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TR EE EE R 88 acute phosphate nephropathy

o 1 el T R Y P 5 A RS 1 i < ok 1% 89U 7 (sodium - phosphate-containing
enemas) Ty FH 8% > EEEAEE Bl B 5 (renal parenchyma) 4= B §5 5 I LRRE
(nephrocalcinosis) o —f%IE » % 55 B Bldh Sn iy 58 ) URE B 2 ik #5 2
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Figure 1|Renal biopsy findings in acute phospho-nephropathy. (a) Coarse basophilic, rounded deposits of calcium phosphate are
present within the lumina of tubules (hematoxylin-eosin, high-power field, original magnification x 40). (b) The widespread multifocal
nature of the intratubular calcium-phosphate deposits is best illustrated with the von Kossa stain (von Kossa stain, high-power field, original
magnification x 60). (c) Glomeruli displaying mesangial sclerosis with the formation of distinctive acellular nodules (periodic acid-Schiff
stain, high-power field, original magnification x 40).
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Characteristic

OR® (95% Cl)

Any eGFR Decline”

(n = 70,499)

Acute eGFR Decline®

(n = 14,830)

Long-term eGFR Decline”

(n = 52,854)

Age category
50-59 y
60-69 y
=70y

Male sex
Medication use
ACE inhibitor
Diuretic
NSAID
ARB

eGFR, per 1-mL/min/17.3 m? lower
Comorbid conditions

Hypertension

Diabetes

COPD

Asthma

Nan—iron deficient anemia

Obesity

Atherosclerasis CVD

CKD stage 3 or 4

1.00 (reference)
1.13 (1.03-1.24)°
1.54 (1.36-1.75)'

0.77 (0.64-0.93)°

1.33 (1.21-1.47)'
1.52 (1.39-1.66)"
1.31 (1.20-1.43)"
1.21 (1.02-1.43)"

1.023 (1.020-1.026)'

1.52 (1.35-1.70)'
1.69 (1.55-1.85)"
1.51 (1.08-2.10)°
1.33 (0.73-2.43)
2.16 (1.89-2.46)'
0.99 (0.90-1.09)
1.31 (0.90-1.89)
4.81 (3.16-7.32)

1.00 (reference)
0.94 (0.65-1.40)
1.57 (0.96-2.56)

1.75 (0.64-4.78)

1.47 (1.01-2.14)°
1.41 (0.98-2.01)
1.01 (0.70-1.48)
1.14 (0.56-2.34)

1.038 (1.027-1.049)"

1.73 (1.06-2.81)¢
0.93 (0.65-1.34)
NA
NA
1.72 (1.01-2.92)*
1.02 (0.69-1.50)
NA
2.97 (0.40-22.69)

1.00 (reference)
1.17 (0.97-1.41)
1.86 (1.45-2.38)'

0.60 (0.43-0.83)°

1.19 (0.99-1.44)
1.62 (1.36-1.94)'
1.18 (0.99-1.41)
1.26 (0.91-1.74)

1.038 (1.032-1.044)'

1.40 (1.11-1.76)°
1.70 (1.42-2.02)'
1.27 (0.65-2.47)
1.25 (0.39-3.98)
2.06 (1.60-2.67)'
0.85 (0.70-1.03)
1.78 (0.94-3.37)
5.69 (2.42-13.36)’

Abbreviations: ACE, angiotensin-converting enzyme; ARB, angiotensin receptor blocker; Cl, confidence interval; CKD, chronic
kidney disease; COPD, chronic obstructive pulmonary disease; CVD, cardiovascular disease; eGFR, estimated glomerular filtration
rate; NSAID, nonsteroidal anti-inflammatory drug; OR, odds ratio; PEG, polyethylene glycol; PSE, sodium phosphate enema; VA,
Veterans Affairs.

2Adjusted multivariable logistic regression included the baseline covariates measured at baseline as listed in the table: years of age,
serum creatinine levels, gender, medication utilization, and comorbidities.

PAny increase in serum creatinine = 50% above baseline within 15 months of procedure.

SAny increase in serum creatinine = 50% above baseline within 6 weeks of procedure.

dAny increase in serum creatinine = 50% above baseline within 9 to 15 months of procedure.

°P < 0.001.

'P=001.

9P =0.05.

[ = ~ ST bl R B B S o R B < [MIRETERTSE - Am J Kidney Dis.

2016:67(4):609-616
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Methotrexate (MTX)fs i EEY) Hy—fEERETE DT (Folate antagonist)
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— ~ High-dose MTX (> 500 ma/m?) : Ak 4 (3 M1 AT = Rt
4~36 /NI B2 Y iR R R T RE R 2R BT b > INIEEAERIE Y R =K
NRMESS T 2 RAVEEREARTAR MTX 193 FE (TR /EEERE K% Leucovorin
rescue) - i IHAY Leucovorin rescue 1725 B E g e R MTX » [RILIF&
“X high-dose MTX (HDMTX)45 T Hidlb RS B DIRE - MARIE & DRE S5 5
2 o FERF SRR I ER fE4E T e S AT (hydration) Kz i (b kiR
(urinary alkalinization){sf MTX BEECTRERHIAIF R - B D HACEHY R &
INEREAFMIEN > DMEEE TIEE - SEIE MTX 0 a] DU 2 SaE =5
(intrathecal-injection, IT)R{CEFFERSVERGRIHVEURL -
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alkalinization)sRTEFGZEME » H# A < 250 mg/m?® (YA & FR I EEs A JETEEANI R
R E > ARG T 224G T EE R Rd% (Leucovorin rescue)

=~ Low-dose MTX(<50ma/m?) : JEIMFMER: - P - M4 USEAR E 5T 7 =
B - JaR T IR E A A s ~ SMEMEMEE R - SETEE
PE T A BRI S m] 6 P IR DT F 45 4% - (RFTE MTX(EREIE KL 12mg)
Pl faie 5y Cintrathecal, IT) ZZR1E e B 0] AR G B MW S EE 8 /8
HHIREEERS -

