and assistance
(TR L8965 RE>50%) O 1 i3z mEsRIRER R
30 Severely disabled. Hosp'italization indicated though death not
Unable to get out of bed imminent (§Z=155% * BFRBATHIGER)
Very sick. Hospitalization Necessary. Active supportive Treatment
(SEREARF) 20 | necessary (BIBIE - HEEXTNRR)
10 | Morbund (FRFEZT @ RIRBILTEIEE)
Dead 0 | Dead




Responders vs. KPS

A Ratio of responders B
KPS
100%
90% 100
90
80% * * *
T0% 80
G0% 70
50% H non-responder 60
A0% W responder 20 m KPS
0% 40
200 30
10% 20
0% 10
breast  colorectal lung gastric 0 | T
breast colorectal lung gastric
c KPS
140
120 - p=0.0002
100

80 -
W KPS
60
40
20 -
0 i

responder non-responder




Table 3. Multivariate analysis for responders and non-responders to Astragalus Polysaccharides

Multivariate analysis for responders

(PG2) injection.
and non-responders to PG2 T Saes
Cut-off Points = 10% Multivariate Analysis
Univariate
. Responder Non-Responder . .
Variable/Status - _ Analysis Odds Ratio (95% CI)  p-value **
(N =140) (N=74) pvalue *
Age (years)
n 140 74 03085 W 1.007 (0.978, 1.036) 0.6518
Mean (SD) 62.06 (11.28) 63.39 (10.66)
Median (min, max) 62 (28, 91) 65 (22, 81)
95% CI (60.17, 63.94) (60.92, 65.86)
Gender
Male 75 (53.57%) 16 (62.16%) 02279 € 0774 (0.387, 1.546) 04677
Female 65 (46.43%) 28 (37.84%)
Body mass index (BMI) (kg/m?)
<19 39 (28.26%) 27 (36.99%) 01935 € 0724 (0.364, 1.440)  0.3570
>19 99 (71.74%) 46 (63.01%)
number of missing 2 1

Body weight loss in previous 6 months

<5% 63 (45.65%) 30 (40.54%) 04746 € 0.998 (0.512, 1.944) 0.9944
5% 75 (54.35%) 44 (59.46%)
NA 2 0

Baseline KPS score

22 (15.71%) 31 (41.89%) <0.0001 € 0253 (0126, 0.504)  <0.0001
118 (84.29%) 43 (58.11%)

4 72 (51.43%) 41 (55.41%) 0.5794 € 0.885 (0.475, 1.647) 0.6998
7-10 68 (48.57%) 33 (44.59%)
Cancer Type: three categories
Lung cancer 22 (15.71%) 12 (16.22%) 0.2876 ¢
Breast cancer 22 (15.71%) 6 (8.11%) 1.297 (0.343, 4.905) 0.7020
other 96 (68.57%) 56 (75.68%) 0.957 (0.414, 2.208) 0.9173
Albumin (g/dL)
<3.0 20 (14.29%) 11 (14.86%) 0.9088 © 1.272 (0.518, 3.124) 0.5997
=3.0 120 (85.71%) 63 (85.14%)
Hemoglobin (g/dL)
<10 48 (34.29%) 30 (40.54%) 0.3659 € 0.767 (0.405, 1.452) 0.4148
=10 92 (65.71%) 44 (59.46%)
Peripheral blood TLC (/uL)
<700 46 (32.86%) 18 (24.32%) 0.1947 € 1.709 (0.846, 3.452) 0.1353
=700 94 (67.14%) 56 (75.68%)

* The Wilcoxon rank-sum test " was used to compare the difference between responders and non-responders
for continuous variables; the Chi—squared test © was used to compare the difference between responders and
non-responders for categorical variables. ** A logistic regression model was used to compare the differences
between responders and non-responders.

Cancers. 2019 Jan 22;11(2); 128-140.




Multivariate analysis for responders
and non-responders to PG2

« Patients with higher KPS responded better to PG2.
« |dentified KPS as a promising predictive factor for the
therapeutic efficacy of PG2.

