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CA LAM SANG

1. HANH CHANH

- Ho va tén bénh nhan : N T D. G161 : Nur Tudi : 53
- Piachi: TP. Can Tho

- Vao vién luc : 7h55 , ngay 12/07/2024

2. LY DO VAO VIEN : Pau ndng rat sau xuong tc

3. BENH SU

- Bénh nhan khai cach nhap vién khoang 8 gi0, bénh dot ngdt dau cam giac nong rat sau xuong uc,
dau am i lién tuc, ngdi hodc dung glam hon nam, kém budn ndn, bénh nhan khong sot, khong kho

tho, dau lién tuc khong giam -> nhap vién

- Tién cén : viém da day, udng 1v Jointmeno (ibandronic acid) 150mg trua ngay hom trude.
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4. KHAM LAM SANG

- Bénh tinh, :[iép xtc tot, niém héng, khong dau than kinh khu tr(, bt rat, vat va, ngéi giam kho
chiu hon nam, than dau tirc sau xuong tc.

- HA=130/80 mmHg, M =83 1/p, Nhip thd =22 1/p, Nhi¢t do 370C, CC= 160cm , CN = 56 kg,
BMI = 21,87 kg/m2

- Tim déu

- Phoi trong

- Bung mém, an dau thuong vi

5. CAN LAM SANG

1. Cong thirc mau :

- BC =7800/uL, Neu# = 5300/uLL, Lympho# = 1900/uLL
- HC =4480 x10"3/uLL, Hb = 13,5 g/dL , Hct =40%

- TC =220000/uL
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2. Sinh hoa mau

- Ure =2.62 mmol/l , creatinine = 48.3 umol/l , eGFR =123,83 ml/ph/1.73m?2

- AST=43.6 U/L, ALT =34.8 U/L , Na+ =139 mmol/l , K+ =4.36 mmol/l, Cl- =103 mmol/l
- CK-MB = 27.9 U/L, Troponin Ths = 0.003 ng/ml, D-Dimer = 97 ng/ml

3. Pién tAm d6 : Nhip xoang déu tan sb # 76 1/p

...........
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4. X-Quang nguc thang :

- Chua phat hién bénh 1y trén
phim nguc
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Ma KCB: 2400170586
KET LUAN
Kich thwéc cic budng tim khéng dan.
oA A 3 - 3 5 :
. Khéng dich mang tim, khéng huyét khéi budng tim.
50 Sleu am tlm . Gifm ddng nhe vach lién thit doan day.

Chirc nfing tim thu thit trai hién tai EF# 69%
Hdé vam ba I4 < 1/4. Chwa ting ap phdi. PAPs # 20mmHg.

- Kich thudce cac buong tim khong oL T

glﬁn BAC ST CHUYEN KHOA

- Khong dich mang tim, khong
huyét khoi budng tim.

- Giam dong nhe vach lién that
doan day.

- Chtrc nang tam thu that trai hién N ANH

tai EF # 69%. '
- Ho van 3 la <1/4. Chua tang ap
phoi. PAPs # 20 mmHg.
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CAN LAM SANG (THANG
6/2024)

1. Sinh héa mau :

- Cholesterol TP=4.99 , TG =1.84
mmol/l , HDLc = 1.32 mmol/l,
LDLc = 3.26 mmol/l, Calci toan
phan (mau) = 2.25 mmol/l, Calci
ton hoa mau = 1.11 mmol/l

2. Siéu am 0 bung :

- Nhan xo tir cung, kich thuéce
khoang 16x18mm.
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6. CHAN POAN
PAU NGUC DO TAC DUNG PHU CUA THUOC IBANDRONIC — VIEM DA DAY

7. PIEU TRI

- Esomeprazol 40mg 01 lo (TMC)
- Metoclopramid 10mg 01 ong (TB)
- Devodil 50mg 01v (ubng)

Phosphalugel 01 gobi (udbng)
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SO LUOC VE NHOM BISPHOSPHONATE

TAC DUNG

- Bisphosphonates 1am giam so luong va hoat ddng cia té bao huy
xuong, lam cham qua trinh phan hiy xuong. Blsphosphonates khong thé
thay the xuong da mat nhu:ng c6 thé cung cO xuong hi¢n co va giam
thiéu ton thwong do qua trinh bénh gay ra.

