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Z Janus kinase(JAK) &%) £8 pX 4
EmEEEMNEMRBEE

1. 2021/9/1 =l FDA & # A B AR A Ef E 18 M 3 X & f®m Z JAK inhibitors( &
tofacitinib, baricitinib, upadacitinib 5% ) - BolgEENIEE O KBS 4 - BIE -
MzMIETRABHNLEEN -

2. ER—EZETMHERABIEER ZBEEmEYEER (USFDA) RS2
tofacitinibb P EmoEEBEMNESEOMEE (WONEESFE) - EE - M
BT AR - EBERBRES tofacitinib D ZERI S —ERREERR LR E
K7 MEREIESEE FHNHIE (TNF blockers) ##1TEHE#H - ERZERBRIREBHEZR
tofacitinib A 2 Zm T EIENMAR LTI E R -

3. Hitofacitinib B BHEIZE BB 2 Bt E R 8 ERBET K Z o (& baricitinib
& upadacitinib 7 ) #ERETHEOAREERER - HERESRER DG - 4 US
FDA ZEE 1L 2 AR D ZmE 2 tofacitinib P EmEBHEIERAKE  EILERAS
baricitinib & upadacitinib F 72 # RO SEE B LR LIRS -

4. USFDA 12 2021/9/1 %R - E3KIEXE tofacitinib -~ baricitinib & upadacitinib
BAERBE - DINMELEEIEEREOMEBES - B MRMECEKRSEE
il SRERERAE=ERDERNBAEBARYNE KNRER - HREELEmpAR
¥R —E L BRI IE A FHHEIE (TNF blockers) #RBEMAERFEMZ ZHA -

mEEYERE R

KB HERESZBEN D Emat o 85k - EMENHWT -

(1) & tofacitinib sl D ZERZERR "1 |RURERENX ; 2. LEMEAENKX ; 3.8
SRR, - EpECSR TIMEERE . HE "TRERS AT - BMEREEMD
7, FLEEM; R TEBNEESE, BHE "EMERENEIBESRR -
T [, 225 - AT EEREORERESHSERM -

(2) & baricitinib sk D ZmiZERR "1 MERMREER; 2. BEUMREX; 3.
COVID-19 : # remdesivir fftH - AR MARER BB AR EERES %
75 (COVID-19 - BERIAGERMEMR ) ERmA L - HAECER ' EREIES
I8, EHE TR, - TERUERE, - TEIREE SLEEM, R TARRE
BEHE "RR ) FSHESH  ERTEEREOEBESG A CERSEM -

(3) & upadacitinib D EmiZERR "1 BEVRMEEIR ; 2. SR MREIK ; 3.

b
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ZEPCHR A

BEMEEX,  HEECRK "EZEI8FE, EHE "mERKPE, 0 "EH
BE, ~ ", EL2EM,; R "ARRE EHE "iRE, - TREEK
BE, SHEEHN HARNEERELOEEBSEGRIETEBREEHN -

(4) & peficitinib D ZEmZERR " & methotrexate Sy E B R AL = im4E E 1Y
MERZY) (DMARDs) - BRANEESBEPAEZEE M ERZMRE K - B
2V —BEREERERIVNERZEY) (DMARDs) HZEL B E A E KB E
EMZZMAREA « B2 methotrexate R - & X JEi8 & Ba/R ORI 48 5= 7 15 Al AV
MEnEmERE,  HEECR "IMEEE. ENE "REXEZFRMK - B
MfE - WERPSS|ENRERANMBFNBEERS - IARERHEER
T AMEREFTEARZER G - HtEHR JAK B A EESFIKMAEREER
b, EL2EM,; R "EZNIEIE ENE TREFEKEE, 0 TEHERE,
EZ2EMN;, R "ARRE, ETE "MRREMEBEG, SHEEEN - HART
HES O EHEFSHRITTRBEEN -

2. EERHZER N ERUERERSEORAEFEARREFSEREBEASRAM ZE

b - DIRFE T AHZ CAREBLRTEMERERRRESBEEAERRIEIE - X

IEFHh 2 E ST ¥ 28 EJZ ZEZRREE—T R mEEiE -

BERAEREIEER

BERUED TRAR - BRHGEEANGZRAER - HhIZE Y MRS - LERSHE
AMREIROHIEE - PESEMZRIEISFIER - BEERME

o BRENBERKRE

- BHEtLMEREREFZE

- CHERBMEREE (FIRBRAIVEBNFRBRERERE)