Cut-off Points = 10% Multivariate Analysis

Univariate
Analysis Odds Ratio (95% CI)  p-value **
p-value *

Responder Non-Responder

Variable/Status (N = 140) (N =74)

Baseline KPS score

30-50 22 (15.71%) 31 (41.89%) <0.0001 € 0.253 (0.126, 0.504) <0.0001
60-90 118 (84.29%) 43 (58.11%)
‘ Single
Patient

Baseline KPS Responder %

score

30-50 22 (42%)

(N=53)

* 60-90 118 (73%)

Cancers. 2019 Jan 22;11(2): 12 (N=1-61)




Summary of PG2® Phase IV Study

+ Fatigue improvement

v PG2® treatment showed efficacy in relieving
fatigue as early as the first week of treatment.

v Clinically meaningful fatigue improvement (2
10%) was observed in more than 65% of
subjects receiving PG2® after the cycle 1
treatment when compared to baseline.

v' Patients with higher KPS showed better chance
to respond to PG2 treatment in BFI-T score.

J Clin Oncol 36, 2018 (suppl; abstr 10091); 2018 ASCO~ e
Annual Meeting, Poster Presentation Abstract. #i 19041 ‘,,
Cancers. 2019 Jan 22;,11(2): 128-140 o »4' A
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Astragalus polysaccharides (PG2) Enhances the M1
Polarization of Macrophages, Functional Maturation
of Dendritic Cells, and T Cell-Mediated Anticancer

Immune Responses in Patients with Lung Cancer

Oluwaseun Adebayo Bamodu '>*(, Kuang-Tai Kuo 3**, Chun-Hua Wang ¢,
Wen-Chien Huang 7.8 Alexander T.H. Wu °, Jo-Ting Tsai 10,11 Kang-Yun Lee 12
Chi-Tai Yeh 1%13#() and Liang-Shun Wang 34*

L Division of Hematology & Oncology, Department of Medicine, Shuang Ho Hospital, Taipei Medical
University, New Taipei City 235, Taiwan; 16625@s.tmu.edu.tw

Department of Medical Research and Education, Shuang Ho Hospital, Taipei Medical University,
New Taipei City 235, Taiwan

Division of Thoracic Surgery, Department of Surgery, Shuang Ho Hospital, Taipei Medical University,
New Taipei City 235, Taiwan; doc2738h@gmail.com

Division of Thoracic Surgery, Department of Surgery, School of Medicine, College of Medicine, Taipei

Medical University, Taipei City 110, Taiwan
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Nutrients 2029(11)2264-2285,



Inhibited tumor growth &
suppressed Cisplatin-associated weight-loss
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(A) Photo images show the anticancer effect of cisplatin and/or PG2 in syngeneic
C57BL/6 mice inoculated with 1.5x103 LLC1 cells.

(B) Graphical representation of the effect of cisplatin and/or PG2 on the tumore size,
’iugn(f6§/vEL Pit, aﬂd body weight in syngeneic C57BL/6 mice inoculated with
.5x cells.
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Suppression of tumor growth and metastasis
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Photo images show the effect of cisplatin and/or PG2 on metastasis in
syngeneic C57BL/6 mice inoculated with 1.5x103 LLC1 cells.

ns, not signiticant; *p < 0.05, *p < 0.01; PMSO, dimethy/ sulfoxide
(17 weeks, and/or cisplatin in syngeneic LLCL tumor-bearing C57BL/ & mice)

Nutrients 2019 11)22 o4 “22 5



Regulating tumor micro-environment &
suppressing oncogenicity

Immunofluorescent staining showed that PG2 or cisplatin can reduced the

expression of beta subunit (NF-xB), CD11b, and CD31 in C57BL/6 mice

PG2 +  Immunreactivity
DMSO Cisplatin Cisplatin Trend

Nutrients 2021 9(11)2264 _22;. PR




U.S. Patent. Patent No.: US 10,478,468 B2. Method for enhancing
effect of immunotherapy for cancer

The Effect of PMA, LPS + INF-y, or PG2 on the Proportion of CD80+ and
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PG2 modulated the population of CD80+ M1 macrophages
derived from PBMCs of different type of cancer patients
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colon cancer liver cancer
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30 1 30-
=X * ¥ =R .
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0- 0-
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U.S. Patent. Patent No:: US 10,478,468 B2. Method for
enhancing effect of immunotherapy for cancer



