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platelet-derived growth factor (PDGF)& o Jit4) » INF-yi2 0] DLUIEI(TGF)-B1 4=
4EREIEEE - T Pirfenidone RIJE/D INF-yREAR » HEMFE(R(TGF)-B1 B ~ S48
AR AR Rl S IR I A 1 7 A S e - i ST bAYRER. -

= BEERERAARE

Pirfenidone £ 5782 ARV IERE Ryfr s PERTIdR4E(L - MRIZ(TER > Pirfenidone W51
BB & Fy 200mg > — H =2X(200mg, TID) > fRI&ARA ~ FHERTHE - {OpEARAE
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test >150 meters) - CAPACITY 004 5z CAPACITY 006 £y i {iE [EHG#E1 T H 3% TR LAY EE
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B 4H o o
pirfenidone 1,200 pirfenidone 1,197 mg/day (n=171) mg/day (n=278)
mg/day (n=55) mg/day (n=87)
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1. e MERh A b B RS2 KUm B AR 5 1-2015

2. Takeda Y, Tsujino K, Kijima T, et al © Efficacy and safety of pirfenidone for idiopathic
pulmonary fibrosis. Patient Prefer Adherence 2014 ; 21 - 361-70.

3.Pirfenidone {5 E&

4. Taniguchi H, Ebina M, Kondoh Y, et al. Pirfenidone in idiopathic pulmonary fibrosis. Eur
Respir J 2010; 35 - 821-9.

5. Noble PW, Albera C, Bradford WZ, et al. Pirfenidone in patients with idiopathic
pulmonary fibrosis (CAPACITY) - two randomised trials. Lancet 2011; 377 - 1760-9.

6. King TE, Jr., Bradford WZ, Castro-Bernardini S, et al. A phase 3 trial of pirfenidone in
patients with idiopathic pulmonary fibrosis. N Engl J] Med 2014; 370 : 2083-92.
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FEAHE T A W RRRA SR Y SR H'E © EHZR (Cyclin) N8 A 2R (HE B (cyclin
dependent kinase * CDK) - EBAZ JE#AH B2 Cyclin D-CKD4/CDK6 - F T4t i
I GUS HIFEE - Cyclin D B CDK4/6 JEEHERIE GV - (E 4R RN E S
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Aromatase inhibitors
(e.q., letrozole, anastrozole, =——— Estradiol RTK (e.g., IGFR1)

exemestane) AL PI3K inhibitors
PI3K }—— (e.g., alpelisib, pictilisib,
¢ buparlisib, taselisib)
AKT
ER modulators 3 * MTOR inhibitors

(e.g., tamoxifen, fulvestrant)

(e.g., everolimus)
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Ze— : Palbociclib & &=

Palbociclib 7| & HFHIZEY) NEE
Letrozole 2.5mg FFY HR(+) / HER2(-) 2 f5 & Hte
Palbociclib 125mg HARA—X AR 1 AL IR 1T
AR 21 Kig 2 e

{ZIEIERE T K > 28 Fulvestran 500mg FHRN SR S 2 il N oy ol PR
Rry—(E5EEEE | 551~ 15~ 29 RALAE | % » HR(+) / HER2(-) > [
B ZREAEN R | e IR -

P EEHEE  (ERER R ERRRE 71 > 7] REZHE I hE AE (%4588 - I/ BE KRR -
BOKANREE » FHFRIREFE - HERE—IORE] 100mg » TR 44 R AINRE] 75mg > 7
KR 75mg RIEERER -

fEFERTEIH ¢ 1EFAMAEE M Palbociclib J&HFE 2 i ~ & ABABHIAN ~ &) 2 [EBHIAYE
14 K~ DUKEEIRBUA OAEENG - FERE M2 MERE T - A B g i A ka8
(ANC) >1000/mm’ H_f1/MEEH5>50,000/mm’ FY15:5 T A4 F BH4A4E 25 -

Y~ EEPREERIH 74 R

1. RBEER

Paloma-2 fy—JEESE - BEME - &5 - 2RISR IERTE = HHER RIS - ST R
A ER(+) / HER2(-) [ & B M A g - HARATAR o (E & B IR G R E
2L > 3G palbociclib & letrozole FHEZTYER letrozole JIZZRFIHYREERY -