Fi— ~ Methotrexate FH J i AH BH AN 8 FEE
€2017 UpTaDate®

Oncologic spectrum of methotrexate activity

T-cell large granular lymphocytic leukemia
Acute lymphoblastic leukemia

Acute promyelocytic leukemia
Chonocarcinoma/malignant trophoblastic disease
Osteosarcoma

Mon-Hodgkin's lymphoma

Breast cancer

Gastric cancer

Esophageal cancer

Bladder cancer

Desmoid tumors

Head and neck cancer

Leptomeningeal metastases (both intrathecal and high-dose parenteral)

Courtesy of Craln Garrot, MD.
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B NI T EI L EEY) Ry a R FE R (therapeutic index, TI) > 4557 1EF 4iHE
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BEMEHIIE AR IR (4HRE E - aTRERY R K2 — A AR A e R Rg Al i A 1
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Y DNA B {5 I 4R B » Fr L leucovorin HY )6 — E B E 4 T = Bl &

MTX(HDMTX){& 1] 24~36 {[E/ NG NSt HE T -
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Diet or
intestinal flora

Folate Methotrexate
TARGET CELL ’ e
Active-
transport
Folate process
.

'
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" o

reductase N
[ e
- (—

dTMP FH; - -JJ--> FH,

Dihydrofolate
reductase
dUumPpP

N5, NT2-Methylene-FH,

1

Adenine
Guanine
Thymidine
Methionine
Serine

Leucovorin rescue

Administer N5-formyl-FH,
{leucowvorin or folinic acid),
which is converted to

N5, N'2-methylene-FH,
and, therefore, bypasses
the inhibited reductase.
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https://www.uptodate.com/contents/leucovorin-drug-information?source=see_link
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NSAIDs B FHRE AR
Phenytoin HEI J8/V phenytoin FYSH K80 MTX #3514
Penicillin B hn BB ERRR
Probenecid B e RIm Bz 18 2 &G K EER MTX /2%
Sulfonamides BT O AIA
Proton pump inhibitors | > MTX AL B Bt 773
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HIRERR RS ) B A EHE E RIS RERT MTX > S5 DIRE B IRH A 8 B il AE it
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EBIE Methotrexate BIfEFH
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P EMEE IR REARE - AR AR R -
e (EARE N e A - ARSI EE A LEE AR R E A -
B0 > MBI~ IR @ (ISR = 250 mg/m® 875 5 8 A Bt 1 MR8

American Society of Clinical Oncology (ASCO)ZE5% = 250 mg/m? ] LL{E &R RT4S

¥ serotonin receptor antagonist f1 dexamethasone =21 _F k-7 - IR F5H
leucovorin rescue A]THEE4 -

B2l SFE MTX B5EE/INEDUBIERE NEWIESE - FEREMERIR SR
s/0HE AR E S > BN MTX REEEEHY S S8anN ik Re - HES
FERAGHRZ B A B L 2R HIRE - IS MTX iSRG E eGFR % (K
QINENVNRFETGES) © AIREL cisplatin SEE MRS AVEEYIOF R S INE] - e




I serum creatinine (Sc)¥{E - 1A AH4E T e AR AG L Sl LPRIRTY JT =0 AT LUR
& MTX &1E N BG SR E T YR -
MM ¥ EREE MTX > Leucovorin rescue (ISRAEIEAS T A] BE IS B BB
il
BEEEME © RS - 45 TEERRNT N SR D SR AR R SR YRR

&M ¢ Tl R an S MR Ry HDMTX s AT - PEAE 24 /N
P g AR IEE ~ DR ELEUIERT S (FRYIEAR » EAREE Ry B MR i H g 18 e -
R BSOUGEES T - AR ~ SHETE - B TRENRE - B IR R -

S EERTRIAS
=HIE MTX BE 2/ V@R EI =KL EEBOERE - N RO H B B A/
KR ~ RENKIRAY PHAE © A0RTHEIFTZL - EES e B A AR = e =R
KERIRE LA SR AR MTX HEER ARSI
BIIAE ¢ Y MTX REZ#VEEBEHRR - [E5R HDMTX &5 T HiI#ER G
TheE - WARE FEE S EEAR -
B CrCl 10-50ml/min : /b Ry IR EHY 50%
B CrCl <10ml/min : #G{EH MTX -
B URENZRE G TIEERED 50%
RIS T HDMTX ARABHYE HM: - 48T N ICEIE 2 Al
JE R BE R ThRE » 177 Ser BE R &S -
oA
B Serum bilirubin 3.1-5 mg/dL or transaminases >3 i [F#{H _FE—4T—
PR 75% -
B Serum bilirubin > 5 mg/dL—#E R fER -

Dt %, « e L & 8 MTX G 2 8800 > 40 Balik— -



EHEIE MTX METERL KR

HDMTX BY3 14 TERG X557 RielR st & ~ Rt - B FALET -
BIRE AT (Q080 ~ 88~ 45) ~ A MTXCEREFITERE RO - Hrh IR fus th 2 4
TATERR AR R R E ThRE 115 S e MTX Y BB S 5 Al -
Hydration : 445 & #1746 7K & S FEFR & Ry RE S DAEHRER MTX AYESE—1R > —
RS MTX FIAY 4 5 12 /NG 28455858 24 5] 48 /N\IFEERA T E/D 2.5
1] 3.5 Liters/m* 7 1V fluid -
Urine Alkalinization : MTX WY/ FEPRIRHY pH EATSZ2E » dERFRIRHY pH (E
T > 7 A H0 MTX HYS RS R RS2 e B/ NE G E - % T MTX
AR ERZIREFR>T - B2 MTX (UMAEREKT 0.1 pM Kyl - —RPRR L]
ZEEAE IV fluid hydration 571 A sodium bicarbonate #£55% » IR H A 2AE DSW

i A 100-150 mEq |y sodium bicarbonate » #3385 fy 125-150mL/hr » fiEEEE
fJ sodium bicarbonate &EE (ISR - FEFERFHRIE R BHVPRIR pH ([EEEHE -
FEAMbz A T sodium bicarbonate HYZRTE - #E4AKIE 1200mg » RTHE fIEEIY
/N\HE 3000mg