Int. J. Med. Sci. 2020, Vol. 17 939

Nrys/ SRS International Journal of Medical Sciences

2020; 17(7): 939-945. doi: 10.7150/ijms.42978

Research Paper

The extracts of Astragalus membranaceus overcome
tumor immune tolerance by inhibition of tumor
programmed cell death protein ligand-1 expression

Hsu-Liang Chang!, Yi-Hsuan Kuo?, Li-Hsien Wu?, Chih-Min Chang?3, Kai-Jen Cheng?#, Yu-Chang Tyan?®,
Che-Hsin Lee267.89

=
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Department of Medical Imaging and Radiological Sciences, Kachsiung Medical University, Kachsiung 80145, Taiwan
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The murine breast tumor and colorectal tumor were
significantly reduced growth after Cisplatin/PG2
therapy
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PG2 enhanced the chemotherapy by
stimulating host immunity by reducing the
expression of tumor surface PD-L1 expression

PD-L1in 4T1 cells
471 120 1
[14T1+PG2
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p=0.026
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PG2°: beyond Cancer-related Fatigue

Treatment

A therapeutically-relevant role for PG2 in modulating the
M1/M2

v’ The treatment with PG2 elicited significant
depletion of the tumor-associated M2
population.

- Synergistically enhanced the anticancer effect of
chemotherapeutic agent, cisplatin

v" Inhibited tumor growth and metastasis.

v In the presence of PG2, cisplatin-associated
dyscrasia and weight-loss was markedly
suppressed.

T, 1 I N _ Cancers 2019, 11, 128; —
AR L N s Ao1:10.33 90/ cancers1102Q488




RS SRR SIE | 2R RWE IS E
Interim Analysis Result of PG2 RWE Study

‘ Data Collection Period: Mar/01/2021 to Apr/15/2022
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Study Introduction

MEBER : LURERB AT - WEERRSMEREE5E (PG2 Lyo.
Injection) @R {(TRE ZaEcsx - L7 BB IR RS 2R e 1 51
ElZERPRER ~ MAZEBRIENERERAREE

I FERRET -

- FEETUNZEAZEL 200; M1TE 5 7

- FRETUWEEEAR™: Mar 01, 2021~Aug 31, 2023;

« MAIRE BRAEVHFFEEERARFNE REIFE Z%E

« Primary Endpoint: Fatigue Improvement by VAS Fatigue
Scale (JREZEKR)
« Secondary Endpoint: Fatigue Treatment Satisfaction
* Clinical Global Impression-Improvement (CGI-I) by Patients

« Patient's Expectation to Continue CRF Treatment
« Overall Clinical Evaluation by Physicians




Subject Disposition

: Subject :
Population (N) Enrolled Baseline 4-Dose 6-Dose
All 48 (100.00% 48 (100.00% 48 (100.00% 36 (100.00%
) ) ) )

o1 VGHTC 15 (31.25%) 15 (31.25%) 15 (31.25%) 11 (30.56%)
02 KMUH o (0.00%) o (0.00%) o (0.00%) o (0.00%)
03 EDAH 11 (22.92%) 11 (22.92%) 11 (22.92%) 7 (19.44%)
o4 CGQMH-TP & (12.50%) 6 (12.50%) 6 (12.50%) 6 (16.67%)
OS5 TSGH 10 (20.83%) 10 (20.83%) 10 (20.83%) 8 (22.22%)
06 CMUH 3 (6.25%) 3 (6.25%) 3 (6.25%) 2 (5.56%)

~— N/ AA

A total of 48 evaluable breast cancer (stage IV) patients:
* 36 subjects had completed all 6 doses of PG2 Lyo.