BABEIEEIR
1l ERRESBERRRE BERRAOINEESEMOEES - FE - BRBMESE
f2 - A NIEREERE - BRUMZHSHNERAES -
o HBE - RENEESLIRMEEEXN
o R
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o FESR{ERYIZE
o IR
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o HHEAR REELFSE T4
https://www.fda.gov/drugs/drug-safety-and-availability/fda-requires-warnings-about-increased-

risk-serious-heart-related-events-cancer-blood-clots-and-death?utm_medium=email&utm_
source=govdelivery
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EmEZEEMEAZRIEIERR
NEZERLZZHEAETEZRREZE - HANHE - mOAHS - RREEREGS
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1B CEIFXRAB A7 Em
REZEED

MEZAEZEREEEE - THEY AR REBRP O
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BEEFHEN CEMNXESA D ZEm
( Direct acting anti-viral agents, DAAs )
A —ROKRNASEEm - HREBEE EF
7T CEFXmES (HCV ) #RHEEER -
il HCV B3 - BIRTIRER C B X E
ZAEEY) -

T HA BR 28 3T 1 Sovaldi® (sofosbuvir)
EHZEZMHHER RHEODBEER
(dysglycemia ) 2z Z = 45K - BE®E
Harvoni® (sofosbuvir + ledipasvir) 2 &
MRS PREAEROEZZ M
5% - EAMIERE OIAEARIERME - Ei
iP5 DAAs SRZm 7 MRS EPRET
AL - MBEEYZEEREARILEZES
(PRAC ) BFHEX K ZEAE - EZEER
HEPNMABBEIIERS ZERA -

MR AR CEMRRE - 1B
RENBEEFRER CENXES N %
m - [[ARFMEER e 281 Rkt
DAAs Emv 22t  ZHEYIARRESR
WP Ot HBEANRREZER Z ARREBZEE

BEET DA - DUIRHBEIANZEmZ = BRI
Z28% -

BARRREBHEG DT

RETHEMARREPLBRARE
WIE - HZE 2020 F2 B 18 H - H1%% 268
HERADAAs BEARKREZBHESN -
EHFRDPMAEE 69.05 5% ( #E 37-93
) AERFEREM (seriousness ) &
BTEHLOH (17.16% ) ~ BREMHESY
% (299% ) - ERmEAERSERREAE
PRiGEH 661 (24.63% ) ~ HittEE A
BRELR 130 4 (48.51%) * EREAR
REHE 184 (6.72% ) (F=—) -

&k MedDRA 2 DT BB WM EH
ZARKREEMR (=)  RERHELE
(SOC) L Hepatobiliary disorders AR
(16.50% ) - BIWEEMRUFHRZ=IE - =8 -
SIEARMERSE ; HRE Investigations
(1599%) - ‘BWAEMRBREALEZ L7 -
ALT EHE -

HPHBEIXRKMNBEEBHBEAR
RE  HPF2EZERBLETEMN 51EAR
REBEURERRAFERIERRAE
B c AT RAME—R/ 76 mXUBEE_
BiERE (T2DM) - BEEXRSE - A
sofosbuvir / ledipasvir 6 XZH#E - 5§
Mg R IEEART - 5—{E B EIRRIME -
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HEXE

RILM AR - BRIESE | AEREEHR
REWERRERERASHNENMSMEE - &
2R A MR AR R BTEEE -
S5—TEM 62 my - AZERBNAK
MEEFZEES T2DM ( 17 L insulin 12
%l ) - 7E £ A sofosbuvir / ledipasvir %
24 HABRAGSRARIMEFE  EFEE
2HBESEMEREMFRERENR  BH
SMRRIBET  ANERATHEEIRN
A BE  JEASHMEARENE
ZEEA - MO BEE insulin WERBR - 1
sofosbuvir / ledipasvir £2 15 [ #E & 2 48
ML BEEE ; MBRFZE T2DM -

REREEYU AR - BARAmiREF A
INo] e BT R AR R EARRE - AUERZE G 7 A
M TE R  ERWAERES 70 %
S - A sofosbuvir / ledipasvir B3
Fi DM j& & 2% @3 linagliptin ~ glimepiride
/ metformin - metformin - FAZE— @8 [
BT ESDIEAR - B2k R MmNE -
AERARRFGEHEABREDTEE DAAs
@7 RAkE - AHEAM RS SOlEE -

7 1 : &k WHO-UMC st AR A M ¥R TR B

x— ZUER DAAs SIBEARREZBHRERESER (N=268)

IEH EZ=2 (%)
F#7 (5%, median, range) 69.05, 37-93
FREREER
FET 46 (17.16)
fBREm 8 (299
BHE A EREE &R A ER RS 66 (24.63)
HittmEARKRE (BEEZHARER) 130 (48.51)
FREARKE 18 (6.72)
#aG 268
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R U DAAs ERZARREBERIKIEM D (N=794)