YI5E2E3H urine pH<7 &, IV fluid hydration<3 L/m? > B] 3 e ey ) hydration
Jz urine alkalinization -

Leucovorin Rescue : 45T =8E MTX @Y 24 31 36 /NIFABHLE » —fREE IV

10mg/m? =X 1R 15 mg/m? (7 leucovorin calcium 75/ NS B EAF MTX /D
7~ 0.05-1 microM - Serum creatinine FI[M74% MTX JEEEE K EZESH] > Scr A
TEH 8 o] U B BT RE AR DR RS DU HL Y MTX FEESEBRATOIEE » B
[M#E MTX REEZIRHIMER - —fEE4 T HDMTX Z1%07 24 - 48 F1 72 /N
BESH  FEAREEDRIHSRAY MTX RS EH%L leucovorin rescue FYFIE - FHELHY 7754

REME - J2 7 —EHYEm - REIEMESS -

114



Z2 =~ Leucovorin Rescue %l &

ERPRR T

RRERRIE

Leucovorin B|&

Normal methotrexate

elimination

Serum methotrexate level approximately
10 microM at 24 hours after
administration, 1 microM at 48 hours, and

less than 0.2 microM at 72 hours.

15 mg orally, IM, or IV
every 6 hours for 60 hours
(10 doses starting at 24
hours after start of

methotrexate infusion).

Delayed late methotrexate

elimination

Serum methotrexate level remaining above
0.2 microM at 72 hours, and more than
0.05 microM at 96 hours after

administration.

Continue 15 mg orally, IM,
or IV every 6 hours, until
methotrexate level is less

than 0.05 micromolar.

Delayed early
methotrexate elimination
and/or evidence of acute

renal injury

Serum methotrexate level of 50 microM or
more at 24 hours, or 5 microM or more at
48 hours after administration, OR; a 100%
or greater increase in serum creatinine
level at 24 hours after methotrexate
administration (eg, an increase from 0.5

mg/dL to a level of 1 mg/dL or more).

150 mg 1V every 3 hours,
until methotrexate level is
less than 1 micromolar;
then 15 mg IV every 3
hours until methotrexate
level is less than 0.05

micromolar.

Leucovorin calcium injection, powder, for solution. United States Prescribing

Information. Revised 9, 2014. US National Library of Medicine.

Methotrexate =] DAFE FHAEREE S FREERVEEE - (EEHNE
AR FRETER IV 45ZERT
—WEREAE S o GEER LI R AP A BUE - ERORE R Y

e

FEEFEH AR E DAL

& MTX

SEKERE - IRKER

RS AL —ERE A ] REIE RE EHRIE I E 2 e ke - B BB N BRYEA
Z RN [FE BRI ZE BIEDERT R E S B C R B EIEA R 2 I RO a R
HER R R ] A -
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1.

Richard AH. Lippincotts Illustrated Reviews: Pharmacology. 6th edition. New
York. Wolters Kluwer. 2014

Matherly LH, Barlowe CK, Goldman ID. Antifolate polyglutamylation and
competitive drug displacement at dihydrofolate reductase as important elements in
leucovorin rescue in L1210 cells. Cancer Res 1986; 46:588.

Ackland SP, Schilsky RL. High-dose methotrexate: a critical reappraisal. J Clin
Oncol 1987; 5:2017

Joerger M, Huitema AD, van den Bongard HJ, et al. Determinants of the
elimination of methotrexate and 7-hydroxy-methotrexate following high-dose
infusional therapy to cancer patients. Br J Clin Pharmacol 2006; 62:71.

Aronoff GM, Bennett WM, Berns JS, et al. Drug Prescribing in Renal Failure:
Dosing Guidelines for Adults and Children, 5th, American College of Physicians,
2007.

Methotrexate“Ebewe”100mg/ml £& {5 5.

Floyd J, Mirza I, Sachs B, Perry MC, Division of Hematology and Medical
Oncology, Department of Internal Medicine, University of Missouri-
Columbia/Ellis Fischel Cancer Center, Columbia, MO 65203, USA.

Leucovorin calcium injection, powder, for solution. United States Prescribing

Information. Revised 9, 2014. US National Library of Medicine.
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I R B U A eSS — £ M/BUMIE Tanus Kinase Inhibitor
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%W
/]

H

IO

IENE

Fii

Al

i

SEEUR A6 3% (Rheumatoid arthritis, RA)E—FEIBLE « U £ S8R Y
B S BR - BATRIIE R R ROI6E - e BRI N TR -
B B DR TR SR S S % S o R R
HE B R R B R A BRI - BEHCRIIARE - BT
S o BB S IR MORER » WO A B E 8 RS S E A R AIE
o EIERTREBNTIE R R TR G R AR > &
BRTREE 0.4%  FEMERIBURETE - LIS ARG B =5 FER
SRR o (TR TR - DTS EULAR 2016 f#aRtss) -
B M 36 S RS o 025 A 2 U LT 1 S (JAK -

inhibitor)&&47) 1144 -

2 HT S B B R

H RSP 5 R PR BR 6 3k A2 22 (k¥ 2010 = American College of
Rheumatology (ACR)£ European League Against Rheumatism (EULAR) £ [E$2H
IR ETEARE (R —) - st ¥ 2/ D —(EBHET AR R A HI2 A Bt pRim e S et
WA - IKERICRIETBE AT ~ MEE M - SR IE ~ BRI
PUTEFE I ARETAL » S TR BRI E 6 7y DA B (3873 10 97) - BIATiEZS My
FRJEURMERRE SR -

ZF— ~ 2010 ACR/EULAR Classification Criteria

RSB E B AL (Number and site of involved joints)