Injection

* 12 subjects had completed up to 4 doses and less than 6
doses of PG2 Lyo. Injection at the time of analysis.
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Demographic

Information

Characteristics Results
Gender

N 48

Missing Data 0

Male 0 (0%)
L Remale 48 (100%) . .
Age

N 48

Missing Data 0

Mean(SD) 60.95 (9.46)
RANBE 43.1278039
Weight (kg)

N 48

Missing Data 0

Mean(SD) 59.67 (11.55)
RANge 38.8789.7
Height (cm)

N 48

Missing Data 0

Mean(SD) 156.58 (5.34)
CRANge 1431685
BMI

N 48

Missing Data 0

Mean(SD) 24.27 (3.96)

Range 15.94~33.01
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Disease

Characteristics Results C h ara Cte V‘l.Stl.c S

Histological type

N 48

Missing Data 0 B 0 00

Ductal 36 (75.00%) N 48

Lobular 0 (0.00%) Missing Data 0

o (o)

E)/I»:;(ed g(g;;;’) Premenopausal 2 (4.17%)
uknown (s, e orausal with ovaryfunetion - 3(6.25%
Locally Advanced or Distant Metastasis Postmenopausal 43 (89.58%)

N N A e 48 ..

Missing Data 0 Molecular Type

Locally Advanced 0 (0.00%) N 48

Distant Metastasis 48 (100.00%) Missing Data 0

Bone 28(58.33%) |\ nina A 3 (6.25%)

Liver 23113792 o) ina B 23 (47.92%)

Lymph nodes (Regional LN) 19 (39.58%) Her-2 enriched 4 (8.33%)

Lymph nodes (Distant LN) 16 (33.33%) Triple-negative 12 (2'5 0(;"7)
iple- iv .00%

Lungs 26 (54.17%) Unknown 6 (12.50%)

Brain 8 (16.67%) -

Skin 2(4.17%)

Other 2 (4.17%)

+ Most were postmenopausal women (90%).
« The major histologic type of breast cancer was ductal
carcinomas (75%).

* Patients with stage IV breast cancers that had spread
canntiaidlss A Livvantnle sa AaAd e /=707 \ bhanmn 700\ 1 20om nr L A07\




Previous and Current Cancer Therapy

No. Cancer Therapies/type Previous  4-Doses &-Doses Tr;g%gﬁnt
N 438 438 30 30
O O (0.00%) O (0.00%) 1 (2.78%) O (0.00%)
20

1 (41.67m) 20 (41.67%) 13 (36.11%) 11 (30.56%)
Chemotherapy (ij.'fm) 15 (31.25%) 10 (27.78%) 9 (25.00%)
Targeted Therapy (10_22%) 5 (10.42%) 3 (8.33%) 2 (5.56%)
Hormone Therapy 1 (2.08%) O (0.00%) © (0.00%) © (0.00%)

2 (522_'058%) 25 (52.08%) 21 (58.33%) 21 (58.33%)
Chemotherapy + Surgery O (0.00%) 1 (2.08%) 1 (2.78%) 1 (2.78%)
Chemotherapy + Targeted Therapy (273.'33%) 12 (25.00%) 10 (27.78%) 11 (30.56%)
Chemotherapy + CCRT O (0.00%) 2 (4.17%) 2 (5.56%) 1 (2.78%)
Chemotherapy + Hormone Therapy (103;2%) 3 (6.25%) 4 (11.11%) 4 (11.11%)
Chemotherapy + Immunotherapy 1 (2.08%) o© (0.00%) © (0.00%) ©O (0.00%)
Targeted Therapy + Hormone Therapy (:Loiz%) 6 (12.5%) 4 (11.11%) 4 (11.11%)
Hormone Therapy + Others 1 (2.08%) 1 (2.08%) ©(0.00%) © (0.00%)

3 3 (6.25%) 3 (6.25%) 1(2.78%) 2 (5.56%)
Chemotherapy +Targeted Therapy + Surgery 1 (2.08%) 0 (0.00%) © (0.00%) © (0.00%)
Chemotherapy + Targeted Therapy + CCRT 1 (2.08%) O (0.00%) O (0.00%) 1 (2.78%)
Chemotherapy + Targeted Therapy + Hormone Therapy 1 (2.08%) 3 (6.25%) 1(2.78%) 1(2.78%)

4 and above o (0.00%) © (0.00%) © (0.00%) 1 (2.78%)
Chemotherapy + Targeted Therapy + CCRT + Hormone 0 (0.00%) © (0.00%) 1 (278%

Therapy

0 (0.0Q%)
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Previous and Current Cancer Therapy

75% of patients received PG2 Injection treatment
under chemotherapy or chemo-combination
therapy.
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PG2 Administration

6 Doses of PG2 Treatment Duration

Range

_______ N ——— S * Nearly 50% of
Missing data : '

........... B patients recelved 6
1 Mo<duration <2 Mos 8 22.22% doses OF PG2 Lgo.