BRERMRDLE / KK REAR 2 RERAHIE / ER REARE
Blood and lymphatic system disorders 30 ggr;?j:ri:-al, et Ll i g s e 1
Anaemia 11 Congenital methaemoglobinaemia 1
Immune thrombocytopenic purpura 1 Eye disorders 1
Leukopenia 1 Cataract 1
Neutrophilia 2 Gastrointestinal disorders 80
Pancytopenia 2 Abdominal distension 1
Splenomegaly 4 Abdominal pain 6
Thrombocytopenia 7 Abdominal pain upper 2
Thrombocytopenic purpura 2 Ascites 3
Cardiac disorders 34 Diarrhoea 5
Acute myocardial infarction 1 Gastrointestinal haemorrhage 7
Arrhythmia 5 Gastrointestinal ulcer 2
Ascites 11 Gastrooesophageal reflux disease 2
Atrioventricular block complete 2 Haematemesis 2
Bradycardia 3 Haematochezia 2
Cardiac arrest 1 Haemorrhagic erosive gastritis 2
Cardiac discomfort 1 lleus 1
Cardiac failure congestive 2 Nausea 13
Cardio-respiratory arrest 1 Oesophageal varices haemorrhage 9
Myocardial infarction 2 Pancreatitis 2
Palpitations 2 Varices oesophageal 4
Sinus tachycardia 2 Vomiting 17
Supraventricular tachycardia 1 Hepatobiliary disorders 131
gte:ganlcﬂi?grr‘c:ers sl et il el o 122 Acute hepatic failure 14
Adverse event 1 Ascites 6
Asthenia 8 Autoimmune hepatitis 1
Chest discomfort 3 Bile duct obstruction 1
Cold sweat 1 Cholecystitis 6
Concomitant disease progression 1 Cholelithiasis 4
Death 4 Drug-induced liver injury 1
Drug ineffective 26 Gallbladder polyp 2
Drug interaction 6 Hepatic cirrhosis 8
Fatigue 13 Hepatic encephalopathy 1
Malaise 2 Hepatic failure 34
Oedema 4 Hepatic function abnormal 2
Oedema peripheral 7 Hepatitis 1
Pyrexia 11 Hepatitis acute
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HEXE

xR_ I DAAs EBZARRBERKIEMR D (N=794)(4& )

BRERMDLE / KK REAREX RERFHIHE / ER REAREX
Treatment failure 35 Hepatitis B 1
Immune system disorders 2 Hepatitis C 1
ISr;r:gLrJg;;econstitution inflammatory 1 Hepatitis cholestatic 1
Stevens-Johnson syndrome 1 Hepatorenal failure
Infections and infestations 63 Hepatorenal syndrome
Gastroenteritis 2 Hyperbilirubinaemia 15
Hepatitis B 16 Jaundice 18
Hepatitis C 3 Portal hypertension 2
Infection susceptibility increased Icrgrl:]rgiigggisgnnsing 2 ol L 10
Influenza 2 Contusion 2
Nasopharyngitis 2 Drug dose omission 1
Necrotising fasciitis 1 Fall 1
Pneumonia 7 Fracture 1
Respiratory tract infection 1 Overdose 2
Sepsis 14 Post embolisation syndrome 2
Sepsis syndrome 2 Post procedural haematoma 1
Septic shock 2 Investigations 127
Shigella infection 2 Alanine aminotransferase increased 17
Tuberculosis 1 Aspartate aminotransferase increased 7
Urinary tract infection 6 Bilirubin conjugated increased 12
Urosepsis 1 Blood alkaline phosphatase increased 1
Metabolism and nutrition disorders 12 Blood bilirubin increased 51
Decreased appetite 4 Blood creatinine increased 1
Gout 2 Blood glucose increased 1
Hyperkalaemia 1 Blood pressure increased 2
Hypoglycaemia 2 Blood sodium decreased 1
Hypokalaemia 1 S}irrr;g;ae—dglutamyltransferase 1
Hyponatraemia Glomerular filtration rate decreased 4
Type 2 diabetes mellitus Haemoglobin decreased 4
;Il}él:usglélgzl:glsrtfl e EEREGEE 14 Hepatic enzyme abnormal 2
Arthralgia 3 Hepatic enzyme increased 4
Arthritis 2 Hepatitis B DNA increased 3
Back pain 3 Hepatitis C RNA increased 4
Bone erosion 1 Liver function test abnormal 1
Muscle twitching 1 Platelet count decreased 4

- Drug Safety Newsletter 2022 March vol.77




R R DAAs ERZARKREBERIKIEM DL (N=794)(4&)