- Céc phan tu blsphosphonate bam vao canxi va vi luong canxi 16n nhat
trong co thé con nguol nam trong xuong nén lugng bisphosphonate tich
tu ¢ mirc cao. Cac t€ bao huy xuwong hap thu bisphosphonate lién két va
cudi cung bi pha huy.
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PHAN LOAI

« Bisphosphonate co6 thé dugc chia thanh hai nhém, bao gom:
 Cac bisphosphonate khong chira nito nhu etidronate, clodronate va tiludronate.

» Cac bisphosphonate c6 nito nhu pamidronate, alendronate, neridronate; ibandronate, zoledronate,
minodronate, risedronate

« Hai loai bisphosphonate khac nhau vé co ché hoat dong cta chung trong viéc ti€u di€t cac té bao
hiy xuong. Cac bisphosphonate khong chira nito dugc cac t€ bao hiy xuwong hap thy, sau d6 ching
s& chét. Cac bisphosphonate chira nito lién két va chin enzyme farnesyl d1phosphate synthase trong
con dudng HMG-CoA reductase (con dugc goi la con duong mevalonate). Dleu nay ngan ngua su
hinh thanh farnesol va geranylgeramol cac chat chuyén hoa quan trong dé két ndi mot s6 protein
nhod voi mang té bao. Hién tugng nay duoc goi 1a prenyl hoa. Prenyl hoa 13 mot phan quan trong
cua strc khoe xuong va tai tao xuong,.



= Early BPs: non-nitrogen-containing
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= “Second” generation: nitrogen-containing with short alkyl chains
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=  “Third” generation: (from medicinal chemistry optimisation):

N-containing with branched or ring structure, more potent
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FIGURE 1 Ten BPs that have been approved for clinical use in various countries and working by two different biochemical mechanisms,
incorporation into ATP analogues or inhibition of farnesyl pyrophosphate synthase in the mevalonate pathway
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we seemingly know much about these drugs, there remain a number
of key aspects of BP distribution and action that we do not fully
understand. This review summarizes the existing knowledge and high-
lights areas in which understanding is lacking.

2 | PHARMACOKINETICS

All oral BPs have a low and highly variable bioavailability. Oral BPs are
taken up in the stomach, duodenum and ileum®® through a mechanism

of paracellular and active transport.’** |ERSICSRIBGISAEEIOSmaEe

_epithelial layers during absorption. which has been demonstrated
in in vitro absorption models. animals, healthy volunteers and
‘patients.*“ “~ Some of the toxic effects on the Gl tract. including the
‘oesophagus. have been linked to a direct damaging effect from the
'BPs as acids. but the nitrogen-containing BP drugs’ cellular mechanism
" of action such as FPP-synthase inhibition. as well as their effects on
'mitochondrial superoxide production and lipid peroxidation, may also

PEVEFSIEIAEREICIESRERE ' °° At present, no pharmaceutical com-

pany has been successful in developing a prodrug that substantially
improves the low bioavailability of BPs, in which approximately 99%
of any orally administered BP is excreted unchanged into the faeces.
This number increases to 100% if the drug is ingested with calcium-
or magnesium-containing foods, drinks or drugs.23 In contrast, the
low absorption of oral BPs seems to increase to some extent when

TAC PONG LEN PUONG TIEU HOA

co-ingested with gastric pH-raising drugs such as ranitidine®® and
omeprazole. Absorption of BPs has also been increased by enhancers
such as caproic acid, and the interference by food can be minimized by
slow release formulations that include ethylenediaminetetraacetic acid
(EDTA) to chelate divalent cations.®®

In the circulation, BPs are bound to plasma and serum proteins.
Binding is lower in plasma which has been attributed to endogenous
displacers. Moreover, binding seems to depend on the BP, its concen-
tration, pH, calcium and species studied, and has been reported to
range as widely as 5-90%.2 It is currently not known whether plasma
protein binding plays any role in the pharmacokinetics of BPs, includ-
ing their renal excretion and delivery to and resorption from bone
tissue, nor if plasma protein binding changes during any kind of path-
ophysiological process.