[FE] 1. KBAER © 5 ~ I ~ #57 ~ BORIER Z RS
2. /NGHER + SEAERAET 2 ArimEREIRAED © 55 FISE 1 ERERE RN - XMHETE IR AR T Z BHER

B 2-10 {E KB 2
W13 {E/NBAED 25y
W 4-10 (/B 35y
B ORR 10 fERIECE D & A BV NERED) 551




D

[¥] FZF Rheumatoid factor(RF)$EEE R T-81 Anti-citrullinated peptide/protein antibody(ACPA)

B RF = ACPA Hrf—THEE SR IEF E - EE5 IR [EAY =& (Low positive) 257
B RF = ACPA Hrf —IHEE SR IER E - H i IR [ERY =% (High positive) 357
PRt S AR

2% 35 1595 C-reactive protein(CRP)ZX Erythrocyte sedimentation rate(ESR) & A 1E & H ‘ 15y
FEARF I

AL (EFE ) | 15

TFRGE SRS HE - B4 H RAY T B4 DAS-28 (Disease Activity Score 28)
LK ACR(American College of Rheumatology) Response Criteria - JLAEZEAL T2
Br 1 AR HET R B AL S - (R EHE S R Bt A REENAE - 11
BRI HRE - ERAERm M EER = A NRR B ZEF 2 /)
50%HYNE » BHB REUCREEY)GHR - ISR E RS RUA R 2 b T

BTG

H o

>~

— ~ DAS-28 : A EHE 28 (ERAGIEAY R EEMEE - E S LU U

1=

TJC28 (Tender Joint Count) * 28 & B &1 5 75 filfy g 1 R 6 4 85

SJC28 (Swollen Joint Count) = 28 {28 & -h 75 HEREAY BH B 428
ESR (Erythrocyte sedimentation rate)
GH (General health) * Jig \ZERGHEEERRE B S > 0 73 (()-100 73 (GE)

DAS28 =0.56 v (TJC28) + 0.28 v/ (SJC28) + 0.70 Ln (ESR) + 0.014 (GH)

st EH 2 DAS-28 s8] FIAGH AL SIS - BUE/NGY 2.6 FoRATE 2

TSEREARE ) ) BUER 2.6-3.2 AFE TIREREENE ,  BUE L 3.2-5.1
B TGRS | BUEAR SRR T EERIEEE -
— ~ ACR Response Criteria : & #7284 B A IEARECGERRE > BR T

HIET7 A BB (swollen) R B8 tenden) BIRTBL(28 (B)ITECEIZRESN » BETIR
P BN GR Sa e  BATAAG IR « FORIRE - BB EEIAE AT

i LR 3% 3R 1R BI(CRP =i ESR) A fE2H H AGHE -

ACR20

R AR S ST R BB 20% » B APHEHETH H T 20 =IR0GE 20% -

ACRS0

PRI K e B B 22 50% > H IR VASIE H h 2/ =IANGE 50% -

ACR70

R R S il Tre o BTG 2 70% > H UGPSR IE H T 20 =IHBGE 70% »




VE-& S e RS B D - H T HYEEY)AN Interleukin(IL)-6 I =L
Janus Kinase(JAK)IFIE] » ATRET-HET PRI HEHE T 52 22 5158 SR 5340 CRP 24,
ESR) » FHEB{(CHEIE Lh 38 R FERIRTAS T E (W1 DAS-28)5t il sE G APt imz: » 2HF
a] PAfEE A Clinical Disease Activity Index (CDAI)ZY, Simplified Disease Activity
Index (SDAIZAEFti(F—) - CDAI 81 SDAI t/& % ffvaFE TR - EEEH
TEHRTER BE Jre T 671 (TIC) EL P AR BRI BT B (SIC) WS il B A\ B F&r & 5 ili (PaGH)
B I A IR & el (PrGH)(0 431 10 57 - 0 JrdfE 5 10 97 7=) » SDAI I
Lt CDAI 25y - —{1& CRP 584 -

Z=— - Clinical Disease Activity Index (CDAI) Simplified Disease Activity Index (SDAI)
Eb#Z

Clinical Disease Activity Index Simplified Disease Activity Index

sfHz( | SIC(28)+TIC(28)+PaGH+PrGH | SIC(28)+TJC(28)+PaGH+PrGH+CRP

® ERiEHE =28 ® =LiEM#: <33
e | © PPN 285110 | @ (GRS 154335 1
WS | o g A 105022 | @ cPPIREEREE ¢ /5 115 26

o TERmET >0 o EURENE 526
=

SRR R BRI R & SRR S R MR - NI ARE LU T DA
(Treat-to-Target) ; RyRH » EFAEMES KT FETHEIGH - IR ERIRHY
"SRR B T REREERE o I —PAYRAETIEE o BRI ARSE
JeRER AR I B SR H S8 £ R 53 Ry LU R A

— ~ PiEF R EEY(Anti-inflammatory drugs) i3 38 SEYE A JEUR MR RRER R B B
T R ] DA 3 38 R IR B4R - (B R S
B LR RAEN G Z 8o W2 A R AR A o FREAEEY) T %2 F s Wl FA4aE FH =L
{2 DMARDs I » FHjAH4E DMARDs ZERESHIT IR 1RS80S A
(S 3 SR BEY T R BT P B B R 1+ el /E Ry M (flare) B Y BB
L o DSk SR EEY A IREETR T




JESHE [E S H 2% 3% #8%7)(Non-Steroidal Anti-Inflammatory Drugs, NSAIDs)
BEFR SR i E A TSCRAEFE 3R~ 1B > SRR IEAE S8 (R RS REUR PR R
B SRIEARSGE IR R © 5] NSAID gE5nlis R G HVEAE B M - O
BT THI G B i e o

JH[E]E (Corticosteroid) 7 56 45 M7 A6 HA(SE A S &1 B RE 4 12 S E 4R SRR
PERR G SO AERGEE EAYEAE > BEZALIE - BN LS IRIEA 2
A ERR I - a7 BRI A RS 0 D RE & A 2 8
7.5 mg prednisone B{H TG E o AL AR F iR SR JURR ENEEE 77
Rk ~ BRI PEST B AEST -

— ~ EEEahDL ED R R EEY (Disease-modifying antirheumatic drugs, DM ARDSs)

— B2 RAHEURTERRI R - #EZ FDR4GT DMARDs (NG IHHHEEY A
G PRIp HERE DA R [ RSB LR iz ©

1.