BB R / I\

Muscular weakness
Rhabdomyolysis

AEAREL

1
3

Neoplasms benign, malignant and
unspecified (incl cysts and polyps)

Hepatic cancer

Hepatic cancer recurrent
Hepatic neoplasm
Hepatocellular carcinoma
Liver carcinoma ruptured
Metastases to bone
Neoplasm

Ovarian cancer

Prostate cancer

Tumour rupture

17

R NP P PR N D BP2w

BB R / I\

Prothrombin time prolonged
Renal function test abnormal

White blood cell count increased

Pregnancy, puerperium and perinatal
conditions

Abortion spontaneous
Pregnancy

w

Psychiatric disorders
Delirium
Insomnia
Suicidal ideation

NN N O

Renal and urinary disorders
Acute kidney injury
Chronic kidney disease
Dysuria
Nephritis
Oliguria
Renal failure

Renal impairment

N
(95}

R AN N DN

~

Nervous system disorders
Altered state of consciousness
Carotid arteriosclerosis
Cerebral atrophy
Cerebral haemorrhage
Cerebrovascular accident
Coma hepatic
Dementia
Dizziness
Dysarthria

Epilepsy

Extrapyramidal disorder
Haemorrhagic stroke
Headache

Hepatic encephalopathy
Intracranial aneurysm
Lethargy

Memory impairment
Myelitis transverse
Nervous system disorder
Polyneuropathy

Seizure

Somnolence

Syncope

PR N W R NN NS

(=Y

P P W NN R DN BEFPE RPN W w N

Reproductive system and breast
disorders

Testicular swelling

Surgical and medical procedures
Abortion induced
Dialysis
Therapy cessation

P P P WNhDN

Vascular disorders

17

Respiratory, thoracic and mediastinal

disorders
Acute pulmonary oedema

Acute respiratory failure
Cough

Dyspnoea

Dyspnoea exertional
Lung infiltration
Pneumonia aspiration

=
D

N

P N P W RN
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HEXE

xR 5 DAAs EBZAR REBMKAEAR 7 (N=794)(4&)

BERKDE / ER REAREX
Arterial rupture 2
Contusion 1
Haemorrhage 2
Hypertension 2
Hypotension 2
Shock 6
Shock haemorrhagic 1
Upper gastrointestinal haemorrhage 1

B AR / EER

Respiratory failure

AEAREL
2

Skin and subcutaneous tissue
disorders

Alopecia

Blister

Cold sweat

Haemorrhage subcutaneous
Papule

Pruritus

Pruritus generalised

Rash

Rash pruritic

Skin plaque

Skin reaction
Stevens-Johnson syndrome

29

R w NN NN DN R

[ = S)

0
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HEXE

X R [Cl R LR A

ZEZEXB O C B T2DM
BB - E—LERTREBNRPRIR
THER S EL A BT g =% - T2DM 9B TR 1
BB HCV B ABERSNIED T, B9
MR E HCV BRI (EER A 5 5|
#E# & M K M ( glucose intolerance )
E T2DM™ ; 54 - HCV B3 Fr B /0 g
W5 B ( hepatic steatosis ) #AHE & ZFH U
(insulin resistance ) 17 # & & & T2DM
7=] 5

HCV EURER T2DM B4R 2Rk eE
HRIBAEOEY . E—5 HCV IEERE
&EH (NS2-NS5 ) #ERIEMIuAREEHES
ME (ROS)  ERNEEBNORE &
{E NF-kB & STAT-3 B& % ° - (B # — L6 8
KEBHARBERIHWIL-65;, H” - &
HCV M3 K R EE & TNFo 18NS Ak iR
EXMAM®, B= HCVOESEBRE
{52 B B A BB Y insulin receptor FiEELE
BE wEBERERFEREIAR, |
Mg - & A ER 22 Bk N HCV-seropositive
FmEA - HIRRER B AARABRBERARIT -
B85 insulin ¥ 1 M0 #E AV IEHR 55 ° « AC-
peptide 30 ( —1& insulin 2 W HIIER ) B&
(GEEE

@R R RAEEE ST (<= ) - Pavone
%A\ 2016 FHI—REAERFRS - 4
AT 29 uEHFAE T2DM &I DAAs A&/
el CEMXBA (B2 EERE ) - H
hE 20 UZBERBERBERT %L
KEMNFEE (>13 kPa) ~ 4 15 Child-
Pugh B - DAAs j& & #H & 81 & sofosbuvir