2 Mos<duration <3 Mos 10 27.78% lmjectioy\
3 Mos<duration <4 Mos 12 33.33% dvninictrati I
4 Mos<duration =5 Mos o 0.00% aaministration less
5 Mos<duration <& Mos 3 8.33% than 3 months.
6 Mos<duration =<7 Mos 2 5.56%
7 Mos<duration <8 Mos 1 2.78%
PG2 Administration 4-Dose 6-Dose - Most patients (78 -
N 43 36 .
1vla{0FPaz ............................................ 40 ..... 8 3-33% ....... 28 ..... 77’78% 83%) V‘@C@{V@d Ome
B?Eore Cancer Treatment 22 4583% 13 36.11% dose of PG2 Lyo.
After Cancer Treatment 10 20.83% 10 27.78% . . .
Before or After Cancer b ancrn & ABsem Injection d“”“ﬂ

Treatment o e cancer treatment.
NA (No cancer treatment) 2  4.17% O 0.00% :

2 Vials of PG2 7 14.58% & 22.22% + Of these patients,
Before Cancer Treatment o 0.00% 1 2.78% 46% of patients
gitfer c%xsgr téeathemt O 0.00% 1 2.78% administrated PG2

ore after cancer . .
L 7 14.58% 6 16.67% Lyo. Injection before
4 Vials of PG2 I 208% - - cancer treatment.
After Cancer Treatment 1  2.08% 2 - ey g




I1. Primary & Secondary Endpoint

Primary Endpoint

O Fatigue Improvement
by VAS Fatigue Scale (REER)

Secondary Endpoint

O Fatigue Treatment Satisfaction
B Clinical Global Impression-Improvement (CGl-I) by Patients
B Patient's Expectation to Continue CRF Treatment

B Overall Clinical Evaluation by Physicians
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VAS Fatigue Score by Visits

VAS Fatigue Score of the WORST Level during Past 24 hours

Paired t-test

visit N Méféﬁg Mean  SD  Median Min  Max asncl o
Baseline 48 0 6.54 1.49 700 300 900 612 ~ 6.96
4-Doses 48 0 421 144 400 000 700 380 ~ 462 1.64E-14
6-Doses 36 0 3.33| 133 300 100 700 290 ~ 377 1.08E-049

"FArea t-test oerween 4 -L0Ses and o -L’0SeS (S O.O0S5 97 71465

VAS Fatigue Score of the WORST Level after the Last Anti-cancer Treatment (or

W\‘/Fspl‘én 4Nwen4(g,ug tl’l\gl\eoa\:}\/) SD Median  Min Max a5% Cl Pl t—te'st
Data from base line

Baseline 44 0 6.93 1.25 7.00 500 1000 6.56 ~ 7.30

4-Doses 48 0 4.38 1.54 400 2.00 .00 3.94 ~ 4.81 1.97E-11

6-Doses 36 0 3.56| 1.34 3.00 1.00 800 312 ~ 399 1.64E-12

*Paed t-test between 4 -Doses and é-Doses 1S O.00082 7413

Patients received & doses of PG2 Lyo. Injection had
significantly low fatigue scores (VAS score 3.33~3.56;
<4 of treatment goal).