BPs are found in the liver after oral and parenteral administration,
but the drugs typically do not undergo any first phase or second phase
metabolism. The only metabolism that has ever been described for
BPs is intracellular transformation to cytotoxic ATP analogues of the
non-nitrogen-containing BPs etidronate, clodronate and tiludronate,
which is fundamental to the mechanism by which these BPs inhibit
osteoclast-mediated bone resorption.?® Most circulating BP goes
either to calcified tissue or is eliminated via the kidneys, predomi-
nantly through glomerular filtration. Indeed. renal clearance of
the drugs correlates closely with creatinine clearance, as has been

demonstrated for different BPs in different patient populations?4 22

Br J Clin Pharmacol. 2019;85:1052—1062.
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Comparative gastrointestinal safety of
bisphosphonates in primary osteoporosis: a network
meta—analysis

M Tadrous ', L Wong, M M Mamdani, D N Juurlink, M D Krahn, L E Lévesque, S M Cadarette

Affiliations =+ expand
PMID: 24287510 DOI: 10.1007/s00198-013-2576-2

Abstract

We completed a network meta-analysis of published papers to compare bisphosphonate
gastrointestinal safety. We found that zoledronic acid had the highest chance of causing
gastrointestinal adverse events. Etidronate had the highest chance of discontinuation due to an
adverse event. No difference was found for serious adverse events.

Results: We identified 50 studies: 32 alendronate, 12 risedronate, 5 etidronate, and 7 zoledronic acid.
Zoledronic acid had the highest probability of having the highest number of any Gl AE (91%) and
nausea (70%). Etidronate (70%) and zoledronic acid (28%) had the highest probability of having the
greatest attrition due to AE. Etidronate had the highest probability (56%) of having the greatest
number of upper Gl symptoms among oral bisphosphonates.

Conclusion: Zoledronic acid had the highest probability of causing the greatest number of Gl AE,
possibly related to nausea. These results question the assumption that annual zoledronic acid will
translate into better adherence. Little difference was found between alendronate and risedronate for
serious AE. More research into real-world implications of the comparative safety of bisphosphonates
is needed.

PubMed Disclaimer
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Table 2 Probability (in percent)
of superiority of gastrointestinal
(GI) adverse events (AE) and
discontinuation due to AE of four
different bisphosphonates and
placebo

*No reporting of this outcome
within drug

@ Springer

Drug Outcome
Any  UpperGl  SerousGI  Esophageal ~ Nausea  Discontinuation
due to AE

Alendronate l 40 § 54 29 0
Etidronate 8 59 - - 0 85
Risedronate 0 I 3l X 0 0
Zoledronicacid 91 - - - 70 14
Placebo 0 0 6l 20 l 0
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Gastrointestinal adverse effects of bisphosphonates:
etiology, incidence and prevention

Frank L Lanza !

Affiliations -+ expand
PMID: 15765619 DOI: 10.2165/00024677-200201010-00004

Erratum in

Treat Endocrinol. 2002:1(4):210

Abstract

The bisphosphonate class of drugs are now utilized extensively in the treatment of patients with
osteoporosis and Paget's disease. Gastrointestinal (Gl) adverse effects, especially those associated
with esophageal injury, have been of increasing concern to clinicians. Studies in humans and animals
have shown that the mucosal erosion and ulceration seen with bisphosphonates is a result of direct
contact with these agents. Numerous endoscopic studies in healthy volunteers and postmenopausal
women have also demonstrated the potential of bisphosphonates to cause stomach and duodenal
ulcers. However, serious Gl adverse events have not been noted in several large efficacy trials.
‘Esophageal injury has for the most part been avoided by appropriate administration instructions, and
gastroduodenal injury appears to be an acute phenomenon not associated with significant
complications, except in certain high-risk situations, for example in the presence of existing distal
esophageal disease or motility disorders, or with concurrent use of nonsteroidal anti-inflammatory
drugs or anticoagulants. From the standpoint of Gl safety, the bisphosphonates are well tolerated and



T 4. Prevention and Treatment

By far the most clinically significant adverse effect of
bisphosphonate therapy i1s erosive esophagitis, which may be
complicated by ulcer or stricture of the esophagus.[30-42.44-56]1 This
problem was recognized shortly after the introduction of al-
endronate, and the subsequent introduction of an appropriate
administration technique has significantly reduced the incidence
of esophagitis in these patients. Since it is generally felt that
the esophageal injuries seen with these agents are topical in na-
ture, it would be prudent to withhold these agents from patients
with the inability to clear acid and ingested contents from the
distal esophagus: i.e. patients with stricture disease, erosive gastro-
esophageal reflux disease (GERD), or motility disorders.>7->%1 @

~pump inhibitor or H> receptor antagonist may be useful. since i1t

Lanza, F. L. (2002). Gastrointestinal Adverse Effects of Bisphosphonates. Treatments in Endocrinology, 1(
37-43.
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Wérsal Patients with known active ulcer or those taking anticoag-
ulants might also be subject to exacerbation of GI bleeding when
taking bisphosphonates. More studies will be required to assess
risk factors which might be associated with complications of ul-
cer disease in these patients, especially early in the course of
bisphosphonate therapy.