I

(SOF) ~ SOF/simeprevir (SMV) ~ SOF/
ledipasvir ~ SOF/daclatasvir - ombitasvir/
paritaprevir/ritonavirtdasabuvir -
PAEES2 DAAs J& % B — 8 B A RY 2 iE [ &
K HbAlc B EWE - DAl AEHES
8 H Al £z I8 M # & HbAlc - # st B
EHERE MEAREER FPE 52.86 mg/dL
(p=0.007) - 13 HbAlc #EZ HBF 1.95%
(p=0.021) - B2 AJm A& fEM MR ME ;
HpB4UmAREMNARZ BB REARE
MiEZEY I HEER - B 23% K% A (n=6) &
PRRIEREAZED S - BEIENE - 59
MEERELSESHNREA » WARZERD
- ol R DAAs AE EEENEME -
g DAAs £ insulin 2t metformin & A B
REEA -

2017 F— R B — R0/ [EH M
BRoh Y. #h AT 400 fizig i C BT R/
wmA - EHNEEAES S 28 DAAs
% SOF/SMV - SOF/ledipasvir + SOF/
daclatasvir - 72 AlEEEEF DAAs 55 0 BRY
ZEHEM#E (FPG) K HbAlc HEHE - 1
iR DAAs JB TR 24 B (SVR24) 7
MMEESE - GRE/R - FIOFPGEET
f£ 11.51 mg/dL (p=0.005) - ¥ 13 HbAlc
thEEZE NFE 0.5% (p<0.001) - 7347 65 fiI[E
KB DMRREA - HFAE 511U (78%) 7
A HbAlc HERERE T E >0.5% - 25
BMI BERIEA ; R E D AR OKRRE
MmiEZE4) (OHG) 4 (n=36) & £ A insulin
#H (n=18) - OHG A A E R E M FPG X
HbAlc EBFER M ; insulin BRIZR
B HbAlc e R BRER FE -
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HEXE

Dawood % A 7 2017 F 73 # ¥ 460

IS 7E T2DM ki C BT RS U ALRY
WA Hdis 400 AMEFAAEHES SOF/
daclatasvir ~ 55 9 60 A 7k &£ F§ DAAs J&
BRI AYERA  tbBIaER &M FPG »
HbAlc X Bt FTFe A B i BR 2018 - W A%
FRinaEERE 3EANEANDEED S
miEzESELH (IGC A - FPG T & >20
mg/dL - HbAlc T & >0.5% ) & kK #
#H (NIGCH#H ) - 400 UmAHEHEE 378
Im ANZERNFERERE (SVR) - IGC 414
77.2 % (n=292) - FPG 157 F& 49.1 mg/
dL -~ HbALc 13 & 1.1% - BARBEZE
BAEEAR MR HE - 22.8% % NIGC 48 ;
Hop 60 UHRARANMBEERED -
IGCHTHE 26.7% (n=78) 1w APRIEHER
maREY ZHEIE - IFICG HERMENE
FRIFEMEIE - IGC #HE NIGC AEm Al
A~ Fir BMIEZE - BENIGCHBR
SHEEHIS T2DM XERE - £E T2DM
& Child-Pugh B & -

EFE—RAEWEHENR - NAE
hEBEANRREEERNE - BHEL 2435 I
5% T2DM & HCV B HImA Y- A
K DAAs ;& & 5 €11 SOF / SMV ~ SOF/
ledipasvir - ombitasvir/paritaprevir/
ritonavir + dasabuvir - I 1§ H 75 % Z F
SVR #9 2180 A K7 iEZ 255 A - wi#H Al
EITRER (X DAAs B E R 12 @ B
REARE ) BEaEE (Tl aBEENSE 3 E
15EH - #£12{EH ) Z HbAlc tb# - 45
SREAR - ESVR AR EARE SVR AR
HbAlc F##& T £ Z=£ ( adjusted mean
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difference - AMD ) W ZEZ R ; (BEE 2 &

ZSVRARBEADT HbAIc ERER S
( >RFEHT2% ) WRIER: - BIWEAK
ZSVRAARBIMHEEE - AMD % -034% - &
HEZEZE (0=0.02) - B9 - FEAORKEMD
WEMTIAEANE  MARTEEZER ; A
insulin fFE)8 BRI BB R AZLLA - i
SVR AR TP 3.3 % - EAR3%E SVR A A
B AMD & -4.2% BEZEZEE (p=0.04) -
( L#t AMD BRIEFH#: - 45l - 52

Ml - MAREE - MPHBEEE - BBAER
LBIHER )

PR X BFE & B/ DAAS
X HCV WEREE S EREKRER AN
TEIEHIL S - BERB ARV Mg sS4 -
1B A &5 855 F3 DAAs 5% A B9 [ % 18 7E 6 58
IR AO FR 22 18 PR 8 R 22RO T 2