B4 &R (Conventional synthetic DMARDs, csDMARDs)
‘H B csDMARDs %1 Methotrexate (Jffx[ERE$E) ~ Leflunomide (Y738
SEREACHE > Arava) ~ Sulfasalazine (F{&ER5A$E » Salazine)
Hydroxychloroquine (USHTSZESE » Plaquenil) - FEBERAT A MAI(E
—) 2 R ECR RS RAYR NSRS — R
Methotrexate(MTX) - [RE B [EPHEEYIAHEL TIEAITR ~ 2054 LRI
M2 © ERARESIEFAE » A ZEEI ] Leflunomide B¢
Sulfasalazine - Hydroxychloroquine Y28 F RIJE PR 1597 B B2 5 e i
HIE A © HIS csDMARDs 3532 56 78 £ 2 H /YT A BEE EIRCR
IEEAFARTIAR T G R R g ) R EF AR ] P 2 PR R 8 SR R
125 H csDMARDs &% = ([ H &0 AEER_EAVHESD - BUARR 6 & H MR ZE
ER EERE - RS A N S HITRRIRT-(Poor prognostic factors)(R=)

B A RTERET— FEE A1 EH A csDMARDs -
B A RTEERRET— BN LAY (bDMARDs)EL JAK-inhibitor °



2= ~ KETE1&RF Poor prognostic factors

Moderate (after csDMARD therapy) to high disease activity according to
composite measures

High acute phase reactant levels

High swollen joint counts

Presence of RF and/or ACPA, especially at high levels

Combinations of the above

Presence of early erosions

Failure of two or more csDMARSs

)47 (Biological DMARDs > bDMARDS)

WEE E R ER AR RITAYHED » AT AR 38 HAET 25 A2 W - [ EUR
VERRIER R A G S 25 584 - I SHEEY) TR A A I S A TR Ay T
BT B AHAE - DL RHERER 2% 4% 3 SMERYAHAE 240 TNF-o(Tumor
Necrosis Factora) ~ IL(Interleukin)-1 ~ IL-6 » 2K [H [ #E— s B9 RE R 1 o
fE80 2 ) (Targeted synthetic DMARDs » tsDMARDSs)

tsDMARDs T- F 24 HH F 77 25 FE s (kinase) SRZ FHEAY - &—TEg il
SRR/ NGy ORI > BT AR E R LA
Tofacitinib (JEHIE > Xeljanz®) » {FEFIHH 530014 Janus Kinase (JAK)ZE
OIS S AR Z2 ) A R B -

RIS H A%$55 | (2016 EULAR guideline) » 2% bDMARDs =
tsDMARDs 7EEi1 csDMARDs(3f i 52 Methotrexate) & (s F » ST LG
F csDMARDs (335558 » HIJ T =& 5& {5 ] 1L-6 H[IfHI%=E tsDMARDS °

AW LLESE S (Biosimilar DMARDs » bsDMARDS)
W2 A4 VIR BRI REAE RN HA - S 200 A YR (DN 2 S T PR B i T 28 -
RV SR S e LAY R T A S - fEE ~ 2 ORE

S BEAN S 2w AR o HJE%E5 40 Remicade® (infliximab) [

\

AR DM EE 5 Inflectra® ~ Humira® (Adalimumab)fy 2= #74H (DM,



Amj evita® -

[El— ~ 2016 European League Against Rheumatism (EULAR) RA J&E fifEig5 |

No contraindicationformethotrexate

Start methotrexate®

Clinical diagnosis
of Rheumatoid
Arthritis!

Contraindication formethotrexate

Combine with
short-term
glucocorticoids

Start leflunomide
or sulfasalazine

Dose
. Achieve improvemen 1 reduction in
F;gut?p‘:&zs:l:' jld— No at3 monthsand Yes -4Conlinue —Pp-| sustained
l targetat 6 months? | ! remission
Phasell
Prognostically unfavourable Prognostically unfavourable
factors present Failure for lack of factors absent

S2Ch 35 RFAACEA esp & Agh Rvels Ngh alsease
SCTVRY; eany joiwt gaTage; MBlwre of 22 CSDIMARDS

efficacy and/or

toxicity in phase |

Add a bDMARD#
(current practice)

or ,
a Jak-inhibitor _~

No

chieve improvemen
at3 monthsand
targetat 6 months?

Failure phasell: | lachieve improvement
go to phaselll |~ No at3 monthsand
' targetat6 months?

hange to or add a
second conventional
synthetic DMARD
Leflunomide, sulfasalazine,
methotrexate alone orin
combination®
(ideally with addition of

Failure for lack of
efficacy andlor
toxicity in phase Il

Change the bDMARD

Replace any first bOMARD by

any other bDMARD
[abataceptor
IL-8-inhibitor® or
rituximab or a
{second) TNF-inhibitor®]
oruse
a Jak-inhibitor®

Other DDMARD or sSDMARD

Yes )

w

Continue

interval increasein |
suspained remi

Dose reduction /
intervalincreasein
sustained remission’

Yes Continue

chieve improvemen
at3 monthsand
target at 6 months?