Lanza, F. L. (2002). Gastrointestinal Adverse Effects of Bisphosphonates. Treatments in Endocrinology, 1(1),
37-43.



MEDIC

5.2 Gastrointestinal Tolerance

The gastrointestinal absorption of bisphosphon-
ates is low; in fact, none of an oral bisphosphonate
is absorbed if taken with or close to even light
meals. Thus, in order to be absorbed, bisphos-
phonates must be taken with plain water first thing
in the morning, at least more than 30 minutes be-
fore the first food of the day. This, by itself, reduces
tolerability in a small proportion of patients, and is
sometimes associated with mild gastrointestinal
disturbances (epigastric pain, nausea and sense of
abdominal discomfort);!71-7%] these occur more fre-
quently with the large-sized capsules or tablets of
the less potent bisphosphonates, such as etidronic
acid and clodronic acid. These compounds, how-
ever, have never been associated with serious gastric
adverse effects.

Pamidronic acid and other amino compounds
may lead to somewhat more serious gastrointesti-
nal adverse effects, such as nausea, vomiting and
diarrhoea,![”5-78] sometimes associated with endo-
scopic evidence of erosive oesophagitis and gastri-
tis. 7 S0 pheseaaverseeifects aredoserslarediand
depend on the contact of undissolved crystals with
‘the oesophageal mucosae and thus on the length of
HMESpERTINTREGESopHRAaENS! A s soon as the tablets

enter the stomach, they are more likely to dissolve
into the gastric fluid due to its larger volume and
acidity.

‘of bisphosphonates are lessened or resolved com-
_ (the

water has to be demineralised in order to prevent
the formation of insoluble and unabsorbable com-
pound). This again suggests that contact with un-
dissolved crystals of amino compounds is the like-
liest cause of the toxic effect on the mucosae, and
oesophageal erosions are frequently due to pro-
longed contact of the tablets with the mucosa. This
often occurs when the speed of oesophageal transit
is slowed down by oesophageal disturbances such
as the presence of a hiatus hernia!®3! or of the oeso-
phagitis itself, which is often a vicious circle (drug-
induced oesophagitis slows the transit of the tablet
and this predisposes to a further worsening of oeso-
phagitis).

In general. oesophageal transit time is reduced
by taking the tablet with a large amount of water
‘and by instructing the patient not to lie down for at
least 30 minutes following administration. During

a clinical trial in which oral pamidronic acid was
administered at bedtime, serious gastrointestinal
adverse effects were reported to occur in a large
proportion of patients,!”?] leading to discontinua-
tion of the study.

The use of enteric pellets or gastro-resistant for-
mulations might not be a solution: this might simply
move the problem from the oesophagus to the upper
part of the intestine.

Adami, S., & Zamberlan, N. (1996). Adverse Effects of Bisphosphonates. Drug Safety, 14(3), 158-170.
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BAI HOC KINH NGHIEM

- Nhom thude bisphosphonate co thé gay kich tmg dudng tiéu hoa, giy
tricu chirng dau nguc gan giéng cac bénh 1y tim mach.

- HlIO’Ilg dan bénh nhan ky sau uong thuoc nén uong thude vao bu01
sang sOm, bung do1 vo1 mot ly nudc day; giit tu thé dung hay ngoi,
tranh nam sau khi uong thudc khoang 30 phut tranh an, uong hay su
dung thudc khac it nhat 30 pht sau khi udng thudc.

- Su dung nhom bisphosphonate lan dau sir dung liéu thép thich hop,
dic biét chu y dén nhom bénh nhéan ¢o6 cac bénh ly v€ da day thurc
quan, nguoi 16n tudi, co dung kém NSAID hoic cac thudc chong
dong, lam giam nguy co xay ra tac dung phu.
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