A BB MR B R 1 F3 DAAS
AEITAGEENZE HCVERHNRE R
Mt -2017 E—BEENHERHARED
MANT 175 e CEFXERERA  H
5 185 % (n=31) Wm AEKE DM -
DAAs #H & & & SOF - SOF /SMV -~ SOF/
o m A E FHDAA &
interferon - L&A BRI A SE AL /BB & E’\J
F128 (SVR12) ¥ ERBREES
HbAlc - #R%~ - B 97.8 % 3% SVR12 -
AR 1T HbALc & 7.36 % - ST G &
BWNE12H 219 HbAlc & 7.11 % -
MEmBEER (p=0.268) : B 31% K%
ANEBRBEERBERS insulin WE 2%
insulin J8%E - ATFERER B ARMNRH
RDMEANHARBEAE  LEBIISD

ledipasvir -




DM B A - DIEREZYE DM & HCV j8
IR BB T ARRERO AR

%5 — & A Chaudhury CSE A #TH
AIBE MR SE D4 254 gt CEUFFRmA
YL HPBE 3% MEATREREA HV &
F421 (17%) mAEBRKADM ( HoF
B3BUERBRFRSEZEY ) - EH
HCV 8 E 2 & 812 DAAs ( asunaprevir
beclabuvir ~ daclatasvir ~ ledipasvir
SOF & telaprevir) - H e 1fu & ff A
interferon - LIFA% DAAs BRI S BRZE 5 X
2 HbAlc e BRI EMRE - DUEHRERE
MENEE —RWHPALc EERAEE
HE (EMEEPMUE28EH ) - E&RE
N B 241 U=l #E & SVR - HbALc &
BB BN ETEE SVR KAKREZESVRE
BAZBLEERE - 27E SVR ARaE
AIELEEER HbAlc 2 E=RIMEREESR
(AR 2 19 H FE -0.022£0.53% -
p=0.52) ; P FTE P HIV Bk 8 K
DM GBI MEREEEZ S5 (2%) BA
TEIEHE AR 2R B 2RI DM ; 13 fi1 (5
% ) 7w A TE DAA fs2 F B fE 38 /N % B Jos FH 22
;7 (3 %) mATENAEBR /DI
FRIFAZERER - ER/EIEMNZ - B A BMI
BRI B HbAlc iR E#Mat L BEE
RIIEABREE (r=0.17, p=0.006) - BTEHE
HAfE BMI ROIBINE S AU EERY HbALc
EWE - FERR HCV JAEREE insulin
MHNEEZHRIR - HRARN DM
MEAHTLAZ - HE DAAs A EBEWNR
= BHSVR RARESVRIABERK -
FESE®R M AR E K insulin L Z 5

PR -

BERFEMZ - Chaudhury CS EAH
TR RGN (28.22+13 @R ) 4
SEAS—H Giordanino EA# T 213
BHRFERE 8 FHNRBMELINASR (Lt
B RE interferon J& & HCV 7% MtERY
22 )Y . @It Chaudhury CS 5 A -
JAE HCV W= insulin MOl BEA 2 — 1@
REIWIE - BolgeAERREERIR - M
Hingy FER TN DM RIERFE - BMI -
AE W AT L E fth DM B RE RS [E B Kl B Bl Bt
i HCV JaE = HbAlc B91ER - B4 -
Stine JG % A & Chaudhury CS & A #9 #
FA TR DAAs JAEAIE R HbAlc It
MEEEED" . HHbAlc BREHME
EHIRIRET - AR Z DAAs JBE I AE HA
Ao BE AR MEEZL -

BEITTEUR R G R EESR

Bt 28 7£ sofosbuvir & sofosbuvir /
ledipasvir WEMZ MRS P RIR 7 MHE
HEEWMIE®E - IBAEZEKMA DAAs WK
BEITZANRAVRE - AR A2 IR
PR B PR BB R B8 - ZE I [Cl RE LR AT
WENXEICIES - MERILESPRER
Eudravigilance & i & & 1 = 75 B DAAs
SR MEEEWEAIES 105 4 - &F1E
BEISHABRERENGE DAA EREZHE
MBS FERAN 302815 HbH 22
HEERFERSE - BERBEERG DAAS
Z2REE-EANGZENRN B D EHEHR
HiERmAZED SR IEENMEESE - 3o
EHBERERRMOBSHEFETER - Kok~
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HEXE

FREERT - MBEN LT ER AR E
ZEE (PRAC) KT HERREARERD
HEPBBENNEBIESSE  BRASER
W B2 #5 DAAs BB KEEXE
M#EEE - & PRAC %1316 My &R
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- Pavone P et al * Abdel Alem S, et al*?

Observational study, retrospective

Observational study, retrospective

« 29 HCV positive with T2DM.

