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Xeljanz! Xeljanz/ XR' (tofacitinib): Drug| Safety/Commumcat_gg;_.lmtla fSaE}F?a‘IP
Results Find/Increased Risk of'Serious Heart-related Problems and/Cancer with
Arthritis and Ulcerative Colitis/ Medicine

AUDIENCE: Patient, Health Professional,
Pharmacy, Rheumatology, Gastroenterology,
Cardiology, Oncology

ISSUE: The FDA is alerting the public
that preliminary results from a safety clinical
trial show an increased risk of serious heart-
related problems and cancer with the arthritis
and ulcerative colitis medicine Xeljanz, Xeljanz
XR (tofacitinib) compared to another type of
medicine called tumor necrosis factor (TNF)
inhibitors. FDA required the safety trial, which
also investigated other potential risks including
blood clots in the lungs and death. Those final
results are not yet available.

In February 2019 and July 2019, FDA
warned that interim trial results showed an
increased risk of blood clots and death with the
higher 10 mg twice daily dosage, and as a result,
approved a Boxed Warning to the tofacitinib
prescribing information. The clinical trial is
now complete and initial results show a higher
occurrence of serious heart-related events and
cancer in rheumatoid arthritis (RA) patients
treated with both doses of tofacitinib compared
to patients treated with a TNF inhibitor. FDA is
awaiting additional results from the trial.

BACKGROUND: Tofacitinib was approved
in 2012 to treat adults with RA who did not
respond well to the medicine methotrexate. In
2017, FDA approved tofacitinib to treat patients
with a second condition that causes joint pain
and swelling, psoriatic arthritis (PsA), who
did not respond well to methotrexate or other
similar medicines. In 2018, FDA approved
the medicine to treat ulcerative colitis, which
is a chronic, inflammatory disease affecting

the colon. Tofacitinib works by decreasing the

activity of the immune system; an overactive
immune system contributes to RA, PsA, and
ulcerative colitis.

RECOMMENDATION:

Patients should not stop taking tofacitinib
without first consulting with your health care
professionals, as doing so may worsen your
condition. Talk to your health care professionals
if you have any questions or concerns.

Health care professionals should consider
the benefits and risks of tofacitinib when
deciding whether to prescribe or continue
patients on the medicine. Continue to follow the
recommendations in the tofacitinib prescribing
information.

Read more about the MedWatch Safety
Alert, including a link to the FDA Drug Safety
Communication, at: https://reurl.cc/9ZRqov
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- (.A

RERNERAPE - KE
(M)

O3/ TRMR

L2

RERBHEYPRBLEYTEL 2007 -
FEARE =M ~ AV - SRR - EE
1. =& $ERL 5 (Triterpenoids)

EBIEYI A =i BT 2 R R A
A S BETR o SRR ENERS & - AL A3 Kool
B2 = i e RE R A e AU = B o IRl

*E&Féiﬁjjt;ﬁ%EEP T RER o7 2 B SR
K o EHUATRE R BH =R S B 2
RFRZ— -

a HEEE =i mBILE M EE LU ARB T
$efl (lupane type ) (ZI1EHEESEL betulinie
acid ) ~ TR SERY (oleanane type) (4175
BB oleanolie acid ) ~ K@k HY (ursane
type ) (ZNRESREE (ursolic acid)) =M
Bt (ceanothane type) (ANSEMAEL
ceanothie acid ) F AR =ML E R E -
Hrp o BRI LS Y2 B AR Ry
R—EH =Bt EY » "l EE
YIRS -

b. A e B =ik B AT R e Ay

ER=0 - HE IR R 8 2 A5 B DL
B EEGR A X A] o3 Ry MBS - FEZ AU
f£.C-3 » C-20 F1C-23 fi « BUAHEEZA L-
EFNE ~ D-#0%08 - L-FTRZ A0S ~ LA
P&~ D-ABE ~ L-6- EEBEIEN LR E S

2. Ef¥ERL 7 (Flavonoids)

ST~ RERIEF - Hp -
REMIZE & B SRR 32 Bk =
S R HEAE SRR C-3 47 ¢
41 : & T (rutin) ~ EZEEFEFR (swertisin ) ~ B
BHE -

3. = ¥eakapk 7 (Alkaloids)
H AT TR AR Vi B o B IR A

ViRl S AR AR VIR A
a. BRIREAE D) AR 38 H 5 AR v] 0 T =
fExE Ay - B+ =ERAYEE - AL (1) - 40

fERIZEBR K (daechucyclopride)T » fHERIZE
[A] (daechuine) S3F156-10 ; B-+PUTERRY
AL (I0) > 4 : fERIZEIK] (daechuine
)$1,52,54,55,5% - H-{ A InERAVRE - 1484
(D) SFERBRHA Vgl o JE Y - R
IRPHEEE % -

b. 520 il RE 2E i o LG IR L SR kA
fry e R Y~ J ] BE R AU S - A% T &
iR (stepharine ) * N- 75 B B faf 35 g
( N-nomuciforine ) FITEZZE# (asimilobine ) °

(F5fE)
(AN 2 i o T8 6 K ER B 5 B B
g RLEE R )