H 666 fiL{FEE AT 2K 2:1 BYELBIRERE e 70 5452 palbociclib fill letrozole B2/
P letrozole J&f5¢ o 5B + BLBRENHERE R it LS HA(PFS) - Palbociclib il letrozole
40 B B I letrozole 4H A EHY PFS F{ir 87 7l K 24.8 (& H(95% CI : 22.1 » NE)
K 145 H(95% CI = 12.9 » 17.1) » 455887~ Palbociclib Jj[] letrozole HY3ER: B & #L I
EEWEES o DUNRFLA Paloma-2 FEWFZEAIITZE EE H » ST RAVIIURME A B IE
RS R Tam

2. FEKFE
FEMIRMEA BEES » f2 ' FHY Rl i B ER K T E (neutropenia) » HAAE RAYA
R R B B E (leukopenia) ~ 1 H 5K/ (neutrophils decreased) ~ &1l



(anemia > ) ~ [/]MECEZDHE (thrombocytopenia) » B HA4H 1575 BEE 7= B (p value <0.0001)
(RlE—) -
e — B ERsH B IR AR R E

Incidence Rate (%)

Palbociclib +  Placebo +

Letrozole Letrozole Risk Difference
n=444 n=222 and 95% CI p value

Hematologic AEs, %

Neutropenia 66.2 3.2 - 63.1(57.7 to 67.9) <.0001

Leukopenia 239 05 HH 23.4(19.3t027.7) <.0001

Neutrophils decreased 19.6 3.2 = = 16.4 (11.7 to 20.9) <.0001

Anemia 232 8.0 —a— 14.2 (8.5t019.5) <.0001

Thrombocytopenia 99 0.9 = 2 9.0(5.7t0 12.3) <.0001

Lymphopenia 09 0.0 - 0.901 (-0.7 to 2.3) .1800
Nonhematologic AEs, %

Alopecia 32.9 15.8 == == 17.1(10.4 to 23.4) <.0001

Hot flush 209 30.6 —a— -9.7(-17.0t0-2.6) .0072

Fatigue 37.4 27.5 —a— 9.9(2.3t017.2) .0108

Nausea 35.1 26.1 —a— 9.0(1.5t0 16.2) .0186 ;E_

Diarrhea 26.1 19.4 - 6.8 (-0.1t0 13.2) .0532

Pyrexia 12.4 8.6 (el 3.8(-1.3t08.5) .1380

NE

Vomiting 15.5 16.7 -11(-74t04.7) 7152 5 } le
Arthralgia 333 338 :;it -05(-8.2t07.1) .9246 *ﬁ E‘

T T T T T

r T
-20 0 20 40 60 80
?U Relative Risk ( %

Figure 2. Risk difference for prespecified adverse events of clinical importance (hematologic and nonhematologic: all causalities, all
cycles, as-treated population). :) ,
Abbreviations: AE, adverse event; Cl, confidence interval. —_—

palbociclib fi[ letrozole 45§ 67.1%(55.6%+11.5%)AY &% 3 grade3/4 HyrE R ME (4 Bk
KT > EHEEY R E—E H A & L grade3/4 YR BIIE » FHEIFRHLI 7T X -
el = : B S BLE IRAE A BSR4 R B i

Table 1. Summary of key hematologic laboratory abnormalities

Palbociclib plus Placebo plus
AEs letrozole (n = 444)° letrozole (n = 222)*
Neutropeniah

Any grade, n (%) 423 (95.3) 42 (18.9)
Maximum grade, n (%)

1 20 (4.5) 30 (13.5)

2 105 (23.7) 9(4.1)

3 247 (55.6) 2 (0.9)

4 51 (11.5) 1(0.5)
Episodes per patient, n (%)

1 18 (4.1) 25 (11.3)

2 22 (5.0) 7(3.2)

3-5 85 (19.1) 5(2.3)

26 298 (67.1) 5(2.3)
Median duration by episode (range),” d

Any grade 26.0 (1-590) 28.0 (1-84)

Grade 1-2 28.0 (1-590) 28.0 (1-84)

Grade 2 2 14.0 (1-504) 28.0 (1-71)

Grade > 3 7.0 (1-115) 2.0 (1-15)