4 patients were excluded from
the analysis because data were
insufficient

« 20/29 presented advanced fibrosis/
compensated cirrhosis (>13 kPa)
and 4 patients with Child-Pugh B
classification criteria).

+ 400 Egyptian CHC patients who were
seropositive for HCV antibodies and
HCV RNA positive, aged 18 - 75 years

+ 65/400 with diabetes.

+ 38.5% had mild to significant fibrosis
(FO, F1, and F2); 61.5 % advanced
fibrosis and cirrhosis (F3-F4).

« SOF+ ribavirin (n = 8),

« SOF+ SMV (n =5),

« ledipasvir/ SOF = ribavirin (n = 6),

« SOF+ daclatasvir * ribavirin (n = 6),

» ombitasvir/paritaprevir/ritonavir +
dasabuvir * ribavirin (n = 4).

« SOF/ SMV or

« SOF/ledipasvir or

« SOF/daclatasvir

+ribavirin (RBV) for 12 weeks

« Pretreatment values only those
recorded at baseline or within a
maximum of 3 months before the
start of DAAs

» FG values were available for 27
patients

» Pretreatment A1C values were
available for 17 patients,

Fasting Plasma glucose (FPG) and
Hemoglobin Alc (HbAlc) were assessed
at week 0 (baseline)

« Pretreatment FG mean values :
175 mg/dL (minimum 85 mg/dL,
maximum 455 mg/dL).

» Pretreatment A1C mean values: 7.1 %
(minimum 5.1%,maximum 11.8%)

» Pretreatment FPG mean values : 122.8
+ 35.7 mg/dl.

» Pretreatment HbAlc mean value: 6.8
+ 0.99%.

8 weeks after initiating DAAs

24-week post-treatment follow-up
(SVR24)

+ FG reduction mean value was — 52.86
mg/dL (p=0.007), maximum reduction
observed of 357 mg/dL in a patient
that switched from 455 to 98mg/dL at
week 8.

+ AlC reduction mean value of -1.95%
(p=0.021), maximum reduction
observed of 7.1% points in a patient
who switched from 11.8% to 4.7% at
week 8.

+ End point (FG reduction> 20 mg/dL)
or A1C reduction > 0.5%): 21 (84%) of
25 patients.

« Six patients (23%) needed to reduce
hypoglycaemic drugs

« FPG reduction mean value was — 11.51
mg/dL (p=0.005), maximum reduction
observed of 160 mg/dL in a patient
that declined from 250 to 90 mg/dL at
SVR 24.

+ HbAlc reduction mean value of -0.5%
(p =<0.001), maximum reduction
observed of 3.4% points in a patient
who declined from 9.4 % to 6% at
week 8 at SVR 24.

+ Improvement in HbAlc values
(reduction> 0.5%): 51 patients of
65 with diabetes (78%) at SVR 24
compared to baseline values it was
more likely to occur among patients
with low BMI (p=0.04).
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- Dawood AA, et al 3 Hum J, et al**

Observational study, retrospective

Observational study, retrospective

« 460 chronic HCV (genotype 4)
patients with T2DM

« Only Child-Pugh class A and class B
patients were included.

+ 2,435 HCV-positive patients with
T2DM

« 2180/2435 patients who achieved
SVR

« 255/2435 who did not achieved SVR

« 37.3% patients with cirrhosis

+ 10.4% patients with decompensated
cirrhosis

« SOF/daclatasvir * ribavirin for 12
weeks

« End point (FPG reduction > 20 mg/
dL) or HbA1C reduction> 0.5%):
Patients with SVR after 3 months (378
patients, 94.5%) were divided into two
groups according to the end-point of
glyce~mic control: improved glycemic
control (IGC) group (77.2%), and
the non-improved glycemic control
(NIGC) group (22.8%).

* Unexposed:

60/460 patients did not receive DAAs

served as a control group.

« ledipasvir (LDV)/SOF monotherapy
(56.2%)

« ombitasvir/paritaprevir/ritonavir and
dasabuvir monotherapy (5.5%)

« SOF/simeprevir (SMV) (38.3%)

Ribavirin-containing regimens

were excluded

Interferon-containing regimens

were excluded

Before starting DAA therapy,
laboratory tests were carried out that
included fasting plasma glucose (FPG),
glycosylated hemoglobin (HbA1c).

- retreatment values: level. The mean of
the HbAlc measurements of patients
was calculated for the 12-month
period prior to treatment

» All antidiabetic medications taken
either immediately prior to HCV
treatment (pretreatment) were
identified.

» Pretreatment FPG mean values :
= |IGC: 184.5+ 27.9 mg/dl.
= NIGC:179.9+ 25.6 mg/dl.
= CTL:178.1+ 24.3mg/dl.