EX7/LL

A ) B 38 AR T o P A B RS UR PR BRI BT SR HSEUR. - (RS E R R
SEEDR ~ (EAR & BRIE AR » A8 {H5HY DMARDs (csSDMARDs)
(T2 BN - HATA ARG (E ) HARAYA [F s A PO (E =) » UM g ——
I8 o YRR BB A A B ERE AT RE g (R RE(E - N R
HIEEERASE B ~ C BT IEE (AR RIS - BRSO E B %

B R - RIRR SR aa% (18 =) FE R 4a (0 A A )2 -

ﬁ

BB - bDMARDs £ FlEHE =

Biologics. 2009;3:443-57. Epub 2009 Oct

Inflammation
and Joint
destruction

TNFox #0 El
Etanercept
Adalimumab

'. e | Golimumab
cmo 86 Macrophage IL-1
T 4 0 4 A L Abatacept — o'

’0 s IL-6 #%IE Tocilizumab

[E = ~ 2015 ACR JHEEIEREET 3 6855 ] - Tuberculosis(TB) screening algorithm for

biologics or tofacitinib

Completion of at least 1 month

treatment of latent TBY aetlv.‘l’B'
v i
4 Start (or resume) biologic or tofacitinib immediately
!

D. If risk factors for future or
ongoing TB exposure, screen
annually for Latent TBA




— ~ TNF-a {{I#[7%](Tumor necrosis factor-a inhibitors)
TNF /& 588 NIRE T4 32 S EYYE - FErhfHEr TNF » T DUEF Rt
55 R S FEAVRUR © BHFEURIAARY TNF-o I 7R B2 A 25
HAEEEF _EOFH TNF-o S5 22 Methotrexate 35U R (B BE A Methotrexate °
AT - MR EE A Y b O RIS B 5 P27 (demyelinating
disorder)fyHe e » ¥ 0 LR A B R E A -
H AT TNF-o fIFHIES 3 fE

1. Etanercept (APZMIH @ BlH » Enbrel®50 mg)

Etanercept ;& TNF 5z gg V& 25 H (Fusion protein) » 7] DUFIES NHY
TNF ¢5 & {E AR 3 R E - DU MR GBS T—K 0 &
RAYA BN EE R B AER - RERR ~ A& - SETEBURIM » DURER
Fe( EIP B R - SORE R BB B R ~ BB ES -
2. Adalimumab (A58 © {63  Humira®40mg)

Adalimumab J&—fEELNELH 2 NIHBEEKEH (1gGl) Bkt - M
FYRCEESE RS R RRI BT 3% ~ SR IERR Bl SR S B EL MR M S B - TR
B RHEMER T EST 40 mg -

3. Golimumab (AE5IE © fii% » Simponi®50 mg)

Golimumab & \FARE RIS T o(TNFo) A H— MY A S5
IgGlx BERPUAG - Al[RIRF ELACE M RS BR MER A P E A =0 A
TNFo fH&E & - FEMHIH TNFo B9EYENE © fERIE g H —X 2
FZ N ER GRS T 50 =5 -

— ~ T 4lif 3 [E] A ERFE ETRI(T-cell costimulatory blocker)

1. Abatacept (A idE @ BIHET o Orencia® 250 mg)
Abatacept 5 FEEFE L 7 FIEHETA] - #67 CDSO B2 CDS6 452 -
#EMPHETE(E T SRR FE A E R E 5t (E ) - (EHEEA
IRAGEE R (R IY) - (RIGEERAIE R 4T 30 s LIAFARG T i z0UaHE -
FRMG4EEETR - TS — LRIV — M IUIBR A EE - LR G IUHELS

a—:jﬁ\o

>R

+M



Vg ~ T-cell costimulatory blocker /F F t#E

> 7/ d
e
PN

/"‘( ‘\\\
:’ ¢

/ 0’.. A O
Abatacept http //arthritis.co.za/biol \a\({;‘ﬂ

2200 ~ Orencia“Fi & FHELCGERIACE © {7 8)

Orencia & & °

LERE #E ET = N
<60 kg 500 mg 2
60 £ 100 kg 750 mg 3
>100 kg 1000 mg 4

K # 10mgke
Y 5 #0A4 250 mg # abatacept -

= - B 4P HEEE(B-cell depleting agent)

1. Rituximab (ARE5HIE @ EER > Mebthera® 500 mg)
Rituximab Ei7F B REAHHE Y CD20 $E4E S BEIRERIE - DU
[ B-4HRGAAfE o Bl Methotrexate fJfFH » YGRS He—FE DL
2 FERIESER T (TNF) fIHR A ARE R A - S AN 2 E
B EFEEVR RS R AN B o SR (Mabthera) ¥ EUR RSN K (1Y
—(EREE L S T AR R & R SR — ARk 500-1000 =
5 AR EFIREE 500-1000 27 o BRI BER T
» BE T RE R 2 R RN AR - MERTE 2 DS —E
FYREIBRR AT » K BB EL R AERT— A2 6 2 12 (8 B 2 14 Tz
— AR o
Vg ~ IL-6(Interleukin-6) 17|

1. Tocilizumab (ARE5mIE © Z24% » Actemra® 80/200 mg)



Tocilizumab A1 IL-6 H2ZAS45 & - HITH 1L-6 #& H1iE Lo e 2 BE R 2K
{BRERGR - Actemra R B8 FEGOF A AR A H S 2 B DR M
BAER - R AR S Ry VU EEEE—2R > DL 60 48 B CA#ACR +
&y o R ZAEERIE Ry 4 molkg - IAEARER PRI FESHHE Ky 8 mg/kg
.~ Janus kinase(JAK) $I7E]
Janus kinas(JAKs)/2—fEAHAEAEEE - 8L T RH0E fn BB o e 4Rty 3R 5%
FHEARR - EEERK - JAKs & (1S EE B E LR T (STATs)
Bk B AL R OE AL - #E T 5[ EE 3 S R 1R8] 71) © Tofacitinib(A< e fm IH

Xeljanz® 5 mg) EIZFE A ML A > W PHIF 3RS AU EE - R EIR
HAAPBIR] > Tofacitinib 2 —{& 7] LR THY/ N 1889 » ety
AT 2 L A P AR DL 205 T RS AR LR » Xeljanz® Bl
RERWR > —R 5 ZrebaT - $HEERTHRERZ IR - TS EE IR
AEfEEERRENEE SEW KR~ -