Pertuzumab AR LB Z Bl S £R &Y

O, W&k

£ Pl A%E FH 57 H5:151cm 2 F: 66kg B A &AM 1.686 m’

B oh gk : BUN=11 mg/dL; SCr=0.69 mg/dL; CCr=108.4 mL/min

Fahfe © ALT=11 U/L; AST=16 U/L

3R : WBC=8900/uL; Seg=67.9%; Hgb=12.7 g/dL; PLT=290%103/uL

Jym¥ i1 1 ER 0%, PR 0%, HER2 (3+), Ki-67 50%

TET AR M IR B vl o BB AT R B R AL

#3E  #1R 4% Perjeta® inj (pertuzumab)

LES S w2 /28 BE | x| e
Perjeta® inj 420 mg/vial (pertuzumab) 420 mg STAT IVA
Herceptin® inj 440 mg/vial (trastuzumab) 528 mg STAT IVA
Taxotere® inj 20 mg/vial (docetaxel) 126 mg STAT IVA

e &0 BB

£% & J& 7  Perjeta® inj (pertuzumab) 420 mg STAT IVA

EAE B T7

: Perjeta® inj (pertuzumab) 840 mg STAT IVA

BT
1. Pertuzumab &7

Pertuzumab B AHAY A JE(L B Pk
pife - HIERER RS BN E R4
R F#5#4 (human epidermal growth
factor receptor 2, HER2) & H'E Y
ShEE R - BIH HER 2 3HUE R I% 18 DL
I K Jek e A AR A 304 2E - IRIB R BIBI R
JEREE AR (National Comprehensive
Cancer Network, NCCN) ¥ HI 7 3%
ER/PRE&M: H HER2 (5 1 2 #R % /
FUEAAREHSEERIER R - (1)
pertuzumab + trastuzumab + taxane$H
(2) ado-trastuzumab emtansine (3) fam-
trastuzumab deruxtecan (4) trastuzumab+
{bH# (5) H A HER2-targeted /G * 55—
R 2 B PR L E (o ] HER2-targeted Bk
e aoHbBIGH - BRIERDREE
{bBR A AN 32 Fy 11 3 (K] pertuzumab
T & bf trastuzumab BEH - WEEE S EF AT RE
BEOR AL L EDIHEAR R (LVEF<40% °
B R3-4%)  [RILIEHRET RIGHFEIEE
SEWIREAL LVEF LARERE LTI REIE R, - H

I e F - e P I R 30 2 60 57 8
A8 AR IR A5 F pertuzumab » TERERE
I = By 840 mg

HEIRE2EE
BUN (blood urea nitrogen): 7-20 BUN

(blood urea nitrogen): 6-20 mg/dL; SCr
(serum creatinine): female: 0.5-0.9 mg/dL;
CCr (creatinine clearance rate): >60 ml/min;
ALT (alanine aminotransferase): female:
<33 U/L; AST (aspartate aminotransferase):
female: <32 U/L; WBC (whole blood cell
count): 4500-11000/ul; Seg (segment
neutrophil): 45-75%; Hgb (hemoglobin):
female: 12-16 g/dL; PLT (platelet count):
150-350*103/uL.

2LH6H

1. Perjeta [package insert]. Mannheim, DE:
Roche; 2018.

2. Sandra MS, Jose B, Sung-Bas K, et al.
Pertuzumab, Trastuzumab, and Docetaxel in
HER2-Positive Metastatic Breast Cancer. N
Engl J Med 2015;372:724-34.

RIEZET LM jER2-targeted Bk EE

HER2'targetedE R | Perjeta® Herceptin® Kadcyla®
ﬁﬁﬁ%ﬁm}ﬁ% = B 3 | pertuzumab trastuzumab ado-trastuzumab emtansine
2. 5¥FEREA - 8 420 mg/vial 440 mg/vial for inj; | 100, 160 mg/vial
c 600 mg/5 ml for SC*
Pertuzumab e

= = 55 KZ_E ¥ [LD : 840 mg LD : 8 mg/kg 3.6 mg/kg Q3W
HHEEIETE R EFAEIE |MD : 420 mg Q3W | MD : 6 mg/kg Q3W
840 mg * AR sipeny | AR O0DHE - B ERRWDE - B SRR WHE - BRH
ERE R 6045 | & m |FEIREE_RE REIREE_RIREE_RIBER

FER/30E60DEE | AR R30DE 30D§E
o MRRER e 3 - x
2 IR | 250 ml 0.9%S{b8h | 250 ml 0.9% S L8R | 250 ml 0.9% S{LEA

=400
mg » 5 T

fig5E : LD (loading dose)
* Herceptin® 6952 MR B IR FIE FHRISEIE - FREESE

MD (maintenance dose)

ERETEEIE 600 mg Q3W ©

(ARSCAEE Pyt JUIR R NERE e 55 52 R IE PR 28R )
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110 KiE—1E CEE 6 (IAEpAI% ——

Y REZHE E8E 8 UAEpAIE | o
R{E=1F SEHE24RIENISRIE
K{EMPE - AYHRIESEEH REDREE @
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