» Pretreatment HbAlc mean value:
m IGC: 8.1 £ 0.44%
m NIGC: 8.2 + 0.48%
m CTL+82 +043%

» Pretreatment HbAlc mean value:
m SVR:7.2 +1.5%.
m NoSVR:7.27 + 1.6%

» Pretreatment antidiabetic
medications:
m SVR: 74.8%.(insulin: 41.3%)
m No SVR: 78% (insulin: 49.8%)

3 months after starting DAA therapy

+ HbAlc: 12-month period from 3 to 15
months after treatment

+ DM medication: 15 months after the
end of treatment
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Results

Dawood AA, et al 3

IGC group: FPG reduction mean
value was —49.1 mg/dL, maximum
reduction observed of 88 mg/dLin a
patient that declined from 240 to152
mg/dL.

IGC group: HbA1C reduction mean
value of -0.8%, maximum reduction
observed of 1.1% points in a patient
who switched from 8.7% to 7.6%.
The percentage of patients with
positive family history of T2DM,
longer T2DM duration and Child-
Pugh class B was significantly higher
in the NIGC group.

Hum J, et al

All patient — Adjusted* mean
difference (AMD) in HbAlc drop in
SVR vs.no-SVR: - 0.13% (p=0.1)
Patients with pretreatment HbAlc. >
7.2%--> AMD in HbAlc drop in SVR
vs. no SVR: - 0.34% (p=0.02)
Percentage of all patients receiving
antidiabetic meddications — AMD in
SVR vs. no-SVR group: = 1.0% (p=0.1)
Percentage of all patients receiving
insulin = AMD in SVR vs. no-SVR
group: —4.2% (p=0.04)
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- Stine JG, et al®® Chaudhury CS, et al*®

Observational study, Observational study, prospective
retrospective
« 175 CHC patients 251 chronic HCV-infected subjects

31/175 (18.5%)with DM « 79/251 (31%) patient with human
immunodeficiency virus [HIV] positive

« 42/251 (17%) subjects met criteria for type
2 diabetes at baseline, and 33 (79%) of
these subjects were receiving antidiabetic
medication(s).

» SOF + ribavirin « DAAs only: including asunaprevir, beclabuvir,
« SOF/ SMV daclatasvir, ledipasvir, sofosbuvir, and telaprevir
« SOF/ledipasvir + ribavirin (n=175,70%)
« SOF + ribavirin + peg- « DAAs + ribavirin (n=41,16%)
interferon « DAAs + ribavirin + interferon (n=34,14%)

= Boceprevir + ribavirin +
peg-interferon
Before starting DAA therapy, | Pretreatment baseline was defined as HbA1lc

laboratory tests were carried | determination between 5 months before HCV
out that included HbAlc. treatment and <5 days after the start of therapy.

+ Pre-treatment HbAlc mean| Pre-treatment HbAlc mean value: 5.75 + 0.82%
value 7.36%, (95% Cl 6.55-

8.16%)

= Cirrhosis: mean value
77% .

= non-cirrhosis: mean
value 6.2%

12-week post-treatment Post-DAA therapy (median follow-up 28 months).

follow-up (SVR12)

» Pre-treatment (7.36 %,  There was no difference in change in HbAlc from
95% Cl 6.55- 8.16%) to baseline [median(form zero): 0.0 interquartile
post-treatment HbAlc range(-0.2, 0.2)] to last follow-up[-0.1 (-0.4, 0.2)]
(7.11%, 95% Cl 6.34-7.8 between subjects who achieved SVR compared to
8%) (p=0.268). those who did not. (p=0.26)

+ 6(23.1%) subjects were « Among the subjects who achieved SVR, change in
on insulin pre-treatment HbAlc was not significantly different from zero,
compared to 11(42.3%) with a mean change of -0.022 + 0.53 % (p=0.52).
post-treatment. 31 percent| « Eight subjects (3 %) had a decline in HbAlc
of subjects required dose greater than 1%, while 6 (2 %) had an increase
escalation or the initiation greater than 1% following SVR
of insulin based therapy » DM patient achieved SVR: -0.1 (-0.8, 0.3) vs DM
during treatment. patient did not achieved SVR: 0.0 (-0.2, 0.2).

+ 14 (53.8%) subjects were (p=0.29)
on oral DM medications « Of all subjects who achieved SVR, 5 (2 %) were

pre-treatment compared newly diagnosed with diabetes during follow-
to 15 (57.7%) post- up and 13 (5%) started or increased diabetes
treatment. medications from baseline to follow-up.

« Only 7 subjects (3%) decreased their diabetes
medications during follow-up.
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