11

Cytokine

W BT - Tofacitinib {EFIHES

& 5 25 © Pfizer Analyst and Investor Meeting at ACR fH%

WEE AR iR R - FHRYRRUR ML RR B SR AV SRR R R % - e — B
IRHELGU N TG RA DMARDs » 25 S5 e R MR 2R R o149
ORI > DU DR/ N1 TAK HIRIR - SRRl B B2 A B e ftE
FGRN) - (DR HIE B DUEERSR A A — ISR R RIS, - &
2N AECE R — AV AR BRI B Ny IR BEYINS - /R E S B RV B R
Rz > AR il 2 MR E R S R A -



F 1~ A Y)BIFEEL Janus Kinase f[IH7] 7 FL:

VE Pt TNF-q Inhibitor C";ﬁ)‘z‘l‘(‘;’(‘::"“ IL-6 Inhibition B-cell depletion JAK inhibition
(e Enbrel®,%[’[§ Humira®@i§ Simponi®ﬁk%J=b-' Orencia®}§%ﬁ Actemra®§ﬂ% Mabthera®E2E#@ Xeljanz®%jﬂ]§é
v : i —— - M I‘\AabThera’ E Hu ﬁ@ 5!§ |
e Do Gt
& w ERas &3 Tofacitinib
HfrEig 50 mg/syr. 40 mg/syr. 50 mg/syr. 250 mg/vial 80 mg/ 200 mg 500 mg/vial 5 mg/tab
45344 Etanercept Adalimumab Golimumab Abatacept Tocilizumab Rituximab Tofacitinib
‘ BB E AT 4
150~ 2 ~ 4 IS . e
; . = , » ZRIRERIRARD | SB—REGEER R 4T
=BG 2 BIW = ’ 4 EﬂgA me N S -~
Eﬁ;?é i?JE Ssomfn : (;X\JVY 40 mg QOW 50 mg QM ;éi{égﬁ%ﬁ; RS AT 8 R 0 500- 5 mg BID
NN - o [ R EE— 1000
EetsGERAy - | "8I g
KLEAR ISgREEs) J=gREE T KRS ARG AR E AR CIHR
B BEURMERE
B EZEEMERAED
*
o R | T DR
% . m BRI %
s S | osmama | @ el lw o msmimes WERMMESE | g et O
WEE |y e | EEESE | g SO W iR L PELERIS et RIS
% =4 > % y e
ORI | o | W RSN * ERIRIEGIA) | w et
B LFRR(=6 g ® B M EMEMmE R
) N (TR
%
RS
B YFERIES
ML RAETR
s P . . JENEY ~ SEMERETR - B ~ EREIIHNER ~ | . JE, ~ WIRKEE - B
_ AR, ~ 52 & ~ 585 (D linat s AR ERIE - 3 B L == =1==! e ~ I KAK == SR== ey
RRERR | e TR v oemvetiton - RILLES | sieiumeitn | s - st i | S8 FTEOINE L gy
J35(COPD) JEES]R SRR - o RETD
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FEr
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BEEXE - BmEH

B sami 106 42 7 5106 4 9 HEER Y

BEER - RERESEE - &ifE - 557 - SR oES g AR BEN

RENELLE BT e 11 37 5 T R
(2P 1RTE) (B2PfREE) 25 8 P B B A B R
Novo Normy1mg 3 | Repaglinideykdmg & | 1. EFERE : 28R
FIF%E (Repaglinide) fESE (Repaglinide) 2. AKREIERK ST By ¢ Repaglinide Img/tab o
(ONOVO) (OREP) 3. ARmIELMHERGY ~ HHERIE - MHEZEH
TEREUR -
IMPERAN Pulin INJ. 1. EREE - THPEN: - 20 bt eE
INJ.10mg/2mL/amp % | 10mg/2mL/amp FHk % BEERRD [ S iEE R o
HERFHIR EER 2. ARELIERY S B - Metoclopramide
(Metoclopramide) (Metoclopramide) 10mg/2mL/amp -
(11MP) (IPUL) 3. ARG « AHERE - A
TERIEUE
Fleet 45mL/bot {#F] Bowklean Powder & | 1. BEERE @ kK AKX HEEN] -
FeERTE LI (Na. | B 73R (picosulfate | 2. ASHIEAY 7T B ¢ picosulfate, magnesium
phospho-soda) sodium, magnesium oxide, Citric acid anhydrous
(LFEA45) oxide, citric acid (0.01,3.5,12)g/pk °
anhydrous) 3. ARIERAERTY ~ AEEIE - g
(OBOW) {EFRHL -
Tri-Luma cream 15gm | Cleanfleck cream 1. EFERE © et E R EH S MDA
INE DA 5gm EPEFAE PBE o
(Tretinoin, (Tretinoin, 2. ARELIERK ST By - Tretinoin, Flucinolone,
FIucinoane, Flucinolo.ne, Hydroquinone Sgm/tube
e S ednone) 3. KGERHIFNS  HEMR - HIEgE

TEFERAE -

BEEE  EmRD

WEEE ¢ KR - B0 - SNRH S ER AR E AN

REEELAATE B & Ao It 3rep s A RE s
(B%W'f—ﬁﬁ%) (ﬁ V‘Jﬁ‘,ﬁ%) %DD@B&&&%DD*@ Bﬁﬁnﬂ
. R = i1 |1 EFEE : TEPE ANEFLSSREMHPV)T
=g Gardasn_;%—%%? ﬂg\g % Gardajl . B R - :
i 0.5mL/Syri FEE LR 0.5mL/Syri
LMoY (Guadrivalent 2. AREIERST Ry - Guadrivalent
(Suadrivalent HUMn | paliomavirus(Types Palllomavirus(Type6,11,16,18,31,33,45,52
Gilolrgal‘g)r)us( YPE | 11,16,18,31,33,45,52, ,58) 0.5mL/Syri °
IGARD 58)) 3. ASIERAIERSY « AEEE - AHEE
( ) (IGAR9) . ~
HYEFHAUL -
Modipanol(Rohypnol)2 | Fallep Tablets 2mg | 1. ZEFESE * 742 famE ~ ZK -
mg ERIRIE(E =) REIRSE (B =) 2. AREIERK ST B ¢ Flunitrazepam 2mg/tab -
(Flunitrazepam) (Flunitrazepam) 3. ATEEMEERS - HHEEE - A5
(OMOD) (OFAL) HPE AU -
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Cinolone 250mg {Z:

P R HE
(Ciprofloxacin)

Ciproxin 250mg 3£
TEHTIE

(Ciprofloxacin)

HEE © JAREAH R R, -
KREIER 57 By ¢ Ciprofloxacin
250mg/tab o

ARenPd BMIERSY ~ HEEIE

(OCINO) (OCIPR) SR FREL L -
SEIERE © PO i o 5 P B e B
NEXIUM INJ. pantoloc inj. SEIHBT A 2 B AR -

40mg/vial i 78 B35
7 (Esomeprazole

40mg/vial fREEE &
TE&% (Pantoprazole)

AKELIER ST By ¢ Pantoprazole
40mg/vial °

ﬁﬂ%) (IPANT) AEIEBRERSY - R - A
HERHEUT -
BENESE © JBEATSIE, SEFTRERB
Lafuzo XL 10mg/tab Urief cap. 4 mg/cap %@g’% . PRATSUBRHEAAERT PRI
T ERHEMEEE | BYIERBEE SIS 5 ¢ Silodosin 4 mgleap °
(Alfuzosin) (Silodosin) oy e e Y
(OLAF) (OURIE) KDDIEZ%Z?HWE - ANEEIE - FEDIgE
HERHARUT -
MORphine% ©?30 OxyContin CR %© HNERE © IR -
mg(ER)IEHERAFER | 10mg(BR)RIERE ERF AELIERR 7y By © Oxycodone HCL
$E(E—) (Morphine BEE(E ) 10mg/tab ©
sulfate) (Oxycodone HCL) R BARERSY ~ AEBIE - BI{EE
(OMST30) (OOXY10) AL -

BEXE  EREL

WMEEH | R - BV - SARHOEZGAREHR RSB

S BEAES) B AHRRE R
1. HEIEE - IREEURIMERIETR -
IE LT

;Zu%%zxﬁatsa(c:e 1t2)5mg RIHETRT | o R Epsy 2y ¢ Abatacept 125 mg/vial -
prgle g 3. CEREHE  HLEERFEATH - H A A A
(IORE-1) e
MEPACT powder FARCS#Skst | 1 HBEEE - EANKE - F/DFBFER R e IFERS 1 F
T4 72 (Mifamurtide) AR °
(IMEPA) 2. KiTERCST By ¢ Mifamurtide 4mg/vial ©

1. EFEE -

Ibrance 125mg % # EAHEE

(Palbociclib)
(OIBR-1)

a. HNME& R 2 EE RS M R e H s A AR
e RN FREZAG(HER2) Z2ME - & Lletrozole fi
RSB —&aiE 2 w2 > IBRANCE nfEidletrozle &
] -

b. HNMEHEZR AN - FMARRRERRT#
ZHE(HER2) E [t el A M 2 e 2
7. > IBRANCE u]&fffulvestrant FH i SR S B2 48
T GEE -

2. AKiTERY S By ¢ Palbociclib 125mg/cap °
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D07001-Softgel Capsules 40mgy
O # (BE#EO &) (Gemcitabine
Hydrochloride)

(OD07)

D07001-Softgel Capsules 20mgy

O # (B H#E FHEE) (Gemcitabine

Hydrochloride)
(OD07-1)

1. FEFESE © JEEaRR

4
t

l{.ﬂ‘
/)

HZ o

5

2. KREIERY ST B+ Gemcitabine Hydrochloride 40mg/cap -
20mg/cap °

BEEXE - FERED

WEEE KR - B - SRS ESZ e AR ERRERMH

BEmiE (BrrEs)

SRR

Vaxigrip Tetra( 5 &AE R BIE ) B8
R RS E0.5mI(EE25E) (Influenza

Vaccine)
(IVAXI)

1. WEFERE © TEFH3 DAL LB R N BRI ©
2. KEIEEST By ¢ Influenza Vaccine 0.5mL/Syri. ©

K-Glu Oral Solution 20meq/15mL $f#
IR #& (Potassium Gluconate)
(OKGL)

1 FEFEGE © $PERZIE -
2. ARERIERBSTEy ¢ Potassium Gluconate (20meq)
312mg/15mL/bot -

BEEE  EmED
BEEH | REREE > &iFfs - 55

- BENRB SRS GIAE  (EATERE

St (BEAfUEs)

e A BH = R

CP oint. 5g/tube HFRECE
(Chloramphenicaol)
(TCP-5)

1. HEFESE © DUBEYIMNHEES

2. ARiTERY ST By ¢ Chloramphenicaol
5g/tube °

3. ARELIEEZFEECHEER © Biomycin oint.
40 g IR EES
(Neomycin, Tyrothricin) -
Spersin Oint 10g {5 iz #r#CE (Neomycin
Sulphate;Bacitracin Zinc;Polymyxin
Sulphate) °
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Becantex 30 mg/tab )1 {5 (Becantyl (sodium

dibunate))
(OBECA)

1.
2.

BNESE ¢ (R -

AAHIER ST By ¢ Becantyl (sodium
dibunate) 30 mg/tab °
KinIH AR USSR © Mephan 30mg
Jal1Z (Dextromethorphan) ~ Regrow SR
60mg E &7 1] 4% (Dextromethorphan)
Eufan 10mg {&¥z#(Dimemorfan

phosphate) + Medicon-A J§[%
(Dextromethorphan,Cresolsulfonate,lysozy

me) ©
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