VAS Fatigue Score Change from

Baseline
The WORST Level during Past 24 hours
= Missi : :
visit N l;awltzg Mean SD Median Min Max 5% Cl
4 -Doses 48 o -2.33 1.48 -2.00 -6.00 1.00 -2.75 ~ -1.92
48 O -34.96% 21.63% -35.42% -100.00% 16.67% -41.08% ~ -28.84%
6-Doses 36 o -3.06 2.23 -3.00 -7.00 3.00 -3.78 ~ -2.33
36 O -42.76% 34.00% -50.00% -83.33% 75.00% -53.86% ~ -31.65%

*varred t-test between score change of 4-Doses and 6-Doses 1s O.0059 71463
*parred t-test between score change percentage of 4-Doses and 6 -Doses is O.148 840705

The WORST Level after the Last Anti-cancer Treatment (or within 4 weeks

until now Missin . .
v:s:tq ) N Datag Mean SD Median Min Max as5% Cl
4 -Doses 44 4 -2.52 1.86 -3.00 -8.00 2.00 -3.07 ~ -1.97
44 4 -34.84% 23.55% -37.50% -80.00% 40.00% -41.80% ~ -27.88%
6 -Doses 33 3 -3.45 1.749 -3.00 -7.00 1.00 -4.06 ~ -2.84
33 3 -48.43% 21.89% -55.56% -83.33% 14.29% -55.90% ~ -40.96%

*varred t-test between score change of 4-Doses and & -Doses (s O.0001 90575
**parred t-test between score change percentage of 4-Doses and & -Doses s O.000128219

The mean decreases in fatigue score from baseline were 3.06 ~ 3.45
(42.76 ~ 48.43%) after & doses of PG2 Lyo. Injection treatment.

LR
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Fatigue Improvement Response Rate (by Score
Change%)

24 hours cancer Tr.eatment (or within 4 weeks
100% ] 10000 -
0% . W 4 doses (N=48) g9, 91% 91% m 4 doses (N=44)
81% M 6 doses (N=36) 820 85% w6 doses (N=33)
80% - 75% 80% 3%
N 60% - BQ 60% -
= =
2 9
E 40% - E 40% -
20% 20%
0% - 0% - I
210% >20% >230% >40% 210% 220% 230% 240%
Cut-off Point of Fatigue Score Improved % Cut-off Point of Fatigue Score Improved %
Fatigue scores improved from baseline by at least
30% in 81%~85% of patients with & doses of PG2
Lyo. Injection.
= WY, ‘ 3R ‘g) ~..,' o \M‘~,‘.( =
,‘ﬁ-;”;,i.".:.--'«,;?-.f A %"b'ri:_\‘:; TR
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Fatigue Improvement Response Rate (by Score

Change)
T i cancer Treatment (or within 4 weeks
100% - 100% -
m 4 doses (N=48) = 4 doses (N=44)
6 doses (N=36) 6 doses (N=33)
80% - 80% -
N 600 R oo
S 60% - ?_,‘ 60% -
c c
2 9
- )
S 40% - & 40% -
20% - 20% -
0% ‘ 0%
Cut-off Point of Fatigue Score Improved Cut-off Point of Fatigue Score Improved

Fatigue scores improved from baseline by at least 3 was
observed in 67%~73% of patients with & doses of PG2
Lyo. Injection administration.




Categorized of Fatigue Severity

The WORST Level after the Last Anti-cancer

The WORST Level during Past 24 hours

80% -

70% -

60%

Patient %

30% -

20% -

10% -

0%

50% -

40% -

P=7.12303F-07
l

PZO,OOOJ,Z,Zééé‘

l
[ \

P=1.88192EF-0é

l

[

52%
46%

‘ 75%

67% I

I 19%

Baseline
(N=48)

4 Doses 6 Doses
(N=48) (N=36)

Patient %

80% -

70% -

60% -

50% -

40% |

30% -

20% |

10% -

Treatment (or within 4 weeks until now)

P=1.37338F-05

l

P= 0002238527

l

{

P=2.3122FF -O&

l

{

59%

41%

0%

60%

27%

13%

No to Mild fatigue (<4)
64%
I Moderate fatigue (>4,<7)

B Severe fatigue (27)

33%

Baseline
(N=44)

4 Doses
(N=48)

6 Doses
(N=36)

* Less patients suffering from severe fatigue (3-13%) and more patients who had no fatigue
or experiencing mild fatigue (25-75%) after PG2 Lyo. Injection treatment were observed.
* The distribution of patient groups experiencing different levels of fatigue severity

compared between before and after PG2 Lyo. Injection treatment were shown a

significantly statistical difference.
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Fatigue treatment satisfaction:
Clinical Global Impression-Improvement (CGI-I) by Patients