Grade 4 7.0 (1-115) 15.0 (15-15)
Median time from first dose to onset of first episode (range), d

Any grade 15.0 (12-700) 71.0 (13-958)

Grade 2 2 15.0 (12-700) 63.0 (13-372)

Grade = 3 28.0 (12-854) 57.0 (14-197)

Grade 4 31.0 (14-673) 14.0 (14-14)
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JfE(Overall tumor response) ~ A% (Clinical benefit response) ~ #5857 EHA(PFS) i
AEREEAN RIEMRCORER -« MRS EREEAEF O mEKE T - S/AEgE
PIHEIRDEL - R HRES LU 1 AR B R fR R 2 2K E%E - TRBE 2 E—ERVHT

1E—Fa ks Palbociclib SITHTE BEITHEHIFESHZE H®) - 8537 Palbociclib Bil{L &)
L DNA BZ0.J5 1 (damage and apoptosis) 1 FIR[E] » 1T a2E - ARAEE A SHAE
HE - FE(RAMARETHE 4 - PR AR Palbociclib 84 HHERIE ok [ BRI R BLRZJEE -
{1 BR AT 2 M (reversibility PR ER ERCRLIE <) -

{ESGREAL b Palbociclib BT 2T FSAREEEIE (S BRI ok (1 R

T+ B DUA AT R o 1 R R R A D AT - BT R )
HESE -
&7+ Palbociclib HIGI4MAEIIHEH]

- M Paibociclib ] Doxorubicin [l Paclitaxel

125 A

100 4

Cell growth posttreatment
(% control)
a

Concentration (umol/L)

N~ 2ELR

1. Diéras, V., Harbeck, N., Joy, A. A., Gelmon, K., Ettl, J., Verma, S., ... Finn, R. S. (2019).
Palbociclib with Letrozole in Postmenopausal Women with ER /HER2— Advanced Breast
Cancer: Hematologic Safety Analysis of the Randomized PALOMA-2 Trial. The

Oncologist, 24(12),1514-1525.

2. Rugo, H. S., Finn, R. S., Diéras, V., Ettl, J., Lipatov, O., Joy, A. A., ... Slamon, D. J.
(2019). Palbociclib plus letrozole as first-line therapy in estrogen receptor-positive/human
epidermal growth factor receptor 2-negative advanced breast cancer with extended
follow-up. Breast Cancer Research and Treatment, 174(3), 719-729.

3. Pernas, S., Tolaney, S. M., Winer, E. P., &Goel, S. (2018). CDK4/6 inhibition in breast
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cancer: current practice and future directions. Therapeutic Advances in Medical
Oncology, 10, 175883591878645.

4. Finn, R. S., Martin, M., Rugo, H. S., Jones, S., Im, S.-A., Gelmon, K., ...Slamon, D. J.
(2016). Palbociclib and Letrozole in Advanced Breast Cancer. New England Journal of
Medicine, 375(20), 1925-1936.

5. Hu, W., Sung, T., Jessen, B. A., Thibault, S., Finkelstein, M. B., Khan, N. K., &Sacaan,
A. L. (2015). Mechanistic Investigation of Bone Marrow Suppression Associated with
Palbociclib and its Differentiation from Cytotoxic Chemotherapies. Clinical Cancer
Research, 22(8), 2000-2008.

6. Ibrance capsules(E A B o)/ 5

7. Micromedex-palbociclib
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- RIS

TEIREEE(CoV) R— B ASNERZ RNA JiEE - SNEREY - fEE TEIEE N A
TR EHI ARG % o wilE S S AR R E B R G - HATE
g e ARV R 2 0 Hd B S MERS-CoV, SARS-CoV, & #i 35 HY
SARS-CoV-2 % -

- B RAEAR

HINEMEZHY COVID-19 &% » MENEPIEMAESEERE 2L - HATR
Fy > FF COVID-19 Ftfalpaiz - MEIRATRER AN 2 KREGRAT 14 KA - 49 80%
Y BB EAREE SRR - ATRERVIEAR A 3405 ~ 52% ~ 812 ~ AR ~ MRE(E ~ HLA
SRAETR ~ B ~ MRS ~ TR OIEE R AR
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HAETHAR S EEEFE COVID-19 BENERANT - AMFERE KSR EE
FEARS IR HEERE - B 2020 £ 2 A 11 H > FECEHEZHY 44,000 4]
COVID-19 il - & 77.8%E&HIF e /3 ATE 30-69 BR.ZfH] « 1 60 bl ERYEEEL
SEFR IRy + 60-69 5% Ky 3.6% 3 70-79 5% 8% 80 Bk LKy 14.8% A HAth HpfEry
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Y 7k
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K— BT COVID-19 /&7 HI %