Cal-1 Score 4-Doses 6-Doses

N 47 306

e mg e e B

lmprov T Sy L Sy s
Very much improved 6 12.77% 5 26/ 13.89%
Much improved 16 34.04% 22 55= 61.11%
Minimally improved 20 42.55% 6 52 667

No Improved (4-7) s 10.64% 3 8.33%
No change 4 8.51% 1 2.78%
Minimally worse 1 2.13% o 0.00%
Much worse o 0.00% 2 5.56%
Very much worse o 0.00% o 0.00%

*chi-square between improved,/no Improved and 4-Doses/6-Doses Is 1.

92% of patients with & doses of PG2 Lyo. Injection treatment reported fatigue

improvement.
Of these improved patients, 82% of patients reported «“ Much improved” and
“Very much improved” after & doses of PG2 Lyo. Injection treatment.




Fatigue treatment satisfaction:
Patient Expectations for Continuous Use

Patient expectations for continuous use

N 30
Yes 28
No 8
Change to other pharmacological CRF therapy O
Change to non-pharmacological CRF therapy O
No fatigue without CRF therapy O
Patient's willingness 4
Other reason 4

77.78%
22.22%
0.00%
0.00%
0.00%
11.11%
11.11%

78% of patients were willing to receive PG2

Lyo. Injection treatment continuously.




Fatigue treatment satisfaction:
Overall Clinical Evaluation by Physicians

Overall Outcome Evaluation No. of subject/proportion (%)

N 36

Excellent 4 11.11%
Good 31 86.11%

Fair 1 2.78%

Recommendations for No. of subject/proportion (%)

Continuous Use

N 36

Very High 8 22.22%
High 20 55.56%
Moderate 8 22.22%

97% of patients had positive overall outcome evaluated by
physicians after & doses of PG2 Lyo. Injection treatment,
and 78% of patients were recommended to continue
receiving PG2 Lyo. Injection treatment.

50



ECOG Score Distribute

ECOG score Baseline 4-Doses 6-Doses
N A8 A6 B3
Missing Data O e 2 4
2 or below 48 100.00% 46 100.00% 31 96.88%
o 20 41.67% 20 43.48% 1% 37.50%
1 24 50.00% 21 45.65% 17 53.13%
......................... 2 4 . 833k S5 1087 2  ©625%
3 or above o 0.00% o) 0.00% 1 3.13%
3 o) 0.00% o) 0.00% 1 3.13%
4 o) 0.00% o) 0.00% o) 0.00%

*chi-square between 2. or below /3 or above and baseline/4-Dose Is not calculable
*chi-square between 2. or below /3 or above and baseline/6 -Doses 1s O.313499 946
*chi-square between 2. or below /3 or above and 4-Doses/é-Doses /s O.313499 746

ECOG Score Change from Baseline

ECOG score change from Baseline 4-Doses 6-Doses

N 46 32

Missing Data A
increase 4 8.70% 5 15.63%
remain 38 82.61% 25 78.13%
decrease 4 8.70% 2 6.25%

*chi-square_s=I2eseéssagatiast. 4 -Doses 1S O.936 7306 7
51



Weight

Weight(kg)
visit N Missing Mean  SD  Median Min Max  95% confidence range paived t-te.st
Data from baseline
Baseline 438 o 59.62 10.37 57.85 41.00 89.10 56.69 ~ 62.56
4-Doses 46 2 5848 1046 58.00 4000 87.00 5546 ~ 61.50 0.1513
6-Doses 34 2 5847 940 57.70 43.90 89.00 55.31 ~ 61.63 0.069

*varred t-test between 4-Doses and 6-Doses is O. 911

Weight Change from Baseline (%)

visit N ;:;23 Mean SD Median Min Max  45% confidence range
4-Doses 46 2 -1.20% 5.08% 0.00% -16.67% 12.12% -2.67% ~ 0.206%
©-Doses 34 2 -1.71% 5.75% 0.00% -16.67% 8.93% -3.64% ~ 0.23%