HIV ZE B 5% (Human Immunodeficiency Virus proteus inhibitor)

B (E4)

SRR N B 65 2R

Kaletra

(Lopinavir/ritonavir)

AR NG =
5 (HIV)H I

* o o

ELH1 SARS-CoV ~ MERS-CoV B&4NEH:
MERS #/1& 5aA5

BG PR FH_E (K SARS FEEIE T K B A
R

S B EBEIIZE BT lopinavir/ritonavir %
SARSCoV-2 HJHEA AL
PTG PR RS SRR > 99 A
lopinavir/ritonavir -7 gz EEfifi 3% (Sp02<94%)
RN (18 %) B EL 100 ZBr i e
MHEE - WH4HZERR PRI R 28 RIE T
A aT B 7252 > lopinavir/ritonavir J&¥#
HFH 13.8%AENFEH MiF 1F %

ot

RNA ZEEFHIEE] (RNA Polymerase Inhibitor)

B (R R) HERE Et S PSR S
& EESNEEREUR B SARS-CoV ~ MERS-
CoV 7z SARS-CoV-2 35
BEN Y & PEEER P MERS-CoV ZUJLLE
IR SEZE Kaletra +Interferon beta ZE
Remdesivir (GS-5734) .
RNAJFZHEA | € 2020/1/30 fAEEH—% COVID-19 B E(H
HIGHIEE S Mz EE T a RN ZE] - %R SRR
BT ABER ERAEER IR remdesivir »
b 2 R A s
& ]I EE RNA H3
ARG AT | & RS IEEESHE Y
Avigan (Favipiravir) .
TEK (pyrazinecarboxamide analogue)
& SRR B (Influenza virus) ~ PHIEZER
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(West Nile virus) & {57417 55(Ebola virus)
FHEANHIR

Ui R 25
% (BB4) 7 FEE bR A KSR
Chloroquine € Chloroquine: 84 R EnRE ~EH]IE] SARS-
CoV » MERS-CoV %5
€ Hydroxychloroquine: #54 M Ea R~ EAH]
ERS MR N .
SARS-CoV-2 %5 » H L Chloroquine 5
MEREER R - . \
i £ MEENEEEEE—HE
Bk M o o B
& |NHEBIEREEE R R > A
LLBEMEIRIE -
M 42 1 L hydroxychloroquine 7 f8 & HE N R B o
Plaquenil EdeE S AR "
: 2 KSR IE R
(Hydroxychloroquine) o Y B SR, B
Eaor1TH] H FE R ) N N
B T e B hiag AR
&35 [ JE B i}
o & EUMEAEBEWERAK > dtt 204

(WHO)E#E( Solidarity Trial EAf 11
Chloroquine 57 Hydroxychloroquine ARG R

Y

PRI AR A BB B B A AHY. (R EUEiINR 25 (SARS-Co V-2) R4 PR i B HT
TTHE5 61 ) > 58 SARS-CoV-2 {HZEERREEEE « #HET) ~ JBF ] RERTG H
JeE\fiz I BEP AN E S ML FH 2 P s B hydroxychloroquine 28l /52228 » EAE

/6 B EREE (S B T Oy R AR 0 W] R 2 2K R 4G

Hydroxychloroquine JG& K :
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Hydroxychloroquine 7| &
H
Day 1 Day 2-7
DIN 400mg BID 200 mg BID
ZE
N \ 10 mg/kg/dose BID 5 mg/kg/dose BID
(B2 E 400mg)
MHE T EEH

& BECHEEREYEEY B > AN ERG TR

€ Hydroxychloroquine ##:# A 4R ~ L3 E(QT prolongation)
FARNKIE - BEHRERAIEE

& EREZFSIRSCAIN = R B B R R AR ] > R ST

[N T
N él:l?:lfﬁi
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