*valved t-test between 4-Doses and & - Doses is O.911

Categorized Weight Change from Baseline Distribution

items 4-Doses 6-Doses

N o A6 B
Missing Data 2 2
Decrease >= 5% 11 23.91% q 26.47%
Stable change between 5% 32 69.57% 23 67.65%
Increase >= 5% 3 6.52% 2 5.88%

*Chi-square between 4-Doses and & -Doses IS
0. 762 Zedd4d 7




CTCAE Statistical Summary

‘CTCAE Term Grade Vi Occurrence V2 Occurrence V3 Occurrence
Anemia == AN 4 .33
Missing Data T R B

(o] 21 44.68% (0] 0.00% 13 329.39%

1 16 34-.04% 15 34.09% 11 33.33%

2 8 17.02% 20 45.45% 7 21.21%
.................................................... 0 IR SRNNIITSSL 0. RS SRSy AL
Neutrophil count
decreased N ke * >

Missing Data 2 e S

(o] 35 76.09% 34 82.93% 27 87.10%

1 3 6.52% (0 0.00% (0] 0.00%

2 ) 10.87% [} 14.63% 3 9.68%
.......................................... T N A - S S
.................................................... i <5 1 s SO R

4 1 2.17% (0 0.00% (0] 0.00%
Platelet count decreased N 47 4 53

Missing Data 1 4 3
........... O e g S

1 q 19.15% 6 13.64% q 27.27%

2 1 2.13% 3 ©6.82% 1 3.03%
.......................................... T N A R
.................................................... SRR RRRRRRRRRRNS ARSRRRRRRRONS SRRSOt RSSO

4 (0] 0.00% (0 0.00% (0] 0.00%
White blood cell decreased N 47 45 53

Missing Data B B

(o] 35 74.47% 29 64.44% 23 ©69.70%

1 ) 10.64% 8 17.78% 7 21.21%

2 4 8.51% 8 17.78% 2 6.06%
T pr— R Cagg Sy g s S s

.......... JACE2 D GEEE  D L SOBR T SOZEL

4 (o 0.00% O 0.00% (0 0.00%




III. Summary

« The advanced breast cancer patients received 6 doses of
PG2 Lyo. Injection had significantly lower fatigue scores
than baseline (VAS score 3.33~3.56; <4 of treatment goal).

» Fatigue scores improved from baseline by at least 30% in
81%~85% of patients with 6 doses of PG2 Lyo. Injection.

« Less patients suffering from severe fatigue (3-13%) and
more patients who had experiencing mild or no fatigue
(25-75%) after PG2 Lyo. Injection treatment were observed.
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III. Summary

* 92% of patients wi

th 6 doses of PG2 Lyo. Injection treatment

reported fatigue improvement.

 Of these improved
" Much improved

patients, 82% of patients reported

n

doses of PG2 Lyo.

and “Very much improved” after 6
njection treatment.

» Total 97% of patients had positive overall outcome evaluated
by physicians after 6 doses of PG2 Lyo. Injection treatment,
and 78% of patients were recommended to continue

receiving PG2 Lyo.

Injection treatment.




IV. Conclusion

In these preliminary data, the results shown
advanced breast cancer patients

recelved 6 doses of PG2 Lyo. Injection

nad good satisfaction and efficacious
Improvement on fatigue.
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_sClinical Experiences in
“CRF Treatment

Case sharing
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# 38 ARMAEEEHE Metabolic & nutrient agents
(B110F3A18 &%)
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3. 3. 20. Polysaccharides of -3
Astragalus membranaceus (%o
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Polysaccharides of Astragalus membranaceus(PG2 Lyo. Injection)

1L 1% = 1—,|- ;:EZE
F—m NHA=EEN (B110F3H1HEX)

ERAREREGTT NS RAE

1. ARFENPAERARBEERERENTERER R
(FEERZERERR) -

2. Eﬁfﬁﬁktgﬁﬁfﬁ_SICD 1021152 - R L EFAEEIRE
77 8>4 (BFI-TEL VAS) - SR EMEEEN Y PEEER Y
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“Cure sometimes, treat often,
comfort always”

Hippocrates




